incorporating the Middle East Journal of Family Medicine

ISSN 1839-0188 December 2021 - Volume 19, Issue 12

ﬂc Trend of [our Consultation Models in [our SPecia!ties at
Four Tertiarg (Care Hospitals

- page 6




TABLE OF CONTENTS

16

27

37

42

47

55

Editorial
Dr.Abdulrazak Abyad
Original Contribution

The Trend of Four Consultation Models in Four Specialties at Four Tertiary Care Hospitals
Hamza Mohammad Abdulghani, Kamran Sattar, Syed Irfan Karim, Tauseef Ahmad,

Ashfaq Akram, Rakan Alsalem, Mohammed Alruwaite, Nasser Alkhraiji, Ghanem Alghamdi,
Anas Alkhulaifi

DOI: 10.5742/MEWFM.2021.94153

Prevalence and Associated Factors of Diabetic ketoacidosis among Patients Living with Type 1
Diabetes in Makkah Al-Mukarramah City

Raghad Alhajaji, Khalid Almasodi, Afaf Alhajaji, Ahmad Alturkstani, Mayada Samkari

DOI: 10.5742/MEWFM.2021.94154

Gender differences of the clinical aspects and complication risks of diabetes mellitus among
outpatient clinic visits, Jeddah, Saudi Arabia

Fathi EI-Gamal, Abdulrahim Aljudaibi, Ahmed Alzahrani, Layla Alharthy, Turki Huwait

DOI: 10.5742/MEWFM.2021.94155

Prevention of developmental delays among children at public healthcare facilities of Pakistan:
protocol for a cluster Randomized Controlled Trial

Nida Khan, Muhammad Amir Khan, Muhammad Ahmar Khan, Amna Ejaz, Azza Warraitch,
Haroon Jehangir Khan

DOI: 10.5742/MEWFM.2021.94156

A retrospective study of thyroid hormone in Pediatrics: relationships with growth hormone
correlation with effects of diabetes in Riyadh, Saudi Arabia

Faisal Mujeb Alshareef, Abdullah Hamad Alfaris, Nouryah Abdulaziz Alhafez, Alanoud Saleh
Albuloshi, Abdulaziz Mshaal Aljuhni, Khalid Abdulrahman Almahmoud,

Majed Abdulaziz Almajdui, Khalid Ebrahim Alswayed, Saad Ibrahim Alghuraybi,

Saleh Abdulmoneim Alomary, Abdullah Ahmad Alkhudher, Faisal Turki G Alharbi,
Mohammed Ahmed Almuhanna, Musaad Abdulaziz Alrashod, Khalid Ahmed Aljasser

DOI: 10.5742/MEWFM.2021.94157

Regional Covid

Impact of COVID-19 on patients receiving chemotherapy for gynecological cancer
Mahmoud N. Andijani, Ahmad O. Alibrahim, Sheren F. Tmraz, Lamees F. ALshengqity,
Abdulaziz S. Alaama, Bayan A. Zaatari, Nisreen M. Anfinan, Khalid H. Sait

DOI: 10.5742/MEWFM.2021.94158

Immune system response to the Covid 19 virus and 3rd boosters

Mark Spigelman
DOI: 10.5742/MEWFM.2021.94159

WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBERF 2021



TABLE OF CONTENTS

58 Impact of Covid-19 on asthmatic patients in Western region in Saudi Arabia
Abdulrhman Nasser Zaher Alghamdi, Amal Mohammed Albagami, Areej Mohammed Abdullah,
Doha Abdulrahmman Alsukhayri, Hamad Albulrahman Alawi, Ameera Saeed Baabbad
DOI:10.5742/MEWFM.2021.94161

Population and Community Studies

68 Knowledge, Attitude and Awareness towards Corneal Donation in Aseer Region, Saudi Arabia
Abdulrahman Mohammed Al-Amri, Faisal Misfer Algahtani, Hassan Abdullah Algahtani,
Mansour Salem Algahtani, Mohammed Moshabbab Algahtani, Musaad Abdulrhman Al Shibili,
Riyad Ali Almastour, Abdulrahman Mohammed Al-Amri
DOI:10.5742/MEWFM.2021.94162

77 Comparison of Body Image Perception and Depression in Polycystic Ovarian Syndrome (PCOS)
and Non-PCOS Women
Sassi Kanwal, Syeda Sadia Fatima, Fatima Abid, Aliya Jafri, Fatima Hasan Kazmi, Nargis Fatima
DOI:10.5742/MEWFM.2021.94163

85 Factors Associated with Not Continuing Initiated Breastfeeding among Saudi Females in Abha
Yasmin Taha Mandoura, Majed Alsaleh, Safar Abadi Al-Saleem
DOI:10.5742/MEWFM.2021.94164

Education and Training

101 Does test anxiety and gender have an impact on OSCE Performance among medical students?
Farzana Rizwan Arain
DOI:10.5742/MEWFM.2021.94165

Reviews

108  Clinical Efficacy and Cholesterol-Lowering Effects of Inclisiran
Muhammad Danial bin Daud
DOI:10.5742/MEWFM.2021.94166

112 Malignant Melanoma
Mazin Abdalla
DOI:10.5742/MEWFM.2021.94167

123 Non-surgical options to treat androgenic alopecia

Mazin Abdalla
DOI: 10.5742/MEWFM.2021.94168

WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBER 2021



Editorial

Chief Editor:

A.Abyad

MD, MPH, AGSF, AFCHSE
Email::
aabyad@cyberia.net.Ib
Ethics Editor and Publisher
Lesley Pocock
medi+WORLD International
AUSTRALIA

Email:
lesleypocock@mediworld.com.au
publishermwi@gmail.com

Publisher: Lesley Pocock
medi+WORLD International
Lesley Pocock
medi+WORLD International
Australia

This issue of the journal is rich with
papers with different topic from the
region of interest to primary care. Ab-
dulghani, et al., looked at the trend of
four consultation models in four spe-
cialties at four tertiary care hospitals.
Out of 263, most clinicians (n=121,
46.0 %) were found to practice a
blended consultation approach while
dealing with patients. The 2nd most
common adopted consultation model
was the Deliberative model (n= 109,
41.4%). Other consultation (Informa-
tive and Interpretive) models were the
least practiced models (1.5%). The
authors concluded that the blended
consultation is found to be the most
practiced consultation model. A cli-
nician should adopt an attitude that
is flexible and empathetic towards
patients’ needs and expectations.
Consideration should be given to as-
sisting physicians in adapting their
roles for interpersonal styles to the
preferences of various patients. This
expanded role will result in improved
health outcomes for diverse popula-
tions utilizing health care.

Andijani , et al., did a cross-section-
al study was conducted on patients
receiving chemotherapy to assess
the effect of COVID-19 pandemic
on gynecological cancer patients re-
ceiving chemotherapy. A total of 84
patient were identified. The most di-
agnosis was ovarian cancer (41.7%)
followed by uterine cancer (33.3%).
Of studied patients, 17.9%, 19.1%,
27.4 and 33.3% had I, Il , lll and IV

cancer stages respectively. Patients
with recurrent disease had a signifi-
cantly higher percentage of patients
detected with COVID-19, and all
cases detected with COVID-19 died
with respiratory failure. Patients who
had their chemotherapy delayed had
a significantly higher mean number
of cycles. The authors concluded that
improved communication and man-
agement programs are required to
keep cancer patients and their health-
care providers connected, as well as
to allow cancer patients to survive a
pandemic.

Albagami et al., a descriptive cross-
sectional study that was conducted
to study the impact of COVID-19 on
asthmatic patients which was con-
ducted using prepared questionnaire
which was distributed online among
300 patients with asthma. In this study,
we were able to collect data from 311
asthmatic patients in response to
our questionnaire. Most of asthmatic
patients were females (67.2%) with
ratio of females: males of 2:1. The
prevalence of COVID-19 in asthmatic
patients was 64.3 % where third of
patients needed to go to hospital be-
cause of their bad conditions, 12.6
% needed to be hospitalized in ICU
and 56.4 % needed oxygen. The au-
thors concluded that the prevalence of
COVID-19 in asthmatic patients was
much higher than general popula-
tion especially in female patients who
aged between 31-40 years old. More-
over, COVID-19 had more severe out-
comes on asthmatic patients including
higher prevalence of ICU admission
and oxygen need. Poorer outcomes of
COVID-19 were associated with poor
control of asthma.

El-Gamal, et al., did a cross section
study, include 2501 patients, visited
the outpatient clinics at two private
general hospitals in Jeddah during
the years 2018 through 2019. The aim
is to study gender differences of the
burden of type 2 diabetes and com-
plication risk among Saudi subjects
visiting the outpatient clinics. Out of
all the visits to the outpatient clinics,
DM constituted 5.5%. Type 2 DM was
common in those aged 40 years and
above, while Type 1 DM was common
in those aged 18 years and younger.
The authors concluded that DM is a

EDITORIAL

common chronic disorder, which im-
posed burden on the primary health
care in Saudi Arabia. It is more com-
mon in males than females, however,
the pattern of cardiovascular compli-
cations and health care management
were similar in both genders.

Alhajaji, et al., did a cross-sectional
study was conducted among 236
type-1 diabetics in Makkah Al-Mukar-
ramah City. The aim is to assess mag-
nitude of diabetic ketoacidosis (DKA)
among type-1 diabetics and to iden-
tify associated risk factors. 70.8% re-
ported past history of DKA. The main
causes of DKA were “first presentation
of the disease” (40.9%), and “discon-
tinued treatment” (37%). The HbA1c
among 53.6% was above 9%. Almost
all cases who experienced DKA were
hospitalised (98.8%). The authors
concluded that most type-1 diabet-
ics experience DKA, mainly with their
first presentation of disease or due
to discontinuation of treatment. DKA
tends to occur more frequently among
female patients, those with less edu-
cated parents or when their parents
are relatives.

Arain, et al , did a comparative cross
sectional study conducted on the 3rd,
4thand 5th year medical students in
Taif Medical College of Taif University
KSA, to determine the association of
test anxiety on OSCE performance of
medical students in taif medical col-
lege. A total of 518 students partici-
pated in the survey. The authors con-
cluded that test anxiety is experienced
by a large number of undergraduate
medical students of Taif Medical Uni-
versity .anxiety has a negative effect
on overall academic performance ,
female students were also more af-
fected as compared to their male
counterparts.

Mark Spigelman says the Covid-19 vi-
rus leads to a rapid loss of protection
in many patients within 6 months. Thus
the need for a 3rd injection has been
found to be mandatory for continuing
protection, as well as to highlight the
need to monitorimmune compromised
patients and those with comorbidities
particularly in indigenous populations
where co-morbidities may be present
preventing an adequate response to
the initial vaccination.
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Al-Amri et al., did a descriptive cross
sectional study to determine the level
of knowledge and awareness and the
factors affecting the corneal donation.
A total of 641 participants were
involved. The study revealed low level
of knowledge of corneal donation
in Aseer Region. Approximately
one quarter of the participants
reported willingness to donate
their cornea. Lacl of knowledge
was the main barrier reported
by two thirds of the particiapnts.

Khan, et al., did a parallel, two-arm,
cluster randomized controlled trial.
768 mother-child pairs (‘dyads’)
attending any of the 24-public health
centers in two districts of Pakistan will
be recruited, with an average of 32
participants per cluster. In intervention
arm, ECD based counselling sessions
will be delivered to mothers-child
dyads by trained staff at public health
care centers. Our primary outcome is
reduction in prevalence of two or more
developmentaldelaysamongchildren,
from 38% to 23% in intervention arm.
Unit of randomization will be public
health care center. 24 eligible clusters
recruited will be randomized into
intervention and control arms, using
1:1 allocation. The authors concluded
that the integrated model of child
care into primary health care has the
potential to provide a feasible and
sustainable model for improving child
developmental at scale.

Kanwal, et al., did a cross sectional
study among 60 polycystic ovarian
syndrome patients. The aim of
current study was to appraise the
relationship between women body
image perception and depression
in case and controls. 55% of PCOS
patients with depression while
36.7% were found with depression in
control group. In PCOS group 65%
of patients were found with positive
body image while 98.3% of patients
were found with positive body image.
The authors concluded that there
was significant association of study
group with body image perception
and depression. Therefore, health of
the patients with the set of symptoms
is essential to be acknowledged
more fully, predominantly in relation
to the despair and poor body image.
The outcomes of this study foster

implications for clinical practice and
propose that a multidisciplinary team
should be involved in treatment of
PCOS.

Alshareef , et al., did a retrospective
chart review of growth hormone
deficient (GHD) patients was done
at the security force hospital in
Riyadh, Saudi Arabia. The data was
collected from the medical records of
the patients. The aim is to examines
the chances of developing growth
hormone disruption and Diabetes
Mellitus in patients diagnosed with
Congenital Hypothyroidism at the
Security Forces Hospital in Riyadh,
Saudi Arabia. At the beginning of
the research, 287 growth hormone-
deficient (GHD) children ranging
in age from 1 to 15 years old were
evaluated for diabetes. The authors
concluded that levothyroxine therapy
has no discernible effect on blood
sugar level fluctuations in males and
females.

Mandoura, et al., did a descriptive
cross-sectional study was conducted
in the primary healthcare centers’
clinicsandoutpatientpediatricclinics of
Abha maternity and children hospital.
The aim is to assess the prevalence
of breastfeeding and determinants
of not continuing initiated breast
feeding among Saudi females. The
study included 276 mothers. Majority
of them (88.1%) aged between 20
and 39 years and Saudi nationals
(90.2%). The authors concluded
that initiation of breastfeeding was
very highly practiced by mothers in
Abha city, Saudi Arabia. However,
its discontinuation before the
recommended time is also a highly
reported practice.

A number of review papers discussed
important topics in practice. Dr.
Abdalla, reviewed Malignant
Melanoma. He stressed that Malignant
melanoma is cancerous neoplasm
of the melanocytes. It is the most
aggressive type of skin cancer as it
tends to metastasize early. Melanoma
is the 5th commonest cancer in the
UK. It affects adult of any age but
extremely rare in children. Excessive
sun exposure in childhood and early
adult life is the most dominent risk
factor in most cases of MM. Other

risks include those with skin type 1
(always burn and never tan), People
with red or blond hair, freckles, high
numbers of naevi >50, and strong
family Dr. Daud, looked at the clinical
Efficacy and Cholesterol-Lowering
Effects of Inclisiran. Inclisiran, a
drug developed by Novartis, is
a recent medication designed to
alleviate  cardiovascular disease
symptoms through improving low-
density lipoprotein cholesterol levels.
Positive, large-scale clinical trials
on the use of inclisiran demonstrate
the drug’s efficacy in reducing
LDL cholesterol levels in patients
afflicted with cardiovascular disease.
However, despite the promising
clinical trials on inclisiran as well as
its use in the UK, the U.S. Food and
Drug Administration (FDA) has yet
to approve the drug as a treatment
strategy for cardiovascular disease.
Dr. Abdalla, reviewed Non-surgical
options to treat androgenic alopecia.
He stressed that Androgenic alopecia
(AGA) is the commonest cause of hair
loss in men and women. It isattributed
to genetic and hormonal factors. A
major factor identified, so far, is the
effectof Dihydrotestosterone (DHT)on
the scalp hair follicles. DHT is formed
by the conversion of Testosterone
to DHT when it is activated by the
enzyme 57?? reductase which is

found in type 2 receptors on the
scalp hair follicles. The result of this
activation is miniaturization (thinning)
and shortening of the growth phase
(anagen) in the hair cycle.
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Abstract

Background and Aim: Multiple consultation models
exist in medical practice. A comprehensive doctor-

Results: Out of 263, most clinicians (n=121, 46.0
%) were found to practice a blended consultation

patient relationship serves as a foundation to bring
about a positive outcome in terms of patient health.
However, evidence of doctors’ impact on improving
patients’ mental and physical health through a spe-
cific model is sparse. This study aimed to identify
the most common consultation models adopted in
four different specialties at four hospitals in Riyadh,
Saudi Arabia.

Methods: From four tertiary care hospitals of Riy-
adh, clinicians (n=263) with clinical experience >3
years from Internal Medicine, Surgery, Family Med-
icine, and Psychiatry departments participated in
this observational study. A 27-items questionnaire
describing five consultation models was carried out
in hard copy and a soft copy using the Snowball
sampling method to receive the responses that
were analyzed by using SPSS version 23.0 in the
form of descriptive results.

approach while dealing with patients. The 2nd most
common adopted consultation model was the De-
liberative model (n= 109, 41.4%). Other consulta-
tion (Informative and Interpretive) models were the
least practiced models (1.5%).

Conclusion: The blended consultation is found to
be the most practiced consultation model. A clini-
cian should adopt an attitude that is flexible and
empathetic towards patients’ needs and expecta-
tions. Consideration should be given to assisting
physicians in adapting their roles for interperson-
al styles to the preferences of various patients.
This expanded role will result in improved health
outcomes for diverse populations utilizing health
care.

Key words: Deliberative model, Doctor Behavior,
Family Medicine, Interpretive Model, Paternalistic
Model, Informative Model, Psychiatry
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Introduction

In the debate for doctor-patient relationships, different
consultation models have been suggested over the
years. One of the theories implies that people, once in
distress or illness, unwillingly look for a wiser, older, and
more experienced character [1]. Another model is patient-
centred care thatfocuses on patients through their personal
needs and expectations. A different approach called “treat
to target” has substantiated vast influence in many areas
of medicine [2,3]. This approach is used to monitor long-
term chronic disease that requires adjustments to therapy
during the treatment process to keep up with the disease
progression.

All these models elucidate the patient’s role in medical
decision-making and the nature of the doctor-patient
relationship. Emanuel and Emanuel discussed the
doctor-patient relationship models based on different
circumstances [4]. These models are a) Paternalistic, b)
Informative, c) Interpretive, and d) Deliberative).

The Paternalistic model (PM) is also known as the parental
or priestly model [5-7]. As the name suggests, and while
using the paternalistic approach, the physician acts as a
parent. Their opinion is imposed on the patient, and some
information regarding the disease is given to the patient
to encourage them to follow the physician’s opinion. This
approach ensures that the best interventions are made
available to the patient. This model safeguards what is
best for the patient, yet with their negligible involvement
in decision-making. The Informative model (Inf M) is also
recognized as a scientific, engineering, or consumer model
[4,6]. While using the informative approach, the patient is
provided with detailed information about their health and
lets them choose what is best. Patients’ values are well
known and what is lacking is the health information, and
hence, the doctor plays a crucial role in providing this
missing information. Whereas, in the Interpretive model
(Int M), all information is given to the patient [8]. The
physician as a counsellor also helps clarify the values
for the patient and choose the treatment option that best
achieves these values. Therefore, the interpretive doctor
aims to bring coherence between the patient’s values and
priorities. Moreover, in the Deliberative model (DM), the
physician acts as a teacher or friend and provides the
patient with all information regarding the disease. Both
determine through negotiation what medical values are
most important to the patient; a compulsion is typically
avoided with this model [7,9].

Despite an ever-increasing number of treatment
options, patients’ relationships with their doctors are still
unsatisfactory due to communication problems [10]. The
persistence of patient discontent, despite rising medical
knowledge and capacity, suggests that the problem is
not with the quality of medical therapy, but with how it is
conveyed, delivered and communicated while debating the
patient’s utility; there is an ongoing debate about whether
paternalism is still relevant or to be avoided. Some argue
that it is only suitable for a mentally compromised patient
and should be used in emergency cases. On the other

hand, we have the Inf M, which may be justified in a walk-
in clinic where minimal patient-physician interaction exists,
i.e., the patient is diagnosed on the spot and given all the
treatment options to choose whatever suits their medical
values [9]. In Eastern communities, including the Chinese
context, the physicians tend to hold a more directive
approach to make the decision, and, even so, it is still up
to the patients to make the final decision [11,12].

After an extensive literature review, we could not find
any study that reported on what type of model was most
frequently used in the Arab community of doctors. We
initiated this study to investigate the physician-patient
relationship in Saudi Arabia, demonstrate which models
are most frequently occurring in Saudi healthcare practice,
and the factors affecting the choices of these models
among different specialties of physicians. Therefore, this
study intended to explore the most common consultation
models used by clinicians in Saudi Arabia as: 1) It highly
affects patient satisfaction, which in turn affects compliance
positively and results in fewer malpractice complaints,
2) It helps doctors reach a correct diagnosis, 3) It also
encourages patients to give information with confidence
and trust.

Material and Methods

Study design and setting

Asnowball sampling method was adopted for a quantitative
observational study that was carried out at four tertiary
care hospitals, namely, King Khalid University Hospital
(KKUH), King Fahad Medical City (KFMC), Prince
Sultan Military Medical City (PSMMC), and King Saud
Medical City (KSMC) located in Riyadh, Saudi Arabia.
Data were collected from December 2017 to April 2018.

Study subjects and data collection

Both male and female clinicians having a minimum
of three years of clinical experience from any four
specialties, Internal Medicine, Surgery, Family Medicine,
and Psychiatry, participated in this study.

A snowball non-probability sampling technique was used.
Before the actual data collection, a pilot study was done to
calculate the time required to complete the questionnaire
and check its appropriateness. The pilot study also helped
ensure content validity. The study sample size was
calculated using a one-way proportion equation (N= (Z2a)
(P (1- P)/D2) and collected 297 samples as estimated with
95% confidence level and 4% precision.

Study Instrument

After an extensive literature review, we developed the
questionnaire to quantify the Paternalistic model (PM),
the Informative model (Inf M), the Interpretive model (Int
M), and the Deliberative model (DM)[12,13]. Initially, a
set of 39 items were created by a team of experts from
the department of family and community medicine.
Subsequently, two meetings were held to finalize the
survey items. These meetings were attended by 3 experts
from the department of family and community medicine
who had initially created the 31 items and 4 experts from
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the department of medical education. These experts
discussed and agreed to delete 4 items as they were
duplicated or challenging to understand. The final
questionnaire consisted of 27 items. All items (related to
the models) have a five-point Likert (1-5) scale, where
1 stands for strongly disagree, 2 disagree, 3 neutral, 4
Agree, and 5 strongly agree. We combined the answers
1 and 2 as Disagree, 3 remained neutral, and 4 and 5
were combined as Agree. We calculated the mean score
of each model. The participants scoring 3.5 or above were
considered a user for that model.

Ethical Consideration

The institutional Review Board of the College of Medicine,
King Saud University, approved the study (IRB # E-20-
4535). All participants were informed of the study purpose,
and advantages and disadvantages were explained before
starting data collection. Verbal and written consents were
obtained, and the personal information of participants was
kept confidential.

Analysis

Data entry was carried out using Excel Microsoft and
analysis by SPSS software, version 23 (SPSS Inc.,,
Chicago, lllinois, USA). The chi-square test was used to
compare all variables. All analyses were carried out at a
significance level of 0.05. Physicians with the high or low
mean across 4 different models were labelled as adopting
the ‘blended approach’. Physicians with a high mean in
one particular model and low in the other models were
labelled as advocates and users of that particular model.

The collected responses were N=263, among 184 (69.96%)
were males, and 79 (30.03%) were females. The highest
response rate was from King Khalid University Hospital
(n=151, 57.4%). Regarding the nationality of the clinicians,
Saudi candidates were 139 (52.85), and non-Saudis were
124 (47.14%). Most of the responses were from clinicians
of internal medicine and surgery in all four hospitals (Table
1). The candidates, n=87 (56.61%), had greater than 3
years but less than five years of working experience. There
were 62 respondents (22.4%) having experience between
51to 10 years and (n=73, 60.83%) were the clinicians who
had more than 15 years of experience (Table 2).

From Table 2, it is apparent that of the consultation
models being practiced by respondents, the blended
approach was the most popular model (n=121, 46%). The
second most commonly used model was the deliberative
model (n=109, 41.4%). The Interpretive and informative
models were the least adopted models by clinicians (n=4,
1.93%). The deliberative model (DM) was the second
most commonly adopted model by clinicians (Table 2).

Paternalistic model approach

The overall acceptance rate of PM = 2.28 by the different
specialty doctors. Participants n=190 (72.2%) agreed that
‘The doctor is the expert and should make the decision
in most conditions.” Most participants, n=184 (70%),
agreed with the statement, ‘The doctor should share
the information with the patient in a way that they agree

ORIGINAL CONTRIBUTION

to follow the advice given’ (mean 2.59 (0.67). In the
paternalistic model, most doctors (65.0%) disagree about
the “patient should not be involved in decision making.”
Most of the doctors (73.8%) believe that ‘all information
should be shared with the patient’ and difference of opinion
found in the doctors about “the doctor should not criticize
the patient’s beliefs, even if these might harm the patient”
(P=0.008) (Table 3a).

Informative model approach

The overall acceptance rate of the Informative model (IM)
was mean = 2.75 by the different specialty doctors. Most
of the physicians from various age groups agreed with the
statements, ‘doctor should explain to the patient all the
advantages and disadvantages of the treatment options’
(91.3%, mean (SD) 2.87(0.41)). More than 80% of doctors
agree that “the patient should be involved in making
the decision.” Similarly, 80.2% of doctors agreed on an
informative approach to “the doctor should respect the
choice of the treatment that the patient prefers”. Moreover,
most doctors agreed (mean 2.85) that the “doctor and
patient should together weigh all the different treatment
options available thoroughly” (Table 3a).

Interpretive model approach

The overall acceptance rate of IntM = 2.50 by the different
specialty doctors. Statistically significant (P=0.02)
responses were reported in the interpretive model, about
the “doctor provides all information to the patient about
his health status and or disease”. Most of the doctors
(59.3%) agreed that the “Doctor helps the patient choose
the treatment option that best achieves their value”. About
“Doctor helps the patient choose the treatment option that
best achieves their value”, significant responses were
reported (P=0.02). Moreover, 84.4% of doctors reported,
“doctor doesn’t disapprove patients’ values” (Table 3b).
Deliberative model approach

The overall acceptance rate of DM = 2.46 by the different
specialty doctors. Significant response (P=0.01) was found
when “Patients will appreciate it later on when physicians
stick to their clinical opinion, even though they disagreed
initially”. We received not very clear responses from the
doctor’s side (agree-47.95; neutral-30.4; disagree-21.7)
about “Patients, when given total autonomy, may harm
themselves because of their limited knowledge” and almost
similar responses received from the doctor’s side (agree-
44.5; neutral-33.5; disagree- 22.1), about “The patient is
entitled to complete control of the medical decision, given
the actual situational limits.” Most of the doctors (88.6%)
reported about “Informed consent has a crucial role in
medical treatment” (Table 3b).

Consultation models utilized by faculty with different
specialties

The most accepted paternalistic model by the different
specialties is internal medicine, where the mean score
was 17.68, with F=1.18; P=0.31. Similarly, family medicine
doctors recognize it most as an informative model with a
mean score of 21.92 followed by internal medicine (mean
score 21.63), Interns (mean score 21.25), Surgery doctor
(mean score 21.19), and psychiatry doctor (mean score
20.71). Moreover, most Intern doctors like (mean score
19.20) the deliberative model approach with F=1.55;
P=0.18. Surgery doctors like the interpretive model most
(mean score 19.27) (Table 4).
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Demographic characteristics of participants from four tertiary care hospitals in Riyadh (N= 263)

Table 1.
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Table 4: Preference of consultation model by specialities

Model Speciality § Mean (5D) F Pvalue

Internal Medicins a3 1762 (217}
Surgery G 17.30 (2.82)

Faternalistic Model | Family medicine 25 17.244.01) 112 031
Fsychiatry 7 1514 (4.63)
Internal Medicins g3 2163 (2.90)
Surgery (e 2119 (3.75)

Informative Maodel Family Medicine 75 2192 (4.10) 0.37 Q.82
Faychiatry 7 2071 i4.53)
Internal Medicins a3 1296 (2 33)
Surgery (e 1927 (2.62)

Interpretive Model e amily Medicine 25 | 1s4z(21e) | 12% | 02
Faychiatry 7 1508 (3.13)
Internal Medicins L 1297 (2.32)
SuUrgery G 1598 {2.51)

Deliberative Model Family Medicine 75 17.84 (3.27) 1.55 0.ls
Faychiatry 7 1857 (2.07)

Internal Medicine, Surgery, Family Medicine, Psychiatry

Discussion

This study was about health care needs through a
partnership between the doctor and patient because
expectations from both sides play a vital role in the patients’
physical and mental health. Our study found that most
doctors practice the blended model. This is consistent with
a previous study, in which (36.7%) of their respondents
preferred a similar approach [7]. A possible explanation
for this finding is that most doctors do not practice the
same approach with all their patients. Results of another
study showed that the intermingling in terms of individual
aptitude and physicians’ standpoint was also found to
enhance the patient-centred approach [14]. Another finding
was that 3 out of 10 physicians aged above 55 years old
practiced PM; in a similar study performed in 2001, it was
found that 38.42% of physicians aged above 51 years old
practised paternalism as well [15]. Age might be the factor
affecting choosing the PM. This model is about decision
power, and the experienced clinicians attempt to overrule
patients’ expectations because of their experience. The
majority of the respondents agreed with the statement ‘the
doctor is the expert and should make the decision in most
conditions’, which measures paternalism.

Additionally, many physicians (73.7%) agreed that ‘the
doctors should consider the patients’ as consumers’ - as
in the Informative model” and all the available information
about the treatment should be shared with them’, which
measures consumerism. Determining how physicians
perceive the relationship between them and their patients
is challenging, rendering this relationship complicated.
Many factors intervene in producing the final encounter,
and what is measured by observation is rarely what

happens inside clinics. A study found that the most
common single model practiced by physicians in Saudi
Arabia was the DM. In contrast, a previous study found
that the single most model practiced by the physician was
the Inf M [16]; that difference might be due to the cultural
and religious differences between the Middle Eastern and
Western countries. In a cultural context, physicians from
the United States of America (USA) and other European
countries support a more consumerist style. It is highly
advocated, and it is expected from the physicians to give
complete and total control of the decision to the patient
(7). Therefore, being a religious and conservative country
Saudi Arabia will influence physicians to limit consumerism
[17-19]. Additionally, a study on patients in Riyadh, Saudi
Arabia, found that 57% of patients prefer a deliberative
doctor [20]. This is also consistent with the global trend.
Besides, the DM was the model recommended by
Emanuel and Emanuel as the ideal physician-patient
relationship arguing that the other models are also needed
as aforementioned for the PM and Inf M [3]. A study in the
Saudi community reported that the patients overall prefer
an approach in which the patient decides with the help of
the physician (DM) with shared decision-making, followed
by the directive approach (PM). Finally, the physician (Inf
M) providing detailed information and letting the patient
select what he assumes is best [21]. This relationship, or
perhaps the agreement between the doctor and patient on
how it should occur, is also essential to achieve patient-
centred care, the most advocated approach in modern
practice [22].

Effective consultationis equallyimportantfor doctors of both
genders. Adopting a consultation approach that facilitates
addressing the patients’ agenda or sickness does lead to
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higher levels of patient’ satisfaction. The study found that
female physicians practiced a less directive approach than
their male counterparts did, which is consistent with the
findings of another study[16,17]. Cultural context could be
the primary cause of this discrepancy in the ratio between
male and female doctors working in the Arab world. This
trend would be reduced in the future as females are taking
more and more opportunities in the Saudi community
activities. This study also found no association whatsoever
between age or specialty with the consultation model being
used. This might be because a global trend which is leaning
towards Deliberation has also reached Saudi Arabia.

Limitations

This study didn’t include the qualitative aspect of the data.
The participants could have been interviewed to seek the
depth of their views to choose a particular consultation
model. Furthermore, they could have informed the pros
and cons of different models. To further deepen the impact
of the study, patients could also be included. Therefore,
it is suggested that future studies could focus on the
qualitative aspect of these consultation models.

Conclusions

The most accepted paternalistic model by the different
specialtiesisinternalmedicine. Concerning the consultation
models being practiced by respondents, the blended
approach was the most popular model. The second most
commonly used model was the deliberative model. The
Interpretive model was the least practiced by clinicians. The
novice clinicians preferred the Informative model, whereas
the experienced doctors had adopted the blended model.
In summary, preferably, a physician should adopt different
consultation models according to the varying needs of
their patients. This ensures an attitude that is flexible and
empathetic, fulfilling patients’ expectations and needs.
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Abstract

Objective: To assess magnitude of diabetic ketoaci-
dosis (DKA) among type-1 diabetics and to identify
associated risk factors.

Methods: A cross-sectional study was conducted
among 236 type-1 diabetics in Makkah Al-Mukar-
ramah City, Saudi Arabia.

Results: Among participants, 59.3% were males,
44.1% were diabetic for more than 5 years, while
70.8% reported past history of DKA. The main
causes of DKA were “first presentation of the dis-
ease” (40.9%), and “discontinued treatment” (37%).
The HbA1c among 53.6% was above 9%. Almost
all cases who experienced DKA were hospitalised
(98.8%). Out of them, 9 (5.4%) suffered complica-
tions. Female patients were more likely to suffer
from episodes of DKA than males (76% and 68.3%,
respectively). Most patients whose parents’ high-
est education was primary level had DKA more fre-
quently than those whose parents’ had postgradu-
ate education. Patients with unemployed fathers
had significantly higher frequency of DKA (p=0.004).
Ketoacidosis was significantly more frequent among
patients with parents’ consanguinity (p<0.001).

Patients who had their current HbA1c level exceed-
ing 9% had positive history of DKA compared to
those with HbA1c level <7% (87.9% and 28.6%, re-
spectively, p<0.001).

Conclusion: Most type-1 diabetics experience DKA,
mainly with their first presentation of disease or due
to discontinuation of treatment. DKA tends to occur
more frequently among female patients, those with
less educated parents or when their parents are
relatives.

Key words: Type 1 diabetes, diabetic ketoacidosis,
magnitude, risk factors.
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Advances in Knowledge

1. This study rang a warning bell towards parents’
consanguinity among type-1 diabetics as a risk factor for
diabetic ketoacidosis.

2. The current search revealed the lack of public’s
awareness about type-1 diabetes and its complications
as well as their low compliance towards its treatment,
since diabetic ketoacidosis occurred mainly at the first
presentation of the disease among diabetics, or due to
treatment discontinuation.

Application to Patient Care

1. This study indicated the importance of raising the public’s
awareness regarding early symptoms of diabetes among
their children so as to be ready to seek medical advice as
early as possible before the occurrence of complications.
2. Health education messages should be repeatedly
broadcast via mass media explaining the hazards
associated with consanguineous marriages.

3. Health care providers should stress to diabetic patients
and/or their caregivers the importance of compliance to
treatment.

Introduction

During childhood and adolescence, type-1 diabetes
mellitus (T1DM) is considered the most common
endocrine-metabolic disorder and one of the major
threats to human health (1-2). Aimost one in 300 youths
develop T1DM (3). Worldwide, it has been reported that
the incidence of T1DM is increasing by 3-4% per year (4).

Diabetic ketoacidosis (DKA) usually occurs as a result
of insulin deficiency. It is a serious acute complication
of diabetes mellitus (DM), which accounts for most
hospitalizations due to severe insulin deficiency (5).
It consists of the biochemical triad of ketonaemia,
hyperglycaemia and acidaemia (6). Among children,
the criteria for diagnosis of DKA includes blood glucose
above 11 mmol/L, venous pH less than 7.3, or bicarbonate
less than 15 mmol/L, and ketonaemia with ketonuria (7).

Although major advances have been achieved in the
fields of care for diabetic patients, DKA continues as
a significant cause of morbidity and mortality (8). It
is frequently the main presenting symptom for new-
onset cases in 25% to 30% of T1DM cases (9).

The incidence of DKA is difficult to establish, but it
continues to increase, accounting for about 140,000
hospitalizations in the US in 2009 and more than 500,000
hospital days annually (10). Even with the promising
statistics and raised awareness, the occurrence of DKA
continues to be as high as 30% in children with T1DM (11).

The clinical presentation of DKA wusually develops
rapidly, over a period of less than 24 hours. Several
days before development of DKA, several symptoms
may develop, i.e., polyuria, polydipsia, and weight loss.

ORIGINAL CONTRIBUTION

The presenting symptoms usually include vomiting and
abdominal pain (12). Physical examination of a patient
with DKA shows signs of dehydration, e.g., loss of
skin turgor, dry mucous membranes, tachycardia, and
hypotension. Patient’s level of consciousness varies
from being full alert to loss of consciousness (13).

Although the diagnosis of DKA can be suspected on
clinical grounds, confirmation is usually based on results
of laboratory tests. The most widely used diagnostic
criteria for DKA in the past was a blood glucose level more
than 250 mg/dL, a moderate degree of ketonaemia, serum
bicarbonate less than15 mEq/I, arterial pH less than 7.3,
and an increased anion gap metabolic acidosis (13).

It is possible to prevent DKA by the establishment of
better access to medical care, proper health education,
and ensuring effective communication with health care
providers during an intercurrent illness. It is also essential
that family members become involved. Therefore, they
should be educated on insulin regimen and patient’s blood
glucose assessment. Moreover, a written care plan should
be provided to diabetic patients and/or their caregivers,
as this is essential to enhance their understanding of the
importance of diabetes self-management (14).

The use of ketone-meters that detect blood B-hydroxy-
butyrate has also been shown to help early detection and
management of ketosis, which may decrease the need for
specialised care. Short-acting insulin may be administered
with fluids, early on for the prevention of DKA (15).

The incidence of T1DM in Saudi Arabia total number of
cases of T1DM in children under the age of 12 years was 22
with an estimated prevalence of 106.7/100,000 (16). The
incidence rate of T1DM is growing in Saudi Arabia(17).

DKA is the most severe health problem among diabetic
children and adolescents (5). It is typically caused by
treatment non-compliance, i.e., shortage of insulin and may
be precipitated by several factors, e.g., infections. Although
DKA can be a life-threatening event for type-1 diabetics,
it is a preventable condition. Recent advances in diabetes
management could not minimize prevalence of DKAamong
children with T1IDM (11). Despite the severity of DKA,
research examining the event is limited in the empirical
literature. Therefore, the identification of prevalence of DKA
and its associated risk factors is a pressing necessity (18).

This study aimed to assess prevalence of DKA and to
identify risk factors associated with it among Saudis with
T1DM in Makkah Al-Mukarramah City.

Methodology

Across-sectional study design was followed at the Diabetes
and Endocrine Unitin the Maternity and Children’s Hospital,
and the Diabetes and Endocrine Center in Herra General
hospital in the Holy City of Makkah Al-Mukarramah, Saudi
Arabia. This study received the approval of the Ethical
Research Committee of Makkah Al-Mukarramah Region
on May 31st, 2018. The study was conducted between
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January 2018 and July 2018 and included 236 Saudi type-
1 diabetic patients aged 1-19 years.

Based on relevant literature, a study questionnaire was
designed in simple Arabic Language by the researcher. It
comprised the following:

» Personal data: Age, gender, duration of diabetes, parents’
education, parents’ employment status, consanguinity
between parents and family history of diabetes.

» DKA data: Number of DKA incidents, expected cause(s)
for DKA, hospitalization, complications, receiving health
education at the Diabetes Clinic.

* Laboratory findings: HbA1c level.

Parents’ consanguinity was classified according to Rohde
et al. (19), as follows:

* First degree consanguinity: If parents share grandparents
but have different parents (i.e., first degree cousins);

» Second degree consanguinity: If parents share great
grandparents but have different grandparents (i.e., second
degree cousins).

The study questionnaire validity (face and content) was
assessed by three academic professors of Community
Medicine.

A pilot was conducted on 22 diabetics, aiming to test the
clarity and wording of the study questionnaire. Moreover,
test-retest reliability of responses for included statements
was assessed by applying the study questionnaires
twice to the same participants, one week apart and the
correlation coefficients for each response was calculated.
Moreover, internal consistency of study questionnaire was
assessed by applying the Cronbach’s alpha coefficient.

The study settings were visited by the researcher during
June and July 2018. All type-1 diabetic patients attending
the Endocrine Clinic (and their caregivers) were briefed
regarding the objectives of the study and were then
invited to participate in the study. During data collection,
participants were consecutively included in the study.
The researcher then distributed the self-administered
questionnaire sheet to each participant (or his/her
caregiver). The questionnaire sheets were then collected
immediately after being filled. The researcher repeated
the daily visits till the required sample size was fulfilled.

The Statistical Package for Social Sciences (SPSS),
version 25, was used for data entry and statistical analysis.
Descriptive statistics (e.g., number, percentage, mean,
range, standard deviation) and inferential statistics, using
chi-square “x2” test was applied. P-values <0.05 were
considered as “statistically significant”.

All necessary official permissions were secured by the
researcher before the start of the data collection. Before
the data collection, all patients and their caregivers were
verbally informed about the study objectives, and a written
form (informed consent) was fulfilled. Confidentiality and
privacy were fully secured for all patients.

Characteristics of the study group:

Most patients were males (59.3%), their mean age was
10.71+4.3 years. Regarding parental characteristics, Table
1 demonstrates that almost two thirds of the fathers had
either secondary level of education (34.9%) or university
qualifications (32.1%) in addition to 7.6% who had
postgraduate degrees, with comparable percentages in
mothers where 28.1% had secondary level of education
and 35.5% had university qualifications and 2.3% had
postgraduate degrees. While the majority of fathers
(66.8%) had jobs; only 27.3% of the mothers indicated
that they had jobs. Consanguinity was identified in almost
one half of the parents (51.1%), out of them 34.9% shared
the same grandparents.

Regarding clinical characteristics of the patients, Table 2
shows that most patients (84.5%) had been diagnosed
with diabetes mellitus more than one year earlier. Almost
one half of the patients (48.3%) had positive family history
of diabetes mellitus; out of them, 12.7% in first degree and
4.7% in both first and second degree relatives. Respecting
the last reading of HbA1c level, it was found that the
overwhelming majority of the patients (91%) had HbA1c
level exceeding 7%, out of whom, there was 53.6% who
had HbA1c level more than 9%.

History of Ketoacidosis:

Figure 1 shows that most patients (70.8%) experienced
ketoacidosis before. Out of them, there were 30.9% who
had it once, 17.4% had it twice, and a total of 22.3% who
had three or more episodes of ketoacidosis before.

Figure 2 shows that among 167 patients who experienced
ketoacidosis before, for 41.9% it was their first presentation
of diabetes mellitus. In 37.7%, ketoacidosis was attributed
to discontinuation of treatment, and in 10.8%, it was
attributed to non-adherence to diet.

It is to be noted that almost all cases who experienced
DKA were admitted to hospitals (165; 98.8%). Out of
them, only 9 (5.4%) suffered from complications.

Factors associated with ketoacidosis:

Table 3 demonstrates that, although female patients
were more likely to suffer from episodes of DKA than
males (76%, 68.3%, respectively), this difference is
not statistically significant. Also, despite the apparent
difference in the frequency of DKA according to education
levels of the fathers, where 92.9% of the patients whose
fathers had primary level of education had history of
ketoacidosis compared to only 52.9% of patients whose
fathers had postgraduate degrees, this difference was not
statistically significant. The same was also observed with
regards to mothers’ educational levels, where the highest
frequency was recorded in patients with illiterate mothers
(89.5%), while the lowest was observed in patients whose
mothers were university qualified (59.7%). Moreover, no
statistically significant difference was observed according
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Table 1: Demographic characteristics of the patients (n=236)

Characteristics Mo Percentage
Gender:

+ Male 140 59.3

*  Female =l 40.7

Father's education level (n=212):

*  Primary 14 0.4
. Intermediate 41 188
+  Secondary 75 249
* University 70 321
*  Postgraduste 17 .G
Mother's education lavel (n=217:
+  |lliterate 19 8.8
* Frimary 21 o.7
*  |ntermediate 34 15.7
+  Secondary Bl 281
* LIniversity i 355
+  Postgraduste 5 23
Fathersjobi{n=208}:
+  lobless oo 33.2
+  Teacher =4 26.0
«  Military 27 130
* Fhysician ! 3.8
*  Others 20 24.0
Mother'sjob (n=209):
+  lobless 152 127
*  Teacher 26 124
+  (Others 31 149
Consanguinity amongparants (n=2249}:
+  Yeswithsamegrandparants 20 4.9
«  Yeswithdifferent grandparents 37 1&.2
+ Mo 112 43.9
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Table 2: Clinical characteristics of the patients (n=236)

Characteristics Mo, Fercentage

Duration of didetesmellitus:

» < onevyear 37 15.7
* 1-5 year a5 40.3
+ G years 104 44.1
Family history of didetesmeallitus:
+  Yes 114 453
* First degress ralztive 30 127
+  Seconddegeerslatve 73 30.9
* Eoth first and second degree relatives 11 4.7
+ Mo 122 517
Hbhalclevel in=233):
+« =27 21 9.0
+ 279 a7 373
. 0 125 53.6

Table 3: Characteristics of ketoacidosis among type 1 diabetics
Characteristics M. %2

History of ketoacidosis

+  Apsent e 29.2
+  Present 17 70.8
Frequency of ketoacidosis
* dnce 73 30.9
+  Twice 41 17.4
+  Threstimes 24 10.2
* Fourtimes 14 5.9
* Five times 1= .4
Predisposingfactorsfor ketoacidosis
* First presentation 70 419
+  Treatment discontinuation &3 3T
* Mon-adherenceto dist 1= 10.8
* Infectious disezses 11 .5
* Others 5 3.0
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Figure 1: History of ketoacidosis among T1DM patients
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Figure 2: Predisposing factors of ketoacidosis among T1DM patients (n=167)
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Frequency of DKA was significantly higher among patients
with jobless fathers (79.7%), compared to patients whose
fathers were employed (p-0.004). Moreover, ketoacidosis
was significantly higher in presence of consanguinity of
the parents, whether with same grandparents (86.5%)
or with different grandparents (86.2%), compared to only
55% where there is no consanguinity (p<0.001).

As shown in Figure 3, there was no significant difference
in age of those who had history of DKA and those who
did not have DKA (MeanzSD: 10.5+4.6 and 11.1+3.6,
respectively).

Table 4 shows that when patients were compared
according to age groups, being children (<12 years) or
adolescents 13-18 years old. Moreover, there was no
statistically significant differences between children and
adolescents regarding frequency of diabetic ketoacidosis
and possible predisposing factors, nor the last reading of
HbA1c.

Table 5 illustrates that there was no statistically significant
difference between the patients regarding history of DKA
and duration since diagnosis of DM. Nevertheless, it was
noted that DKA was significantly less among patients who
had family history of DM than among those who did not
have family history of DM (59.3% and 82.1%, respectively,
p<0.001). Further analysis showed that there was no
statistically significant difference within those who had
familial history of diabetes mellitus according to the relation
with the member who had the disease. Moreover, while
the great majority of patients who had current HbA1c level
above 9% (87.9%) had positive history of DKA compared
to only 28.6% of patients who had their current HbA1c
level <7%. This difference was statistically significant
(p<0.001).

Figure 3: History of diabetic ketoacidosis according to age of the T1DM patients
li's

22

16

12

Mean1SD age of the patients

Yes

p=0.241

WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBER 2021




ORIGINAL CONTRIBUTION

Table 4: Differences in occurrence of ketoacidosis according to demographic characteristics of the patients
History of ketoacidosis

Ves Mo F
Characteristics M. %o Mo %o nE Value
Gender
+ [Male a5 63,3 44 3.7
*  Female 73 76.0 23 240 1650 0.199
Fathers' education
* Frimary 1z 82.9 1 7.1
* Intermediate 28 GE.3 1= 3.7
+  Secondary G3 76.3 13 237 8144 0.086
«  University 45 55.2 24 348
* Fostgraduate g 52.9 B3 47.1
Mothers'educstion
«  |lliterate 17 89.5 2 10.5
* Frimary 17 al.0 4 15.0
* Intermedizate 23 GG 11 324
+  Secondary 45 75.0 15 25.0 9,586 0.088
«  University 46 59.7 31 40.3
* Fostgraduzte 4 20.0 1 20.0
Fathers' job
« HNojob 55 797 14 20.3
*  Teacher 39 722 15 27.8
«  Military 21 77.8 & 222  15.4a0 0.004°
* Fhysician 5 025 3 375
*  QOthers 24 43.0 26 52.0
Mothers'jolk
«  HNojob 55 79.7 14 20.3
*  Teacher 15 615 10 385 0.992 0.609
+  (Others 21 &7.7 10 323
Farents' consanguinity
* Yes, with same grandparents (5] an 2 11 1.8
«  Yes withdifferent grandparents 32 265 5 125 27.253 <0.001°
« HNo 6l 55.0 50 45.0

* Statistically significant
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Table 5: Clinical characteristics of the patients according to their age category

Age category of patients F

Characteristics M. Yo M. %o ;f value
History of ketoacidosis

+  Yes 107 70.9 a1 76

+ Mo 44 291 23 274 274 0775
Frequency of ketoacidosis

+  Once =1 47.7 22 6.7

« Twice 24 224 17 283

«  Thrice 1 150 8 123 4450 0.347

«  Fourtimes & 5.6 2 123

*+  Fivetimes 10 9.3 5 8.3
Predisposingfadtors

* First presentation of disezss 49 4538 21 5.0

«  Infedctious cause 7 0.5 4 6.7

«  Discontnustion of trestment 37 3.6 26 433 3021 0554

+  Mon-adherenceto diet 10 9.3 2 123

+  Others 4 3.7 1 17
HbALc

« =27 2 19 4 6.7

« =79 34 321 17 283 2480 0289

« 28 70 2.0 39 55,0
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Discussion

Results of this study showed that more than two thirds
of the participants experienced DKA at least once.
Moreover, 41.9% attributed their DKA incidents to their
first presentation of the disease, while 37% attributed their
incidents to discontinuation of the treatment.

This prevalence is higher than what has been reported in a
Polish study, (20) which reported that one-quarter of T1DM
children presented with DKA at their first diagnosis, while
in New-Zealand, the rate was reported to be 27% (21).
Nevertheless, it is lower than that reported in a Nigerian
study, where about three-quarters of diabetics presented
with DKA (22).

Al-Hayek et al. (23), in Saudi Arabia, reported all their
103 adolescent T1DM patients had DKA, where 54.4%
experienced one episode, and the main reason was the
discontinuation of insulin treatment.

An American study reported stability in the rate of DKA
among youth with T1DM, even though it is still high (more
than third). This indicates the importance and the need for
increasing awareness of signs and symptoms of diabetes
and providing better access to health care. However, this
rate was lower among youth with T1DM (11).

Essential health education to patients and their guardians
in PHCCs is essential and is considered as an effective
method to decrease DKA episodes. Consequently, every
consultation at a health care facility should be used ideally
so that DM patients can get the maximum benefits from
the health care providers. Knowledge related to “DM &
DKA” must be repeated at every visit (20).

The present study showed that, from the 168 DKA cases,
165 were admitted to the hospital, and only 9 reported
complications with no death.

Globally, prevalence of case fatality due to DKAranges from
0.3% to 1%, and it is mainly due to cerebral edema (24).

The present study showed a significant association
between DMK episodes and both consanguinity and
family history.

This finding is consistent with that reported by the Satti
et al. study in Al-Baha, Saudi Arabia, (1) and the Zayed
study, (25) where consanguineous marriages ranged from
27.3% to 67.8%.

Itis to be noted that, due to cultural factors, consanguineous
marriage is a common practice in the Arab world, mainly
first-cousins marriage. This habit is responsible for the
spread of genetic diseases (25).

Several studies reported that DKA is higher among female
than male adolescents. This could be explained by several
factors (22;25). The first is attributed to puberty-associated
hormonal changes, especially the raising of serum levels
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of some counter-regulatory hormones, e.g., estrogen,
which is, by far, higher in girls than boys at puberty (22).
The second factor is related to body-image psychiatric
problems, including eating problems, since adolescent
diabetic girls often miss insulin injections for the sake of
losing weight. Moreover, girls with DKA may have more
behavioral problems, lower social competence, and higher
levels of family struggle (25).

However, in the current study, there was an association
between gender and DKA episodes, but the result was
not statistically significant. This is similar to the results of
the Al-Hayek et al. study, where DKA was higher among
females than males (23).

Several studies, including our study, stated that patients
with poorer glycemic control had higher risks of DKA,
particularly those with HbA1c 210% (25-27).

Results of the present study showed no significant
association between age category and DKA episodes,
etiology, hospitalization, and HbA1c, even though the rate
was higher among children than adolescents regarding
episodes, etiology, hospitalization, and HbA1c.

Conclusion

More than two thirds of T1DM cases aged below 20 years,
experience DKA. The main risk factors for DKA include first
presentation of disease, and discontinuation of treatment.
Most DKA cases become hospitalised, while less than
one-tenth become complicated. Female patients are more
likely to suffer from episodes of DKA than male patients.
Most cases with history of DKA have uncontrolled HbA1c.
DKA is higher among patients with less educated parents
and among those with unemployed fathers. DKA is
significantly higher among patients with consanguineously
married parents.

Therefore, primary health care providers should provide the
necessary health education on DKA for all T1DM patients
and/or their caregivers. Health education messages should
cover the main points of knowledge gaps, especially how
to identify and manage sudden hyperglycaemia and
raising the public’s awareness regarding DM and DKA
through mass media. Patients and their caregivers should
be encouraged to talk about DM with their physicians and
to pay regular follow up visits for diabetes control. Further
nation-wide prospective studies are needed to assess
incidence of DKA and its associated risk factors.
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Abstract

Background: Gender differences are important in
epidemiology, pathophysiology, treatment, and out-
comes in Type 2 DM,

Objectives: To study gender differences of the bur-
den of type 2 diabetes and complication risk among
Saudi subijects visiting the outpatient clinics.

Subjects and methods: A cross sectional study, in-
cluding 2501 patients, who visited the outpatient
clinics at two private general hospitals in Jeddah
during the years 2018 through to 2019. All patients
were examined and diagnosed by specialists.

Data were collected using check list form to obtain
personal characteristics and area of residence; vi-
tal signs, anthropometric measurements, clinical
characteristics and outcome of the visits. Statisti-
cal analysis: SPSS version 23 (IBM), was used. Chi
square, and logistic regression tests were used. OR,
and 95% IC were used to describe the relationships.
Level of significance was 0.05.

Results: Out of all the visits to the outpatient clinics,
DM constituted 5.5%. Type 2 DM was common in
those aged 40 years and above, while Type 1 DM
was common in those aged 18 years and younger.
Males were at 1.7 times more likely to develop DM
compared to females (OR 1.715; 95% CI: 1.146,
2.257, p <0.009). The males with T2DM had sig-
nificantly more frequent edema of the lower limbs
compared to the females. Polyuria was the most
common symptom, while HBA1C and FBS were the
most common investigations ordered, and Bigua-
nides and sulfonylurea and insulin were the com-
mon treatment prescribed. These were similar in
both the males and females. Hypertension (22%),
IHD (6%), and dyslipidemia (6%) were encountered
among patients with T2DM; however, these CVDs
were similar in the males and females.

Conclusion: DM is a common chronic disorder,
which imposes burden on the primary health care in
Saudi Arabia. It is more common in males than fe-
males, however, the pattern of cardiovascular com-
plications and health care management were similar
in both genders.

Key words: DM, Gender, outpatient clinics, Saudi
Arabia,
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Background

Diabetes Mellitus (DM) is a common metabolic disease;
it is caused by defective insulin secretion by pancreatic
B-cells and/or the inability of insulin-sensitive tissues to
respond to insulin. It is classified as type 1 DM (T1DM),
and type 2 DM (T2DM), and those with ketoacidosis
(DKA) as a complication of uncontrolled DM (1 - 4).
Diabetes affects a substantial proportion of hospitalized
patients and is associated with considerable costs.
Biologically males and females have similar diabetes
prevalence. Gender differences in the social structure,
gender differentials in diagnosis, access to care, access to
medications and follow up, adherence to medications, life
style modifications and all other self-care behaviors are
likely to introduce a dramatic contrast in the experiences
of women with diabetes. Prevalence of T2DM is higher in
young women than young men (5 - 7). DM is associated
with  multi-system symptoms e.g. fatigue, urinary
incontinence and polyuria, neuropathy, gastrointestinal
manifestations, and headache (8 -16). DM is usually
associated with comorbidities e.g. thyroid dysfunction,
hypertension, dyslipidemia and cardiovascular disorders
and neuroglycopenia (17 - 22). As DM is a systemic
disorder which affects different systems of the body, routine
investigations done on patients with DM may include a
multitude of tests in addition to those to assess the blood
sugar level (23-30). There are different types, or classes,
of drugs that work in different ways to lower blood sugar
levels: Alpha-glucosidase inhibitors, Biguanides, Bile Acid
Sequestrants, Dopamine-2 Agonists, DPP-4 inhibitors,
Meglitinides, SGLT2 Inhibitors, Sulfonylureas, TZDs , and
Oral combination therapy (31-34). The aim of this study
was to explore the impact of gender differences on the
burden, clinical aspects and management of DM among
outpatient visits.

Subjects and methods

It was a cross sectional study which was conducted in the
outpatient clinics of two private general hospitals; one in
a relatively high socioeconomic standard region, and the
other in a relatively lower socioeconomic standard region
of Jeddah city, Saudi Arabia. The sampling technique
was a non-probability convenient one; the total number
of patients examined was 2501 during a two yearsperiod
(2018 — 2019). Data were collected on the patients by
specialists in the outpatient clinics; it included clinical
history, anthropometric and vital signs assessments,
clinical assessment (which included physical examination,
diagnosis, investigations and management), and outcome
of the visits. Data were analyzed using the Statistical
Package for Social Sciences (IBM SPSS, version 22,
Armonk, NY: IBM Corp.). Chi Square and multinomial
logistic regression tests of significance were employed.
The Odds ratio (OR), and 95% confidence interval (95%
Cl) were calculated. The level of significance for the study
was 0.05.

Ethical considerations

Ethical clearance was obtained from the institutional
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research review board (IRRB). Permission was obtained
from the directors of the outpatient clinics for collecting
data on the outpatient visits. In order to keep confidentiality
of any information provided by study participants, the data
collection procedure was anonymous.

Table 1 shows the distribution of outpatient clinics (OPCs)
visits according to type of diabetic disorders. Out of all the
visits, those due to DM were 5.5%. T1DM was the most
common in those aged 18 years or less (75%), while T2DM
was most common in those aged 40 years old or older
(95.5%). DKA was recorded only in those younger than 18
years old. These differences were statistically significant
where p value was < 0,000. T2DM was higher in males
compared to females (72.9% and 27.1% respectively);
while T1DM and DKA were similar in both genders (p <
0.005). T2DM and DKA (62% and 100% respectively) were
more common in the North of Jeddah region compared
to the Southern region (37.6% and 0.0% respectively);
this difference was statistically significant (p <0.029). The
majority of patients with T2DM were discharged (96.2%)
compared to patients with T1DM (75%); on the other hand
all patients with DKA were admitted to the hospital. These
differences were statistically significant where p < 0.000.

Table 2 reveals the distribution of outpatient visits due to
T2DM according to presenting symptoms and signs. A
large proportion of patients with T2DM visited the OPCs
for follow up (46.6) and renewal of medicine. Polyuria was
the most frequent complaint (11.3%) among the T2DM
patients; fatigue, headache, and dyspepsia (9.0% each)
were also common complaints among T2DM patients.
Numbness in the hands and feet (6.8%), dizziness and
polydipsia (5.3 each), and oedema of the lower limbs
(3.8%) were reported complaints by the T2DM patients.
Least frequent complaints were weight gain (1.5%) and
weight loss, heartburn and hypotension (0.8% each). All
these complaints were similar in males and females (p
>0.05), except for oedema of the lower limbs which was
significantly more common in males (11.0%) compared
to females (1.0%), where p < 0.007. Among patients
with T2DM, 22.0% had HTN, 8.3% had IHD, 6. 0% had
dyslipidaemia, while DVT was encountered among 0.8% of
the patients. No significant differences were found between
males and females regarding these CVDs (p > 0.05).

Table 3 displays distribution of T2DM patients according
to gender and type of investigation done. The majority of
blood tests for assessment of DM were HBA1C (36.1%)
and FBS (35.3%). RBS was done on 18.8% of the patients,
while 2HPPG test was the least to be ordered (3.0%). No
significant differences were found between males and
females in ordering these investigations (p > 0.05). Next
in frequency were tests for lipid profile (17.5%), Serum
creatinine (16.5%), and urine analysis 15.0%).
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Table 4 reveals the distribution of the T2DM patients  not prescribed to any patient with T2DM. This was similar
according to gender and type of medication prescribed. in both males and females (p > 0.05). Vitamin B complex
About 13% of the patients with T2DM were prescribed preparations (24.8%), and antihypertensive drugs (21.8%)
insulin to control DM, mainly in the form of short acting and to some extent hypolipidemic drugs (6.8%) were, also,
insulin (SAIl, 5.3%), and combination insulin (4.5%). Rapid  prescribed to patients with T2DM. Aspirin was prescribed
acting insulin (RAI: 1.5%) and long acting insulin (LAl:  to only, 3.8% of the patients. No significant differences
1.5%), were also prescribed to some T2DM patients. None  were found between males and females (p > 0.05).

of the patients with T2DM was prescribed intermediate

acting insulin (IAl: 0.0%). No significant differences were  Table 5 reveals the Multi-nominal Logistic regression
found between males and females (p > 0.05). The groups  results between DM and age, gender, district and hospital
of oral T2DM drugs included mainly biguanide antidiabetic = admission. DM tends to occur among relatively younger
medication 24.8%), Sulfonylureas medication (24.8%), age groups in patients who visit the outpatient clinics (B =
Dipeptidyl peptidase drugs (6.0%) and to a lesser extent - 0.065). Females were at 1.7 times more risk to develop
thiazolidinedione drugs (3.8%). The following antidiabetic = DM compared to males (OR: 1.715; 95% CI: 1.146, 2.570,
drugs: Amylinomimetic, Alpha-glucosidase inhibitors, p < 0.009).

Dopamine agonist, GLP-1, Meglitinides, and SGLT were

Table 1: Distribution of studied subjects according to having DM and personal and sociodemographic variables

Variables Ciabetes mellitus »
(p-values)
Mo D T1D0A T2 (] S Total
Mo % MO % Mo % Mo % Mo %

Age (years)
<18 | 1118 47.3% 3 75.0% 3 2.3% 2 100.0% | 1126 45.0%

13 -<40 | 481 20.4% 0 0.0% |3 2.3% 0 0.0% 434  19.4% 223414
a0= | 763 323% |1  25.0% | 127 955% |0  0.0% | 891 35.6% (.000)
Gender
Male | 1353 57.3% 2 50.0% 97 72.9% |1 S0.0% | 1453 53.1% 12.330
Female | 1009 42.7% 2 G0.0% 3/ 27.1% |1 s0.0% 1048 41.9% (005
District
South | 1050 445% |4 1000% |[s0 376% [0 00% 1104 44.1% 9.048
Morth | 1312 55.5% 0 00 83 624% |2 1000% | 1397 55.9% (.029)
Cutcome 24.22
Discharged | 2054 87.0% 3 75.0% 128 96.2% |0 0.0% 2185 87.4% {.000)
Admitted | 308 13.0% 1 25.0% 5 38% |2 100.0% | 316 12@%
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Table 2: Distribution of Type 2 DM patients according to gender and reason for visit outpatient clinics and clinical

aspects
Doctor diagnosed DM Total
Male Female X2
Variable Categories I 2, N % I e (- value)
Come forfollow Mo 53 G4 &% 18 50.0% 71 53.4% 22T
Lp Yes 44 45 4% 18 50.0% o2 4i5.6% (.034)
Fatigue Mo 29 a1.8% 2 BEE% 121 91.0% .227¢
Yas = 8.2% 4 11.1% 12 0.0% {.m0g
Faolydipsia Mo 2 04 8% 34 a4 4% 126 94.7% o0ge
Yes 5 5.2% 2 5.6% 7 5.3% 827
Folyuria Mo 26 88.7% 32 28.9% 11a 28.7% .00]1=
fes 11 11.3% 4 11.1% 15 11.3% 870
Polyneuritis Mo 88 91.8% 35 97.2% 12 93.2% 1.245=
Yes 8 8.2% 1 2.8% 9 &. 8% 265
Dizziness Mo az ad 5% 34 ad. 4% 126 94.7% 0og=
Yes 5 5.2% 2 5.6% 7 5.3% 827
Hypotension Mo o5 99.0% 36 100.0% 132  99.2% 374s
Yes 1 L.0% 0 0.0% 1 0.8% 541
Edemaof lower Mo g Qg 0eg 32 2E.9% 128 g5, 2% 7.374=
limbs Yes 1 Lo 4 11.1% 5 3.8% 007
Headache Mo 87 89.7% 34 94.4% | 121 91.0% J23*
Ves 10 10.3% 2 5.6% 12 9.0% 385
Heartburn Mo 95 99 0% 36 100.0% 132 99.2% 374=
Yes 1 L.0%s ] 0.0% 1 0.8% 541
Dyspepsia Mo 87 B9.7% 34 a4 4% 121 a91.0% F23=
Yes 10 10.3% 2 5.6% 12 2.0% 395
Weight gain M a5 97.9% 36 100.0% | 131 98.5% 54
Yes 2 2.1% o 0% 2 1.5% 385
Weightloss Mo a5 99 0% 36 100.0% | 132 99 2% 374
fes 1 1.0% 0 0.0% 1 0.8% 541
History of Mo 78 20.4% 25 7l4% | 103 7a8.0% 1211-
Hypertension Yes 19 19.6% 1o 28.6% 2 22.0% 271
History of Mo a9 a1 8% 33 91.7% | 122 91.7% L
Ischemic heart Ve _ _ _ G
i E— 8 8.2% 3 8.3% 11 2.3% 987
Ceepvein Mo 96 99.0% 36 100.0% 132  99.2% JETYe
Thrombosis fes 1 1.0% 0 0.0% 1 0.8% 541
Dyslipidemiz [ a3 05.9% 32 28.9% 125 ad. 0% 7 IGa=
Yes 4 4.1% 4 11.1% 8 &.0% 132

30 WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBER 2021



ORIGINAL CONTRIBUTION

Table 3: Distribution of Type 2 DM patients according to gender and type of investigation done on them

Doctor diagnosed DM Total "2
Male Females (p- valua)j
Yariable categories TR N % M %
1 FES Mo 2 E3.9% 24 BBT% 86  B4.7%
Yes 3E 36.1% 12 33.3% 47 353%
2 Hours Post Mo 94 96.9% 35 97.2% | 129 97.0% 00ge
Frandial Glucose _ . ) e o (925
tect fes 3 3.1% 1 2.8% 4 3.0%
Random Blood M 75 77.3% | 33 9L7% | 108  8L2% 3541
sugar Yes 22 22.7% 3 83% | 25 18.8% (-060 )
Glycosyl at.?d Mo 58 598% | 27 7S5.0% | 85 63.9% e
hemoaglobin Ves 30 40.2% | @  25.0% | 48 36.1% (105}
Lipid profile Mo e 20.4% 32 BB.9% 110 B2.7% 1 310
Yes 19  196% | 4 11.1% | 23  17.3% (.251)
_ _ Mo g4 BEA% | 29 BOG% | 113 B5.0% 750
Urine analysis e
g T Gt T ST { .IEE)
es 13 13.4% 7 19.4% 20 15.0% !
T et e Mo 2 B45% | 29 BO6% | 111 B35% 301
Yes 15 155% | 7 19.4% | 22 15.5% (383 )
Serumuric acid M = E] 295.9% 34 a4 4% 127 295.5% 175=
Yes 4 4.1% 2 G.6% A 4.5% 724}
Mo a1 93.8% 33 91.7% | 124 932%
— 192+
Complete Blood fes
) Icmnt . r 6 62% | 3 83% | 9  6.8% (661 )
L.
Mo 95 979 | 34 9d4% | 129 97.0% s
ALT & AST X
Yes 2 2.1% 2 5.6% 4 3.0% (.295 )
i i Mo 95 97.9% 35 97.2% 130 97.7% T
potassiuminblood Ves 2 21% | 1 28% 3 2.3% (805 )
Mo 97 100.0% | 3/ 97.2% 13299.2% 2 715
T3 AMD T4 fes ] 0.0% 1 2.8% 1 0.3% (.099 )
Mo 95 99.0% 34 9d4.4% 130 97.7% 3 430
H pyl ori Yes 1 1.0% 2 g.6% 3 23% (118 )
No 93 8588 | 35 97.2% 128 96.2% 131
| Troponin Yes 4 4.1% 1 2.8% 5 3.8% (717}
Mo a4 968% | 3|\ 9T.2% 129 97.0% o
Echocardiography Vas 3 3.1% 1 2.8% 4 3.0% (.925 )
Mo 93 95.9% 33 9lT7% 126 94.7% 933
ECG Yes 3 41% 3 83% 7  5.3% (334 )
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Table 4: Distribution of Type 2 DM patients according to gender and type of treatment given

Doctor diagnosed DM Total
Male Female K
Variahle categories M 0y, TR § % {p- value)
SAl M 93 959% 33 91.7% 126 94.7% 833
Yes 4 41% 3 83% 7 5.3% (.334)
RAl M 98  99% 35 97.2% 131 98.5% Sdl=
fes 1 1% 1 28% 2 15% L4a2)
[Al Mo oF  100.0% 36 100.0% 133 100.0%
Yes
LAl Mo S5 99.0% 35 97.2% 131 98.5% 54
fes 1 10% 1 2.8% 2 15% 452
Combination Mo 92 948% 35 97.2% 127 95.5% 3d4=
Insulins Yes 5 5.2% 1 28% & 4 5% (.357)
Amylinomimetic Mo a7 100.0% 36 100.0% 133 100.0%
Crug Yas
Alpha-glucosidase Mo a7 100.0% 36 100.0% 133 100.0%
Inhilitors Yes
Biguanides Mo 71 73.2% 29 20.6% 100 75.2% TG2e
fes 26 26.8% 7 194% 33 24.8% (.383)
Dopaming agonist Mo O7  CLO0L0% 36 L00.0% 133 LO0.0%
Yas
Dipeptidyl peptidase-4 Mo a0 978 35 07 7% 125 od.0% 915=
Yes 7 7.2% 1 28% 5 6.0% 1339)
GLP-1 Mo 97 100.0% 36 100.0% 133 100.0%
Yes
Meglitinides M 97 100.0% 360 100.0% 133 100.0%
Yas
SGLT Mo 97 100.0% 35 100.0% 133 100.0%
Yes
Sulfonyiureas M 71 73.2% 28 TJ7.8% 99 74.4% 3.342¢e
Yes 25 26.8% 7 194% 33 24.8% (-128)
Thiazolidinedioneas Mo 95  97.9% 33 91.7% 128 96.2% 28542
fes 2 21% 3 83% 5 3E8% 091
Asprin o 92 94.8% 36 100.0% 128 96.2% 1.928®
Yes 5 52% O 5 38% (-165)
Hypolipidemic Mo 92 94.8% 32 BE9% 124 93.2% 1477
fes 5 52% 4 11.1% 9 6.8% (-224)
Vitamin B complex Mo 71 73.2% 2 20.5% 100 75.2% Te2e
Yes 26 26.8% 7 19.4% 33 24.8% (-383)
Vitamin [ M aF  100.0% 35 97.2% 132 99.2% 2.715®
Yes 0 00% 1 28% 1 08% (.099)
Antihypertensive drugs Mo 77 T79.4% 2 75.0% 104 75.2% L2805
Yes 20 20.6% 9 25.0% 29 21.8% (-587)
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Table 5: Multi-nominal Logistic regression between DM and age, gender, district and hospital admission

95% Confidence Interval for Exp
Independent variables B Sig. Exp (B) {E}
Lower Bound Upper Bound
Intercept 5453 Qo0 - - -

Age in years -.0es (] 837 827 247
Gender 0.540 Aa0g 1.715 1146 2570
Hospital =304 A17 738 L0 Loy

Hospital admission JGEG 095 1.953 .891 4283

Discussion

This study, to our knowledge, is the first one to compare
the gender differences in the clinical presentation,
diagnosis, treatment and self-management practices of
type 2 diabetes in Jeddah, KSA. Biologically there is no
difference between men and women in the prevalence
and characteristics of type 2 diabetes (1). The difference is
likely to be much wider in developing countries where the
position of women in the society is still poor. In this context
the gender differences in the care of type 2 diabetes
becomes very important. The present study looked at
symptoms of diabetes, mode of diagnosis, blood sugar
control levels and self- management behaviors among
both males and females.

Changes in lifestyle and human behavior have increased
the occurrence of DM, and an estimated 220 million people
who are affected by DM was reported in 2010 (1).

In the present study, out of all the outpatient clinic visits,
those due to DM were 5.5%. T1DM was most common in
those aged 18 years or less (75.0%). This is in line with
a previous study, which reported that 85.0% of T1DM
was found in those younger than 20 years old (5). In the
present study T2DM was more prevalent in those aged 40
years or older. This is consistent with previous studies (3,
7). DKA is caused by a decrease in effective circulating
insulin associated with elevations in counter-regulatory
hormones. This potentially life-threatening complication
of T1DM is frequently mismanaged, leading to morbidity
and increased length of hospital stay. DKA is not a
rare presentation to hospital, despite being an entirely
preventable condition (3).

In the present study DKA was recorded only in those
younger than 18 years old.

Previous study revealed that prevalence of T2DM is higher
in young women than young men due to more severe
insulin resistance during puberty, whilst systemic insulin
resistance is greater in middle-aged men than middle-
aged women (8) We found that T2DM was higher in males
compared to females, while T1DM and DKA were higher
in females compared to males. In the present study, T2DM
and DKA were more common in the higher social class
region compared to the relatively lower one. The majority
of patients with T2DM were discharged, compared to

patients with T1DM; on the other hand all patients with
DKA were admitted to the hospital. This is in agreement
with previous studies (10, 11). A large proportion of
patients with T2DM visited the OPCs for follow up (46.6%)
and renewal of medicine; this was similar in both genders.
On the contrary previous research reported that women
utilized more medical care than men (34); this revealed
that women have worse survival, higher risk of cardiac,
renal complications and blindness compared to men (33).
However, this was not the case in the present study.

In the present study it was found that polyuria, headache,
fatigue, and dyspepsia, were common complaints among
T2DM. However they were similar in both the males and
females. This was contrary to other study which found that
somatic and visceral pain syndromes such as fibromyalgia,
migraine headache, pelvic pain, and interstitial cystitis
were diagnosed more frequently in women (16). One likely
reason for fatigue in diabetes (uncomplicated by severe
comorbidities) is alterations in blood glucose levels.
Altered blood glucose metabolism may result in acute
and chronic hyperglycemic episodes, hypoglycemia, or
blood glucose fluctuations (13). Diabetic neuropathies are
common and rising in prevalence with the global burden of
T2DM. Polyneuropathy is also emerging as a complication
of impaired glucose tolerance, without frank diabetes
(29). In the present study, numbness was encountered
among about 7% of patients with T2DM. However, it was
similar in both genders. Neuroglycopenia causes a rapid
impairment of cerebral function through direct effects on
neurons, and induces various symptoms, e.g. sense of
warmth, weakness, difficulty thinking, confusion, tiredness
and drowsiness occur (28). In the present study dizziness
was encountered among 5.3% of the patients.

Patients with diabetes have a 2-5 times greater risk for
developing peripheral arterial disease (PAD) as compared
with the nondiabetic population (17). In the present study
about 5% of patients with diabetes developed lower
limb oedema and it was more common among females.
Hypertension is common among patients with diabetes,
with the prevalence depending on type and duration of
diabetes, age, sex, race/ethnicity, BMI, history of glycaemic
control, and the presence of kidney disease, among other
factors (22). Hypertension was encountered among 22%
of the patients in the present study. Despite advances
made in the prevention and management of cardiovascular
disease, people with diabetes mellitus continue to have
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alarmingly high morbidity and mortality secondary to
cardiovascular disease (25). In the present study T2DM
patients had increased both CVD and dyslipidaemia.

The HbA1c is now recommended as a standard of care
for testing and monitoring diabetes, specifically the
type 2 diabetes (2). In the present study the majority of
blood tests for assessment of DM were HBA1C, FBS
and RBS; while 2HPPG test was the least to be ordered
(3.0%). No significant differences were found between
males and females in ordering these investigations.
Prolonged hyperglycemia is associated with altered lipid
metabolism, increased oxidative stress and alterations in
the liver function test, which in turn result in different micro-
vascular complications such as retinopathy, neuropathy,
nephropathy and macro-vascular complications like
cardiovascular diseases (25). In the present study lipid
profile was done on 17.5% of the patients with DM. Annual
screening for kidney function test is recommended by the
American Diabetes Association (ADA), as a high proportion
of patients with type 2 diabetes are found to have overt
nephropathy shortly after diagnosis of their diabetes (9,
26). In the present study Serum creatinine (16.5%), and
urine analysis 15.0%) were conducted on patients with DM
to assess the kidney function; no significant differences
between males and females were found.

The prevalence of high ALT levels may reach 20% in
diabetics (12). Elevation of these enzymes is strongly
related to obesity, diabetes and dyslipidemia (28). Insulin
has been shown to decrease extracellular potassium
concentration as well, likely through activation of Na-K-
ATPase (29). At low insulin sensitivity, relatively minor
changes in TSH levels are associated with marked
changes in lipid risk factors and thus cardiovascular
risk (6, 30). In the present study investigations for heart
diseases e.g. ECG, Troponin |, and echocardiograph were
also conducted on a small sector of patients with T2DM.
No significant differences were found between males and
females. Also tests such as CBC (6.8%), Serum uric acid
(4.5%), ALT and AST (2.3%), Na+ and K+ (2.3%), and T3
and T4 (0.8%) were all ordered similarly in both males and
females. Postprandial glycemic control plays a substantial
role in reaching recommended HbA1c goals in diabetes
(1). Compared with regular human insulin (RHI), rapid-
acting insulin analogues (insulin aspart, insulin lispro
and insulin glulisine) have provided better postprandial
glucose control through an earlier and greater peak
glucose-lowering effect (2, 3). Nevertheless, absorption
of current rapid-acting insulins occurs too slowly to
adequately replicate endogenous prandial insulin action
(4, 5). Consequently, optimum postprandial glucose
control remains a challenge in patients with diabetes (32).
In the present study about 13% of the patents with T2DM
were prescribed insulin to control DM, mainly in the form
of short acting insulin (SAl, 5.3%), and combination insulin
(4.5%). Rapid acting insulin (RAI: 1.5%) and long acting
insulin (LAI: 1.5%), were also prescribed to some T2DM
patients. None of the patients with T2DM was prescribed
intermediate acting insulin. No significant differences
were found between males and females. In the present

study, the groups of oral T2DM drugs included mainly
biguanide antidiabetic medication (24.8%), Sulfonylureas
medication (24.8%), Dipeptidyl peptidase drugs (6.0%)
and to a lesser extent thiazolidinedione drugs (3.8%).
Glucagon-like peptide-1 (GLP-1) receptor agonists (GLP-
1 RAs) are useful tools for treating type 2 diabetes mellitus
(T2DM). In their recent position statement, the American
Diabetes Association and European Association for the
Study of Diabetes recommend GLP1-RAs as add-on to
metformin when therapeutic goals are not achieved with
monotherapy, particularly for patients who wish to avoid
weight gain or hypoglycemia (1, 31). In the present study
Amylinomimetic, Alpha-glucosidase inhibitors, Dopamine
agonist, GLP-1, Meglitinides, and SGLT were not
prescribed to any patient with T2DM. This was similar in
both males and females. Vitamin B complex preparations
(24.8%), and antihypertensive drugs (21.8%) and to some
extent hypolipedimic drugs (6.8%) were, also, prescribed
to patients with T2DM. Aspirin was prescribed to, only
3.8% of the patients. This pattern of treatment was similar
in both males and females.

HbA1c is now recommended as a standard of care (SOC)
for testing and monitoring diabetes, specifically type 2
diabetes (2). In the present study the majority of blood
tests for assessment of DM were HBA1C (36.1%) and
FBS (35.3%).

Prolonged hyperglycemia is associated with altered
lipid metabolism, increased oxidative stress (OS) and
alterations in the liver function test (LFT), which in turn
results in different micro-vascular complications such
as retinopathy, neuropathy, nephropathy and macro-
vascular complications like cardiovascular diseases (40).
In the present study, lipid profile (17.5%) was ordered
on about 18% of the T2DM patients. Annual screening
for microalbuminuria is recommended by the American
Diabetes Association (ADA) [9], as a high proportion of
patients with type 2 diabetes are found to have MAU or
overt nephropathy shortly after diagnosis of their diabetes.
Screening by means of a semi-quantitative dipstick test is
easy, immediate and accurate (35). In the present study
Serum creatinine (16.5%), and urine analysis 15.0%) were
ordered for patients with T2DM. No significant differences
were found between males and females (p > 0.05).
Postprandial glycaemic control plays a substantial role in
reaching recommended glycated haemoglobin (HbA1c)
goals in diabetes (1). Compared with regular human
insulin  (RHI), rapid-acting insulin analogues (insulin
aspart, insulin lispro and insulin glulisine) have provided
better postprandial glucose control through an earlier and
greater peak glucose-lowering effect(2, 3). Nevertheless,
absorption of current rapid-acting insulins occurs too
slowly to adequately replicate endogenous prandial insulin
action (4, 5). Consequently, optimum postprandial glucose
control remains a challenge in patients with diabetes (44).
In the present study, about 13% of the patients with T2DM
were prescribed insulin to control DM, mainly in the form
of short acting insulin (SAl, 5.3%), and combination insulin
(4.5%). Rapid acting insulin (RAI: 1.5%) and long acting
insulin (LAI: 1.5%), were also prescribed to some T2DM
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patients. None of the patients with T2DM was prescribed
intermediate acting insulin (IAl: 0.0%). No significant
differences were found between males and females (p >
0.05).

Glucagon-like peptide-1 (GLP-1) receptor agonists (GLP-
1 RAs) are useful tools for treating type 2 diabetes mellitus
(T2DM). In their recent position statement, the American
Diabetes Association and European Association for the
Study of Diabetes recommend GLP1-RAs as add-on
to metformin when therapeutic goals are not achieved
with monotherapy, particularly for patients who wish to
avoid weight gain or hypoglycemia (1, 41). In the present
study, Amylinomimetic, Alpha-glucosidase inhibitors,
Dopamine agonist, GLP-1, Meglitinides, and SGLT were
not prescribed to any patient with T2DM. The groups of
oral T2DM drugs included mainly biguanide antidiabetic
medication 24.8%), Sulfonylureas medication (24.8%),
Dipeptidyl peptidase drugs (6.0%) and to a lesser extent
thiazolidinedione drugs (3.8%). This is in line with other
studies (1, 26, 27). Vitamin B complex preparations
(24.8%), and antihypertensive drugs (21.8%) and to some
extent hypolipidemic drugs (6.8%), were also prescribed
to patients with T2DM. Aspirin was prescribed to only
3.8% of the patients. No significant differences were found
between males and females (p > 0.05).

Conclusion

DM is a common chronic disorder, which imposes burden
on the primary health care in Saudi Arabia. It is more
common in males than females, however, the pattern of
cardiovascular complications and health care management
were similar in both genders.

Limitations of this study

This study was based on a non-probability convenient
sample. As it is a nonprobability sample, so its findings
cannot be generalized to the general population; however,
it was an exploratory study, included sizable proportions
of patients visiting the outpatient clinics, and reflected the
burden imposed on the primary health care.
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Abstract

Objectives: This cluster Randomized Controlled Tri- Key words: Early Child Development; Prevention;
al (cRCT) aims to evaluate the effectiveness of an Developmental Delays; Public healthcare facilities
integrated ECD package in preventing developmen-

tal delays among children aged two years, in public

health care centers, as compared to a control arm.

Methods: This is a parallel, two-arm, cluster rand-

omized controlled trial. 768 mother-child pairs (‘dy-

ads’) attending any of the 24-public health centers in

two districts of Pakistan will be recruited, with an av-

erage of 32 participants per cluster. In the interven-

tion arm, ECD based counselling sessions will be

delivered to mother—child dyads by trained staff at

public health care centers. Our primary outcome is

reduction in prevalence of two or more developmen-

tal delays among children, from 38% to 23% in the

intervention arm. Unit of randomization will be public

health care center. 24 eligible clusters recruited will

be randomized into intervention and control arms,

using 1:1 allocation.

Discussion: The integrated model of child care into
primary health care has the potential to provide a
feasible and sustainable model for improving child
developmental scale.
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Introduction

In low-and-middle-income countries, 200 million young
children are at risk of childhood developmental delays
(1). In Pakistan, like most developing countries, early
child development is a grossly neglected area of public
health importance, with around 15% of children, suffering
from a developmental delay (2). Exposure to risk factors
or stressors such as malnutrition and lack of stimulation
during first 2 years of life can place children at a higher
risk of developmental delays (3) accounting for the higher
30% prevalence of developmental delays among children
who are from disadvantaged families in Pakistan (4).

Evidence based programs in low resource settings
have proven to be successful in improving childhood
developmental by directly targeting the risk factors
such as malnutrition and lack of stimulation for children
under 2 years of age (5,6). Recognizing the established
effectiveness of ECD care interventions, ‘Advancing
ECD series by the Lancet, 2017’ highlights the need to
integrate early childhood development programs into
the existing public health services to enhance the reach
and effectiveness of ECD packages in improving child
development at a national level (7).

In Pakistan, public health faciliies remain the most
accessible and affordable source of health care especially
for the less-advantaged, including the majority of the
population who belongs to rural areas. The public health
care doctors and health staff currently do not offer ECD care
due, in part, to a lack of evidence-based contextualized
care package and staff training for delivering integrated
child development care. Therefore, we aim to address this
need by developing an integrated ECD care package and
evaluating its effectiveness in improving child development
by embedding it within the already existing public health
care centers.

Objectives of the study are:

1. To assess the effectiveness of integrated ECD
care package in reducing prevalence of two or more
developmental delays among children aged two years,
from 38% to 23% in public health care centers and
improving childhood stunting compared to usual care.

2. To explore acceptability and feasibility of ECD care
package for both the providers and participants by
conducting a mix-method process evaluation.

Materials and Methods

1. Study design, settings and participants

A parallel, two arm, cluster-randomized controlled trial will
be conducted in public healthcare settings of Pakistan
to evaluate the effectiveness of an integrated early child
care package in reducing developmental delays among
children as compared to treatment as usual. Each public
health rural center or public hospital will serve as the
cluster unit of randomization to avoid risk of contamination
of intervention across arms. 24 clusters of public health

ORIGINAL CONTRIBUTION

centers will be randomized to intervention and control
arm, using 1:1 allocation ratio.

Ethical approval for the study has been obtained from
National Bioethics Committee (NBC) Pakistan (Ref No
NBC255). The study will be conducted in public rural health
care centers (RHCs) and sub-district hospitals of two
districts i.e., Rawalpindi and Lahore, of Pakistan. In these
two selected districts about one-third of the population
live in rural and peri-urban areas (i.e., 4.5 million out
of 14 million). People seeking medical care from public
healthcare centers in Pakistan mostly belong to low socio-
economic status. The average household size is around
6.5 persons with two out of five individuals being less than
12 years old. Four out of ten women in these two districts
is illiterate. Women are mostly housewives; whereas
the majority of men work on small sized farm lands, and
supplement their earning by working for daily wages (when
possible) (8,9). The rural and peri-urban population in these
two districts is served by 24 public health facilities i.e., 16
rural health ECD care centers and 8 sub-district hospitals.
Each rural health center and sub-district hospital has three
or more doctors and lady health visitors (LHV, a nurse-
midwife). The facility-based care is also supplemented by
community-based health promotion care by community
(‘lady’) health workers. The public health facilities are the
main accessible and affordable source of healthcare for a
majority of the target population.

The research participants will be 768 mother-child dyads
recruited from 24 public health clusters from Rawalpindi
and Lahore Districts. Mother-child dyads where the child
is aged 12 to 13 months and the mother does not intend to
move out of the area during study period will be considered
eligible for participation in the study.

2. Package of Care in intervention and control arm

In the control arm, the designated LHVs at the selected
public health facilities will be given a basic training on
measurement of anthropometric measures and recording
and reporting tools. This basic strengthening of the
control facilities will be done to ensure standardized
measurements and records across both arms and avoid
any possible bias. Mother-child dyads will receive the
usual treatment in control arm clusters.

Inadditiontothe procedureslisted above, inthe intervention
arm, a contextualized care package will be developed for
the early child development. The care package will include
a counselling tool (i.e. flipbook) and training module for
LHVs. LHV will be given an additional 2-days training
(along with the basic training given in the control arm for
measurement and recording & reporting) by the research
supervisors delivering standardized counselling sessions
to mothers for early child development using the flipbook.

The ECD counselling sessions to mothers will be
delivered by LHVs in public health centers on a quarterly
basis to promote the early child development. Intervention
components of ECD will include: a) infant nurturing and
child brain development; b) weaning food and continued
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breast feeding; and c) infection control e.g., food hygiene,
sanitation, hand washing. Content of the materials used in
counselling sessions has been developed in consultation
with local and international ECD health experts. The LHVs
will have quarterly sessions with the mothers and the ECD
counselling will be divided into three sessions (i.e., at child
age of 12, 16, and 20 months). Each counselling session
to mothers will use 4-5 pages of the pictorial flipbook to
deliver the core messages and will take at least 10-15
minutes.

3. Data collection and outcomes

Our primary outcome is reduction in prevalence of two or
more childhood developmental delays of children aged
24 months, compared to treatment as usual using the
adapted version of the Ages and Stages Questionnaire
(10). ASQis a brief, valid and reliable measure of childhood
development that is widely used to assess childhood
developmental difficulties ((11).

ASQ has 30 items, with 5 sub-scales measuring
communication skills, fine motor, gross motor, problem
solving and personal-social skills. Items are rated on a
three-point Likert scale (0=No, 5= sometimes, 10=Yes).
Total score is calculated by summing the responses of all
items.

Secondary outcomes include anthropometric measures of
child. Child’s height (cm) and weight (kg) will be measured
at baseline and endpoint by the research team to measure
stunting.

4. Randomization and masking

All 24 health centers and sub-district hospitals in two
selected districts will be invited to participate in the
study. To minimize the risk of contamination, the unit of
randomization will be a health center cluster. Clusters will
be randomized before recruitment of research participants
from each cluster. The clusters taking part in the study
will be randomized to the intervention or control arm by
an independent statistician, on a 1:1 allocation ratio.
Statistical Package for the Social Sciences will be used
to generate the randomization sequence code. Once a
public health facility is allocated to a group, then all eligible
clients attending the facility and agreeing to participate will
receive the same child development care package (either
the intervention or the usual care control), regardless
of client social circumstances and/or preferences.
The assessment team, Principal Investigators and the
trial statistician will be blind to the allocation status of
clusters.

5. Sample Size Calculations

A sample size of 11 clusters and 385 children per arm
(i.e., a total of 22 clusters and 770 mother-child pairs) is
required. The assumptions are as follows; decrease from
38% to 16% delays in child development domains; (12) at
80% power, 5% level of significance, average cluster size
of 35 and an intra-class correlation coefficient of 0.04 (13)
and assuming 10% loss to follow-up.

6. Data Management

Data management team will ensure data quality by running
quality control checks to ensure there are not any outliers
or missing fields in data. All data files will be encrypted
and password protected while hard copy data will be kept
under lock and key. Participant safety and confidentiality
will be ensured by following Good Clinical Practices (GCP)
guidelines (14) for data management.

7. Statistical analysis

Study results will be reported using CONSORT guidelines
for cluster RCTs. (15). The data will be single entered
and analyzed in SPSS version 21. To minimize data
errors, data quality assurance procedures will be used,
including training of data entry operators and checking
data entry quality at regular intervals (16). The baseline
characteristics will be compared across arms to assess
baseline comparability of participant characteristics. The
individual and cluster level analysis will be done following
intention to treat principle. The binary and continuous
outcomes will be analyzed by doing crude analysis
which will calculate cluster level proportions and means
respectively followed by an independent t-test to estimate
the treatment effect (i.e., absolute difference in outcome
proportions) between the two arms at endpoint using a 95%
Cl and significance value. Confounding variables will be
adjusted by using logistic regression model for individual
level data outcomes and covariate adjusted differences
for cluster level outcomes. Z-scores for anthropometric
measures will be calculated using the WHO child growth
standards (17). No interim analysis is planned.

8. Process evaluation

A mix-method process evaluation will be conducted for the
study following the guidelines of MRC (18). Quantitative
data from study records and qualitative data from in-depth
interviews with participants and providers will help inform
the main factors associated with implementation of the
intervention in public health care settings. Qualitative data
will be analyzed using framework analyses to compare
information from different participants.

9. Economic evaluation

An exploratory economic evaluation will be conducted
to assess the cost-effectiveness of the integrated ECD
program in public health care centers. Project budgets
and expenditure reports will be used to estimate the costs
of intervention. Incremental cost-effectiveness ratio will be
calculated using the intervention costs.

10. Ethical considerations

All members of the research team will comply with Good
Clinical Practices (14) to ensure safety and rights of
participants. Voluntary participation will be ensured for
all participants. Written informed consent will be obtained
from the participants who are willing to participate in the
study using the informed consent forms in local language.
Participants’ confidentiality will be ensured throughout the
project. All reports and publications arising from the study
will use anonymised and de-identified data to protect
participants’ privacy and confidentiality.
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Discussion

Despite the established effectiveness of Early Childhood
Development (ECD) care packages in improving child
development, the majority of the population do not have
access to these packages (19). To address poor child
developmentoutcomesinlowand middle income countries,
integration of early child development packages within
private or public health care centers has the potential to
improve child development at scale (20).

In Pakistan, there is a recognized gap in provision of
child development care at public healthcare facilities (21).
This study aims to address this gap by establishing the
effectiveness of delivering an integrated child development
care package in public health centers of two districts
of Pakistan. This study will generate evidence for the
effectiveness of delivering ECD care package in reducing
childhood developmental delays by embedding it within
public health care settings.

The intervention and relevant materials will be adapted
for delivery in the context of public health centers in
consultation with relevant stakeholders and international
ECD experts. However, some potential challenges
in intervention implementation may include; a) Low-
attendance rate of mothers in follow-up sessions; in primary
health care settings, patients are less likely to adhere to
the follow-up schedule and tend to miss appointments
with their healthcare providers which might lead to a lower
effectiveness outcome due to less number of sessions
attended by the mothers and b) Mothers in treatment arm
might be more familiar with the development milestones
of their child, leading to recall bias during the endpoint
assessment. A process evaluation study will help explore
these challenges in detail after completion of trial.

The study aims to create a public health impact by
embedding the contextualized integrated package of
early child care within the public health care system of the
country. The findings from this study will be disseminated to
relevant stakeholders including policymakers, researchers,
program managers and national and international agencies
using different platforms.
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Abstract

Background: Inadequate Thyroid Hormone at birth
in newborns is known as Congenital Hypothy-
roidism (CH) and it has a critical role in their growth
and brain development. As a result, untreated CH
and abnormal GH/IGF1 levels can lead to failure to
thrive, osteoporosis, and Diabetic Retinopathies,
among other problems. This retrospective study ex-
amines the chances of developing growthhormone
disruption and Diabetes Mellitus in patients diag-
nosed with Congenital Hypothyroidism at the Secu-
rity Forces Hospital in Riyadh, Saudi Arabia.

Methodology: A retrospective chart review of growth
hormone deficient (GHD) patients was done at the
security force hospital in Riyadh, Saudi Arabia. The
data was collected from the medical records of the
patients. The study included all patients with growth
hormone deficiency (GHD) who had complete clini-
cal, diagnostic and treatment data.

Result: At the beginning of the research, 287 growth
hormone-deficient (GHD) children ranging in age
from 1 to 15 years old were evaluated for diabetes.
Atotal of 151 (52.6%) of the 287 patients gotlevothy-
roxine therapy, while the remaining 136 (47.4%)
did not (control group). Because the p-value <0.05
(t(149) = 1.165, p = 0.246), the mean difference in
blood sugar level changes is not statistically signifi-
cant (t(149) = 1.165, p = 0.246).

Conclusion: We found that levothyroxine therapy
has no discernible effect on blood sugar level
fluctuations in males and females.

Key words: Growth hormone deficiency, Kingdom of
Saudi Arabia, Diabetes.
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Introduction

Thyroid Hormone has a crucial role in an infant’s growth
and neurological development, hence its essentiality in
the Myelin Sheath formation process (1) (2). Especially
in the early years of an infant’s life, the Disturbance
of Thyroid Hormone function results in irremediable
neurocognitive impairment (2). Inadequacy of Thyroid
Hormone at birth in newborns is known as Congenital
Hypothyroidism(CH), and worldwide it is one of the most
common endocrinal disorders in this age group (1) (3).
In Saudi Arabia, literature presents higher CH incidence
rates in comparison to the world population (4) (3) (5). In
addition to thyroid hormone physiology, it stimulates the
secretion of Growth hormone(GH), insulin-like growth factor
1(IGF1) production, and bone maturation (2). Thereby,
untreated CH and disturbed GH/IGF1 levels can lead to
other complications of failure to thrive, osteoporosis, and
Diabetic Retinopathies (2) (6). Diabetes Mellitus (DM) is
one of the most common endocrine disorders in children
(7). Although the exact cause of type 1 DM is idiopathic,
Type 2 DM is related to Obesity (8). Hyper-secretion of
growth hormone in relation to Diabetes was related to
insulin resistance development, impaired metabolic
control, and growth deterioration in insulin-dependent DM
(9) (10). In the pediatric age group worldwide, a dramatic
increase of DM Type 2 is reported with higher mortality of
DM type 2 in relation to DM Type 1 (8). The World Health
Organization ranks Saudi Arabia as second highest in the
middle east and as 7th worldwide in the prevalence of
Diabetes (11). Both endocrine disorders of Hypothyroidism
and Diabetes are common and can be easily misdiagnosed
clinically, which increases the risk of complications if not
properly diagnosed and treated early (7). Since November
1989, the Saudi national newborn screening program for
Congenital Hypothyroidism has been conducted (4). Since
early diagnosis and intervention has a better outcome
on patient health, this study is looking retrospectively
for risks of developing growth hormone disturbance and
Diabetes Mellitus inpatients diagnosed with Congenital
Hypothyroidism at Security Forces Hospital in Riyadh,
Saudi Arabia.

Methodology

(GHD) patients was done at the Security Forces Hospital
in Riyadh, Saudi Arabia. In the Security Forces Hospital,
children aged from 1 to 15 years were diagnosed with
growth hormone deficiency (GHD). At the beginning of
the study, 273 growth hormone deficient (GHD) children
ranging in age from 1 to 15 years old had their blood sugar
levels checked. Patients with missing or partial data were
not included in the study.

The information was gathered from the medical records of
the patients. All patients with growth hormone deficiency
(GHD) who had compilete clinical, diagnostic, and therapy
data were included in the study. Patients’ demographics,
clinical features, investigations, and therapy parameters
were among the variables. The method for determining was
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whether there were any links that exist between developing
growth hormone disturbance and Diabetes Mellitus in
patients diagnosed with Congenital Hypothyroidism. The
Institutional Review Board (IRB) of the Security Forces
Hospital in Riyadh city authorized this study under the IRB
code H-01-R-069 (11, 4, 2021).

The JMP statistical program was used to conduct the
statistical analysis. To characterize and present the
research variables, descriptive statistics analysis was
used. For continuous variables, mean and standard
deviation were calculated.

A total of 287 growth hormone-deficient (GHD) children
with the age range of 1 to 15 years old were investigated
for Diabetes. On average, the children were enrolled in
the study at eight years old (SD = 2.53) and completed
at 14 years old (SD = 2.34). This shows that, on average,
each child’s Diabetes was measured at 3.44 years of age
(SD = 2.26). At the beginning of the study, the mean blood
sugar level was 135.0 mg/dL (SD = 15.48) and recorded to
increase to 140.7 (SD = 16.39) at the end of the study.

A total of 151 (52.6%) of the 287 patients were given
levothyroxine medication, whereas the remaining 136
(47.3%) were not (control group).

We wanted to see if there was a substantial difference
in blood sugar level changes between the treatment and
control groups in this study.

The null and alternative hypotheses for this study
hypothesis are as follows:

HO: The variations in blood sugar levels in the treatment
and control groups are not significantly different.

H1: The differences in blood sugar levels between the
treatment and control groups are significantly different.

To test this hypothesis, an independent sample t-test is
used, assuming that the variances of the treatment and
control groups are equal.

This is supported by Levene’s test for equality of variance
testing.

Because the p-value is not less than 0.05 (F = 0.001, p =
0.991), the changes in blood sugar levels for the treatment
and control groups had equal variances.

Table 2 shows that the changes in blood sugar level were
higher among patients who received the treatment (M =
6.169, SD = 20.83) than those who did not receive the
treatment (M = 5.271, SD = 21.36). However, because the
p-value is more than 0.05, the t-test reveals that the mean
difference between the two groups was not statistically
significant (1(285) = 0.360, p = 0.719).

This demonstrates that there is no substantial difference
in blood sugar fluctuations between patients who received
growth hormone treatment and those who did not (Table 2).
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Table 1. Summary statistics

Variable I Mean SFd'. Plinimum Maximum
Deviation
Ape (years) Study start 273 a.21 253 1 15
Study end 273 14.11 2.34 3 1=
Study Duration 273 .44 2.26 1 12
Bl 1350 15.45 1103 1626
'_EH . ':: EIS,"'EE'F Level Study start 273 - -
(g dl
Study end 273 140.7 16,39 1121 1590
Changes 273 4 937 22.79 =45 59 B5.15

Table 2. Results for independent t-test on blood sugar level changes between treatment and control group

T-test
Std, I
Group I Mean Deviati lefEEn
EVIATICn ITrerence tvalue iif p—ualue
" Control 151 6,169 20.83 0.897 0.360 235 0719
Treatment 13& 5.271 2136

An independent t-test is further carried out to see whether there is a significant difference in the changes in blood sugar
level among treatment groups based on gender. Among the treatment group, 79 (52%) patients were identified as
males, and 72 (48%) were females. Figure 3 shows that the males have just slightly lower changes in sugar blood levels
as compared to females. A formal test with the independent t-test can be confirmed whether this difference between
males and females is significant or not.Because the p-value is greater than 0.05 (F = 2.483, p = 0.117), Levene’s test
implies that the independent t-test for comparing variations in blood sugar levels between males and females should be
conducted under the premise of equal variances. Because the p-value is more than 0.05 (t(149) = 1.165, p = 0.246), the
independent t-test shows that the mean difference in blood sugar level changes is not statistically significant (t(149) =
1.165, p = 0.246). As a result, we may infer that levothyroxine medication has no discernible effect on blood sugar level
variations in males and females.

Table 3. Results for independent t-test on changes in blood sugar level between males and female

T-test
Gender I Mean s SFd;:. Dlgﬂean
EVIATISN ITTErence tvalue of FI-'UE'Ill.IE
Male 79 4,285 18561 3.950 1.165 149 0.246
Female 72 8.235 2297
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The study purpose was to determine whether there
are any links that exist between developing growth
hormone disturbance and Diabetes Mellitus in patients
diagnosed with Congenital Hypothyroidism at Security
Forces Hospital in Riyadh, Saudi Arabia, and it was done
retrospectively, the findings of our study revealed that
out of 287 patients, 151 (52.6%) received levothyroxine
treatment and the rest 136 (47.4%) did not receive the
treatment (control group) and that the changes in blood
sugar level were higher among patients who received the
treatment (M = 6.169, SD = 20.83) than those who did
not receive the treatment (M = 5.271, SD = 21.36). And
this can be supported by another study that found similar
results. This might be explained by how levothyroxine
affects insulin resistance (15). We also conclude that
levothyroxine treatment does not make any significant
difference in blood sugar level changes between males
and females. There is a link between Thyroid gland and
Diabetes; it has been displayed that they both affect each
other and there is an association between the conditions.
Thyroid hormones also have a role in the regulation of
carbohydrate metabolism and pancreatic function (13).
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were treated with growth hormone and those who were not.
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acceleratory trend (15). Pediatric Diabetes is increasing
internationally; the World Health Organization rank Saudi
Arabia at 7th in prevalence and 5th in incidence of type 1
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neonatal helps with early diagnosis and management of
asymptomatic infants (19). When treating patients that
are type 1 diabetic and growth hormone-deficient there
are some challenges, but growth hormone treatment is
considered safe and effective (20).

Conclusion

In our research, we found that patients who received
levothyroxine therapy have increased their blood sugar
level compared to patients who did not receive the
treatment and we also found that levothyroxine treatment
does not make any significant difference in blood sugar
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Abstract

ity of diagnoses were ovarian cancer (41.7%) fol-
lowed by uterine cancer (33.3%). Of studied pa-
tients, 17.9%, 19.1%, 27.4 and 33.3% had |, Il ,

Background: Cancer patients’ increased suscepti-
bility to serious COVID-19 complications can be
attributed to the immunosuppressed state caused
by the disease and anticancer treatments such as
chemotherapy or surgery.

Objectives: To assess the effect of COVID-19
pandemic on gynecological cancer patients
receiving chemotherapy.

Methods: A cross-sectional study was conducted
on patients receiving chemotherapy for gyneco-
logical cancer between (March 2020 to Febru-
ary 2021) at King Abdulaziz University Hospital
(KAUH) in Jeddah, Saudi Arabia. Clinical data
collected from medical records included patients’
ages, medical history data, cycles of chemothera-
py, COVID-19 infection, complications and death.

Results: Total of 84 patients were identified. The
mean age of studied patients was 53.81 + 13.76
years, and the most common chronic diseases
were HTN (35.7%) and DM (23.8%). The major

Il and IV cancer stages respectively. The mean
number of cycles of chemotherapy was 7.14 %
5.55. 52.4% had first line chemotherapy. 57 per-
cent of patients had delays due to various causes,
including COVID-19 infection, and 9 percent of
patients had COVID-19 while on therapy. 15 per-
cent of the delays were caused by patients who
were affected by Covid-19 while receiving chemo-
therapy and 2% of the patients died as a result
of COVID-19 . Patients with recurrent disease
had a significantly higher percentage of patients
detected with COVID-19, and all cases detected
with COVID-19 died with respiratory failure. Pa-
tients who had their chemotherapy delayed had a
significantly higher mean number of cycles.

Conclusion: Improved communication and
management programs are required to keep can-
cer patients and their healthcare providers con-
nected, as well as to allow cancer patients to sur-
vive a pandemic.

Key words: Impact, COVID-19, patients,
chemotherapy, Jeddah, Saudi Arabia.
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Introduction

anything from a simple cold to life-threatening ilinesses. A
fairly new coronavirus known as severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2) produced an
outbreak called “COVID-19” in December 2019 in Wuhan,
China [1].

Fever, cough, shortness of breath, and diarrhea are all
common COVID-19 symptoms. COVID-19 has been
linked to severe consequences including acute respiratory
distress syndrome, acute renal failure, acute respiratory
injury, septic shock, and severe pneumonia. PCR testing
via nasal or mouth swabs is the preferred screening and
diagnostic method [2].

To date, there have been 483,221 thousand confirmed
cases of COVID-19 in Saudi Arabia, and unfortunately
7,775 deaths have occurred [3]. Despite the initial increase
in the number of newly confirmed daily cases of COVID-
19 in Saudi Arabia, the number of reported daily active
cases started to stabilize after 2 months from the start of
the pandemic in the country and the overall recovery rate
was 71.4%. Furthermore, COVID-19 was more common
among adults and males compared to other demographic
groups [4].

The induced immunosuppression of cancer patients
(whetherinduced by the disease or by treatment) increases
their risk of infection as compared to the general population.
Immunosuppression can also put cancer patients at risk
of major infection-related consequences, which can lead
to treatment delays and unneeded hospitalizations, all
of which can have a detrimental impact on the disease’s
prognosis [5,6].

The increased susceptibility of cancer patients to
serious COVID-19 complications can be related to the
immunosuppressed state caused by the cancer and
anticancer treatments such as chemotherapy or surgery
(7,8). Patients who had received chemotherapy or surgery
within the 30 days before presenting with COVID-19 had
a greater risk of serious events than those who had not
received chemotherapy or surgery [9].

In this study our aim iwas to provide a descriptive study
that reports how COVID-19 has impacted cancer patients
who were receiving chemotherapy (for example did it
lead to increased chemo doses, decreased time spent in
hospital or decreased day care visits, etc.). The setting is
in Jeddah, KAUH, day care wards.

Methods

Study design, setting and time frame: a cross-sectional
study was done in King Abdulaziz University Hospital
(KAUH) Jeddah, Saudi Arabia from March 2020 to
February 2021.

COVID IN THE REGION

Study participants: the inclusion criteria were all patients
receiving chemotherapy for gynecological cancer.

Data collection: a checklist was prepared to collect data
about patients age, clinical data, complications, COVID-19
infection and type of cancer and stage, number of cycles
and line of chemotherapy and delay of chemotherapy and
death

Ethical consideration: ethical approval for the study was
obtained from the research ethics committee of King
Abdulaziz University. Data were stored at the principle
investigator’s office and could only be accessed by the
authors. Data analysis: data were analyzed by the SPSS
program version 26. Qualitative data was presented in
numbers and percentages, and Chi- squared test (x2)
was used to test the relationship between variables.
Quantitative data was expressed as mean and standard
deviation (Mean £ SD) and Mann-Whitney and Kruskal
Wallis tests were applied for non-parametric variables. A p-
value of <0.05 was considered as statistically significant.

Table 1 shows that the mean age of studied patients
was 53.81 + 13.76 years, and the most common chronic
diseases were HTN (35.7%) and DM (23.8%). The highest
diagnosis was ovarian cancer (41.7%) followed by uterine
cancer (33.3%). Of studied patients, 17.9%, 19.1%, 27.4
and 33.3% had I, Il , Ill and IV cancer stages respectively.
The mean number of cycles of chemotherapy was 7.14 +
5.55. 52.4% had first line chemotherapy. Table 2 showed
that 56% had a delay in chemotherapy with a mean
duration of delay of 5.67 + 5.38 weeks. The most common
cause of chemotherapy delay was bed unavailability
(42%), and 7.1% were diagnosed to be COVID-19 positive
during treatment. Of studied patients, 13.1% died and the
most common cause among them was metastasis and
1(9%) died because of COVID-19 respiratory failure. Table
3 shows that patients who had recurrent disease had a
significantly higher percentage of patients who had been
detected with COVID-19 (p=< 0.05). On the other hand, a
non-significant relationship was found between COVID-19
infection and cycles or delay of chemotherapy or death
(p=> 0.05).

(Figure 1) shows that all cases detected with COVID-19
significantly died with a respiratory failure (p=< 0.05). While
a non-significant relationship was found between COVID-
19 infection and chemotherapy delay as a complication
(p=> 0.05) (Figure 2).

Table 4 shows that patients who had delayed chemotherapy
had a significantly higher mean number of cycles (p=<
0.05). On the other hand, a non-significant relationship
was found between chemotherapy delay and patients’
age, clinical data, first line of chemotherapy or death (p=#
0.05).
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Table 1: Demographic characteristics (number of patients= 84)

Variable M. (%)
Age 538l +13.76
Medical Diseases

Chronic hypertension 30357
Ciabetes mellitus 20238}
Hepatitis C 112
Hyperthyroidizm 9107
Dyslipidemia 783
lzchemic heart disease Goia)
Fenal disease 112}
Fheumatoid Arthritis 1012}
Asthma 112}
Diagnosis

Cervical Cancer 17 (2025
Gestational Trophoblastic Disease ENEAY
Ovarian Cancer 35 4L7
Iterine Cancer 28 (33.3)
Vaginal Cancer 1iL.2}
Stage of Cancer

Undooumented 2424
I 15 ¢17.9)
[ 15 (19.1)
[l 230274
I 28133.3)
Mumber of the cycles of Chemotherapy per patient 7.14 £5.55
Line of chemotherapy

ndocumentead =R =]
Firstline 44 (52,4}
Eecurrent disease 354175
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Table 2: Effect of COVID - 19 on chemotherapy treatment

Complications {Delay or Not)

Celay HMNo 47 (560
Celay 340405
Lnknown 335
Duration of Delay (weeks) el £5.38
Reason for the delay

Anxiety/ Grief 294.2)
Eed availability 20042
COVID-19 confirmed & il3)
Fatientnot able to come on her schedul e 100213
Contact for COVID 19 patient 4 (5.5
iSuspec COVIDLS)

Waiting for surgary Sill)
Fatient had COVID-19 during treatment

Detected 7L
Mot Detected 21 {25)
Mot Done ST RT.9)
Death

Alive 73 186.9)
Deceasead 114121
Reason for death (Mo, 1)

Cardiac arrest 4 {3a)
COVID-19 respiratory failure L
Metastasis S ida)
Sepsis L%

Table 3. Relationship between COVID-19 infection and cycles of first line and delay of chemotherapy and death

Variable Patient had COVID-19 during treatment Test P-value
Detected Mot Detected

Mumber of the cycle of Chemotherapy Tx254 715 +5.67 0.51* 0.604

Firat line chemo or recurrent disease

Undooumentad 2 {100) 0 0.0 1178 0.002

Firstline 0 0.0} 44 {100

Fecurrent disease 4411.4; 31 (BE.a)

Curation of Delay (weeks) 36T 2152 .8l £553 0.35* 0737

Death

Alive Fid1 TO (95 9) 3.38 0,065

Deceasad 20182} = Y

N.B.: *= Mann Whitney test
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Table 4: Relationship between chemotherapy delay and patients’ age, clinical data, firstline and cycles of chemotherapy
and death

Variabile Complications Test P-value
Celay Mo delay Lnknown

Age 5566 £13.73 50.73 +£13.72 Co6E £11.06 2" 0.2

Medical Diseases

Chronic hypertension 15 (53.3) 12 40} 21057} 131 0.519

Ciabetes mellitus 12 {ad) 7 (35 15} 0.42 0.81

Hepatitis C 1 (100) 000y 000y 0.79 0.671

Hyperthyroidism TATT.a) 2122.2) 0000 2.04 0,359

Dyslipidemia 350 350 0 0oy 0.41 0.812

lzchemic heart disease 250 2500 0000 0.27 0,873

Fenal disease 1 {100) 000 0 0oy 0.79 0.671

Fheumatoid Arthritis L1100y 0 0.0} 0 0.0} 0.79 0671

Asthma 0 (0.0} 1 {100) 0 (0.0} 153 04654

Diagnosis

Cervical Cancer 53530 11 (4.7} 0 q0.0)

Gestational 2 (66.T) 1(33.3) 0 0oy 7.7 0.463

Trophoblastic Disease

Owvarian Cancear 23657 10 {286} 2057

terine Cancer 15 (53.6) 12 {429} 1i3.a)

Vaginal Cancer 1 {100) 0 (0.0} 00,0

Mumber of the cycle of chemotherapy

per patient 2.37 6,34 542 £3.79 55 0.7 2° 0.004

First line chemotherapy or recurrent

disease

Undocumented 4 1(33.3) 3 (6.8) 4.79 0.571

Firstline 22 (50) 15 (43.2) 0{0.0)

Recurrent disease 21 (60} 14 {40) 0(0.0)

Death

Alive 42 (57.5) 280397 2127 14 04595

Deceased S (45.5) 5(45.5) 1{9.1)

Feason for death (Mo, 11}

Cardiac jarrest . _ 3 (75) 1 {25) 0 (0.0}

Coronavirus respiratory failure 0400 1 (100} 0 |'I:I_I:|:| T 0.456

MET 2 (40 2 (40) 1 (20

Sepsis 0 {0.0) 1 {100} 0 (0.0]

N.B.: * =Kruskal Wallis test
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Figure 1: Relationship between COVID-19 infection and cause of death
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Figure 2: Relationship between COVID-19 infection and chemotherapy delay as a complication
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Discussion

This study was a descriptive study that reported how
COVID-19 has impacted cancer patients who were receiving
chemotherapy during the pandemic in Jeddah, KAUH,
Saudi Arabia. The demographic of these patients reflects a
gynecological cancer patient

Results of the present study revealed that age distribution of
the participants ranged from 21 years old to 78 years old. All
patients were females. 45% of the patients were diagnosed
with ovarian cancer, 31% with uterine cancer, 19% with
cervical cancer, 2% gestational trophoblastic, 1% valvular
and 1% choriocarcinoma. Six out of the 84 patients receiving
chemotherapy were COVID-19 positive and 1 patient ended
up dying. In the UK a study showed a link between COVID-
19 and patients with urological cancer receiving treatment.
This was a retrospective case series done on predominantly
male patients and median age was 71. It is prudent to ensure
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that all possible precautionary measures be implemented to
protect oncology patients from being exposed to COVID-
19; developing additional protective measures, such as a
vaccine, is important to prevent infection in this vulnerable
population. Developing effective antiviral treatment will help
in saving the lives of affected patients [15].

Patients did not feel safe visiting the hospital during the
pandemic due to fear of contracting the virus in a high risk
setting; however, when visiting the hospital they were satisfied
with the hospital precautionary measures implemented. The
maijority of patients reported a preference for telemedicine, a
precautionary measure adopted by most hospitals worldwide.
Of the 204 responses, 65.1% reported a preference for
telemedicine and virtual clinic visits of which 80% reported
a fear of contracting the virus as the main reason for this
preference. The majority of patients gave positive responses
for a continuation of telemedicine post-pandemic [16].
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To the best of our knowledge, only a trial study evaluating
the effect of the COVID-19 pandemic on cancer patients
in Najran, Saudi Arabia has been conducted. The study
revealed a comparable mortality for patients with cancer
patients before and during the COVID-19 pandemic.
There was a doubling of the death risk in the year 2020
among patients younger than 65 (42% vs 21%). This can
be explained by the death of two young lymphoma cases
with chest infection of unknown etiology [17]. This is in line
with two studies assessing sources of and exposure to
media information regarding COVID-19 [18,19].

A current study in Saudi Arabia found a substantial
relationship between sources of COVID-19 knowledge
and fear of COVID-19. This study revealed that
immunocompromised and chronic disease patients are
vulnerable to fear and anxiety during epidemic infectious
diseases such as COVID-19 [20]. For COVID-19
information, we discovered that the official website of the
Saudi Ministry of Health, a credible source of information,
was accessed more than social media and other sources.
Based on this finding, reporters, policymakers, and
healthcare professionals can use their official platforms to
promote mental health (e.g., provide awareness messages,
preventive guidelines, and measures targeting various
groups) and provide mental health services to patients
with chronic diseases and the general population [20].

During the COVID-19 outbreak, providing information and
mental health services could help people with chronic
conditions feel less afraid of COVID-19 during infectious
disease epidemics [21].

In our study, 56% of patients had a delay in being provided
with chemotherapy. The same result was revealed from
other studies [22,23] and from a systemic review [24],
where a delay in cancer health care was observed as a
result of the COVID-19 pandemic. The conclusion of the
study was that the administration of steroid didn’t result
in higher rates of infection or severe disease in that the
rate of chemotherapy and immunotherapy associated
complications during COVID-19 were no higher than in
pre-COVID-19 times [10].

Despite the fact that delays in cancer patient identification
and treatment were widely recognized during the COVID19
pandemic, [11] there is a scarcity of data measuring
actual delays suffered by cancer patients [12]. Several
researchers have reported on quality-based cancer care
planning during the COVID19 epidemic. There is a scarcity
of evidence on the impact of actual disruptions in cancer
care services [13,14].

Limitations

The main limitation of the present study was the use of
a cross-sectional study design, where the association
between variables could be revealed but without the
causal relationships.

Conclusion

Results of the present study revealed that COVID-19 has
moderately affected the patients during their therapy as
56% of the patients had delays due to different causes
including COVID-19 infection; 9% of the patients had
COVID-19 during therapy which means 15% of the delays
were because of the patients who got affected by COVID-
19 during their chemotherapy and 2% of the patients died
because of COVID-19. Patients who had recurrent disease
had a significantly higher percentage of patients who had
been detected with COVID-19 and all cases detected
with  COVID-19 significantly died due to respiratory
failure. Patients who had delayed chemotherapy had
a significantly higher mean number of cycles. Despite
the fact that a significant number of patients received
delayed chemotherapy during the COVID-19 pandemic,
no significant relationship was found between delay and
complications or death. Improved communication and
management programs are required to keep patients and
their healthcare providers connected and safe, as well as
to allow cancer patients to emerge successfully during a
pandemic.
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Abstract

A recent finding that the two-dose vaccination for Key words: Covid 19, virus, vaccines, 3rd injection,
the Covid-19 virus leads to a rapid loss of protection immunity, mutations, WHO
in many patients within 6 months. Thus the need

for a 3rd injection has been found to be mandatory

for continuing protection, as well as to highlight the

need to monitor immune compromised patients and

those with comorbidities particularly in indigenous

populations where co-morbidities may be present

preventing an adequate response to the initial vac-

cination. This has also highlighted the problem of

lack of vaccines in the less developed parts of the

world that requires urgent attention, as this is where

new variants arise. The virus must be contained in

these countries before we run out of letters in the

Greek alphabet.
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The immune system is unique to each individual
depending on the stimuli received during a person’s life.
It is well accepted that the immune system responses
does diminish in the elderly but at a variable rate. It is
known that Covid19 antibody levels after infection and/
or vaccination will vary according to age and gender (1).
Israel as the first country to mass vaccinate its population
for Covid-19, in an arrangement with Pfizer Inc, where it
agreed to share all details of the result with Pfizer and
hence the general community. Thus, its early papers and
subsequent results should be regarded seriously as they
would be a forewarning of things to come in countries that
are only now reaching high levels of vaccination.
Recently the Israeli press reported that Covid-19 cases in
Israel have been rising sharply since July despite the high
vaccination rate achieved by February 2021. New daily
cases there reached an all-time high of 12,113 on August
24 2021, surpassing the January peak of 11,934.

What is now known to be a 4th wave of infection sparked
by the Delta mutation Covid-19 cases in Israel were
reported as rising sharply since July despite the high
vaccination rate achieved by February 2021. The Israel
Center for Disease Control — ICDC noted that the number
of new confirmed patients of COVID-19 in Israel between
2/5/21 and 3/8/21 went from low double figures to almost
4000 (2)

New daily cases in the country reached an all-time high
of 12,113 on August 31st, surpassing the January peak of
11,934 (3).

It had been noted in a study conducted at 17-hospital
study, that many older patients with other pathologies and
immunosuppression are more prone to severe Corona-19
virus infection and even after being fully vaccinated (4).
Importantly as reported in a paper in the New England
Journal of Medicine (5)'number of patients vaccinated
against the virus can have a much lower level of antibodies
than other inoculated individuals and are therefore more
at risk to get infected, They report that 39 breakthrough
cases of Covid-19 were detected through RT-PCR testing
of 1,497 of their vaccinated workers between January 20
and April 28. In 37 of these cases, the suspected source
was an unvaccinated person. None of the infected workers
required hospitalization. However, at six weeks after their
diagnosis, 19% reported having long Covid symptoms
including a prolonged loss of smell, persistent cough,
fatigue, weakness, dyspnea, or myalgia.

As a result of these studies and a reported rising infection
in fully vaccinated patients, The Israeli Department of
Health recommended a 3rd booster vaccine to all its
eligible citizens. This was based on the information in the
medical records of tens of thousands of members of Israeli
HMO Leumit Health Funds, that suggested that people
vaccinated before late February 2021 were currently
twice as likely to experience a breakthrough SARS-CoV-2
infection than are people vaccinated since late February. It
is uncertain whether this is because most early vaccinators
were elderly and/have waned waning over time.

Initial reports in Israel following the 3rd booster suggested
that antibody titers in the patients receiving a third booster
rose by a factor of 10-20 times(6). Subsequently it has
been reported in the press that this was successful with
cases and hospitalisation were falling dramatically.

Following this, much of Europe, the UK and the USA
confirmed that they intend to commence a 3rd booster
vaccination project.

A trial of 4868 vaccinated hospital workers in a 6-month
longitudinal prospective study who were tested monthly
for the presence of anti-spike 1gG and neutralizing
antibodies after vaccination. This showed how the fall
in IgG antibodies decreased and varied as depending
on age, immunosuppression and gender they noted
obesity as being a further important factor(7). Even in a
group that had participants who were still working and
thus did not include the very sick elderly who would be
most susceptible to a fall in the level of antibodies and
thus most likely require a booster earlier the age related
fall in immunity levels was significant. Further transplant
patients appear to have developed enhanced immunity
following a 3rd injection (8)

On the 4th August 2021 the Director of the World Health
Organization noted after the announcement of the 3rd
dose of vaccine being recommended.“ And yet even while
hundreds of millions of people are still waiting for their first
dose, some rich countries are moving towards booster
doses.” Noting that in the poorer countries’ vaccines were
very hard to obtain as the richer countries had pre bought
a majority of the vaccine production (9). He asked the “rich
world” not to pursue COVID-19 vaccine boosters, citing
lack of evidence of need and asking such nations to wait
until the poorer nations had been able to vaccinate their
citizens. He asserted that the rich countries appear to have
bought the vast majority of vaccines for their populations,
leaving poorer countries unable to effectively vaccinate
their citizens.

These so-called rich countries are in the main democratic
with an elected parliament and an active opposition. This
intervention shows a complete lack of understanding by
the Director-General of how democracies function. No
leader of a democratic country with a proper opposition
would survive the voter’s wrath by stating in these current
pandemic vaccines that would protect the citizens from
illness and death should be sent to a third world country.
Yet this is exactly what must happen as the more the virus
that is allowed to circulate the more variants will spring
up. We are in the midst of the Delta (Indian) variant that
is causing havoc in the vaccinated rich countries and
prompted the need for the 3rd injection. Other variants
have come to notice recently including the Lambda variant
in South America and as this paper was being written
the most mutated variant yet is reported by the National
Institute for Communicable Diseases in South Africa
issued an alert about the “C.1.2 lineage”(10) . We have
yet to learn how infectious and deadly these and future
variants are going to be.

WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBER 2021



COVID IN THE REGION

The continuing rise of variants may well undo the efforts
of rich countries to protect their citizens. It is in the rich
world’s interest to make sure enough vaccines are
produced to ensure a worldwide coverage as quickly as
possible. What is urgently required is increased vaccine
production; the rich world should create a fund to fund new
vaccine production facilities as a matter of urgency and
purchase the vaccines thus produced for free distribution
to the poorer countries. This may require a multibillion
dollar investment, yet it will be a cheap investment, failure
to do so will not only allow variants to develop some even
more deadly then those now present that will cause great
health and economic disruption in countries ravaged by
the rampant virus. Otherwise already precarious health
systems are liable to collapse, requiring significant financial
assistance and waves of refugees fleeing from countries
where the health system has collapsed and the economy
has failed, potential resulting in significant civil unrest and
the need for significant UN support and call upon the rich
world to finance any rescue. It will be in the rich worlds
interest to make sure enough vaccines to ensure a rapid
worldwide coverage.

Conclusion

1. Being aware of the variable response to vaccination
among the immunocompromised, elderly and those
with co-mobilities that may prevent a full response to
vaccination, the response to vaccination should be
checked say 8-12 weeks after the second dose to make
sure there has been an effective and in some cases a 3rd
dose may need be given much earlier than the 6 months
currently being considered in other countries.

2. Rather than have a blanket population 3rd vaccination
drive before giving a 3rd injection the response to the
initial vaccination should be checked to make certain a
third injection is required.

3. Similarly in the case of the indigenous populations
in view of the fact that in many cases they have health
conditions and comorbidities that may prevent the immune
system from responding fully to the Covid immunization,
we should check their response shortly say 8 weeks after
the second injection to check if the immune response is
below acceptable levels.

4. The WHO fund ifitis well funded will be able to order from
commercial companies the billions of vaccines required
and the companies with an assured sale will | believe ramp
up production quite rapidly. The vaccine thus ordered but
be ones that fit the health systems and economies of the
underdeveloped countries. Whilst the two dose vaccines
such as Pfizer and Astra -Zeneca can be used in larger
centers with good medical facilities. In poorer and distant
areas they may be difficult to administer. In reality the
WHO should concentrate on one dose vaccines such as
the Johnson & Johnson vaccine as use of this will require
less use of scarce medical resources and lead to for
quicker “herd Immunity” in those countries.

5. Similarly, an oral vaccine reported as now in trials in
Israel should be looked at and encouraged, as this would
be the best vaccine in poorer countries with stained
medical facilities.
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Abstract

Background: Respiratory symptoms are a charac-
teristic feature present in covid-19 patients, and
they usually range from mild to severe. Asthma is
a chronic disease involving the airways that carry
air in and out of the lungs. However, there is limited
resources that discuss the relation between asthma
and prevalence of COVID-19.

Aims: ldentify the impact of covid19 on asthmatic
patients.

Methodology: This is a descriptive cross-sectional
study that was conducted to study the impact of
COVID-19 on asthmatic patients, which was con-
ducted using a prepared questionnaire which was
distributed online among 300 patients with asthma.
After collecting the data, MS Excel was used for
data entry while SPSS version 24 was used for data
analysis.

Results: In this study, we were able to collect data
from 311 asthmatic patients in response to our
questionnaire. Most of the asthmatic patients were
females (67.2%) with a ratio of females: males of
2:1. Moreover, most patients thought that they con-
trol their asthma well and only 13.5 % indicated
that they had frequent emergency visits because of
asthma. The prevalence of COVID-19 in asthmatic
patients was 64.3 % where a third of patients need-
ed to go to hospital because of their bad condition,
12.6 % needed to be hospitalized in ICU and 56.4
% needed oxygen. Moreover, severity of COVID-19
symptoms and outcomes are related to the control
of asthma where better control of asthma was as-
sociated with better outcomes including lower need
for ICU admission and oxygen need.

Conclusion: Prevalence of COVID-19 in asthmatic
patients was much higher than the general popu-
lation especially in female patients aged between
31-40 years old. Moreover, COVID-19 had more
severe outcomes in asthmatic patients including
higher prevalence of ICU admission and oxygen
need. Poorer outcomes of COVID-19 were associ-
ated with poor control of asthma.

Key words: Asthma, Covid-19, Western Region,
Saudi Arabia
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Introduction Methodology

\

A new coronavirus (severe acute respiratory syndrome
coronavirus 2; SARS-CoV-2) infection started to spread
in Wuhan city in China in early December 2019 and
has spread around the world. This disease related with
coronavirus was called corona-virus disease 2019
(COVID-19), and this outbreak was announced as a
pandemic on March 11, 2020, by the World Health
Organization (WHO) [1]. On May 15, 2020, the spread
had reached 4,580,498 confirmed cases and 305,618
deaths, and only 1,735,657 patients had recovered
around the world [2]. SARS-CoV-2 protein spikes attach
to a protein on the surface of cells, called angiotensin
converting enzyme 2 (ACE2) receptors in host cells which
are present in the lungs, heart, and intestine and, after
all of the research, there are no specific treatments or
vaccines for coronavirus [2-5].

Respiratory symptoms are a characteristic feature present
in covid-19 patients, and they usually range from mild to
severe. A considerable number of patients may present
with acute respiratory distress syndrome (ARDS); these
serious manifestations are usually coming in combination
with some cytokine, specifically IL-6 [6]. Studies showed
that co-morbidities such as cardiovascular patients
(especially hypertension) and patients with disease
that affects the metabolism (obesity and diabetes), and
old age were considered as a risk factor for developing
morbidity and mortality in COVID-19 affected individuals
[7-9]. On the other hand, asthma and COPD are still not
considered as a risk factor [10].

The Global Initiative for Asthma (GINA) Global Strategy
for Asthma Treatment and Prevention of 2015 described
asthma as a heterogeneous condition characterized by
chronicinflammation of the airway and variable remodeling
that results in a range of clinical presentations, treatment
responses and natural history across the life course of the
patient [11].

Asthma is a chronic disease involving the airways that
carry air in and out of the lungs. These airways are
inflamed in people with asthma. This chronic disease
involves a history of respiratory symptoms including
wheeze, shortness of breath, chest tightness and cough
where these symptoms are varying over time and also
vary in intensity. The expiratory airway limitation and
hyper-responsiveness is due to exposure to a range
of stimuli, such as exercise and inhaled irritants. At the
population level, a group of individuals with asthma exhibit
an accelerated decline in lung function over their lifetime
[9,11]. Our goal is to identify the impact of covid19 on
asthmatic patients.

This is a descriptive cross-sectional study that was
conducted to study the impact of COVID-19 on asthmatic
patients. The study was conducted among asthmatic
patients who live or who are residents in the western region
of Saudi Arabia. The study included all male and female
asthmatic patients who lived in any city of the western
region. Non-asthmatic population, pediatric population
and population with no access to internet connection
were excluded from the study. The study sample size
was calculated using electronic software Raosoft ® with
confidence level of 95% and a confidence interval (margin
of error) of 5.0 leading to a sample size of 300 patients.
The study depended on a prepared questionnaire which
was distributed online using the available social media.
The questionnaire was designed to collect data about
demographic factors of participants such as age, gender,
residence, education level and type of work. Moreover,
the questionnaire assessed the severity of asthma in
patients including frequency of asthmatic symptoms,
interference of symptoms with daily activity, the degree of
asthma control and frequency for the need for emergency
treatment. Finally, the questionnaire assessed the severity
of COVID-19 in patients with positive COVID-19 including
need for hospitalization, ICU and oxygen.

Moreover, the study was conducted after obtaining
approval from each participant and all participants had the
right to withdraw from the study at any time. Completed
questionnaires were calculated. After collecting the data,
MS Excel was used for data entry while SPSS version
24 was used for data analysis. Moreover, frequency and
percentage were used for describing categorical variables
such as age, gender and education of participants
while mean, and standard deviation, were calculated
for description of ongoing variables. Chi-test and t-test
were used for describing the relation between different
variables where p-value under or equal to 0.05 indicated
significance.
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Table L:Demographicfactors of participants (N=311)

Calumn M
Count "

o Male= 1oz 32.8%
itz Female 209 67.2%
Less than 20 yvears 45 14.5%
20-30 years 1&7 L3.7%
Age 31-40 years 58 15.6%
41-50 yvears 31 10.0%
More than 50 years 10 3.2%
: : Saudi 294 24.5%
Anfnnzlity Nan - Saudi 17 559
Taif 24 27.0%
Malkkah L2 16.7%
Flace of residence Jeddah 51 26.0%
Yanbu 1z 3.9%
Medina 82 26.4%
. Single 214 G3.8%
pinmiaL S Married o7 31.2%
Frimary school & 1.9%
Secondary school 20 o.4%
Educational level High schaol 44 15.8%
Bachelor 202 65.0%
Fostgraduate 34 10.9%
Indoor waork 63 20.3%
lob Dutdoor wark 26 B8.4%
. Inand outdoor wark 47 15.1%
Unemployed 175 LG.3%

In this study, we were able to collect data from 311 asthmatic patients in response to our questionnaire. Most asthmatic
patients were females (67.2%) with ratio of females: males of 2:1. Moreover, most of participants were aged between 20-
30 years old (53.7 %) and almost all participants were Saudi Arabian (94.5 %). Considering the residency, almost three
quarters of the sample lived in Taif (27 %), Jeddah (26 %) and Medina (26.4 %) while 16.7 % lived in Makkah. Moreover,
most participants were single (68.8 %) and had bachelor degree (65 %). Considering their work, we found that most
participants were unemployed while 20.3 % of them had indoor jobs, and 8.4 % had outdoor jobs (Table 1).

Moreover, we found, as shown in Figure 1, that most participants did not have other comorbidities (62.7 %) while chronic
lung diseases other than asthma was the main comorbidities (29.6 %) followed by diabetes (8.4 %).
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Figure 1: Distribution of participants according to have

other comorbidities
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High
cholesterol,
Cardiac arrest)

mFPeroent of cases

Furthermore, we found that 84.2 % of our patients need one asthma inhaler that is used when needed and 72.3 % of
them had symptoms of asthma in less than two days per week while 4.8 % had a daily symptom of asthma. Moreover,
66.6 % of participants indicated that asthma symptoms waked them less than twice per month while 20.6 % 3-4 times
per month. Furthermore, 41.8 % of patients reported that asthma symptoms had little interference on their daily activity
and 26 % indicated moderate interference. In addition, 70.1 % of participants indicated needing to use inhaler to control
symptoms in two days or even less weekly and 10.9 % needed them daily. Finally, most patients thought that they control
their asthma well and only 13.5 % indicated that they had frequent emergency visits because of asthma (Table 2).
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Table 2: Severity of Asthma and its symptoms among our sample

M %
One asthma inhaler as neaded 262 24.2%
Are you using Two asthma inhalers continuously 45 14.5%
Others 3 1.0%
Less than two days a week 225 72.3%
Symptoms of asthma appear More than two days a week G2 19.9%
Caily 15 4. 8%

More than once a day 9 2.9%
Less than twice a month 207 B6.6%
Waking up due to asthma -4 times a month o4 20.6%
SYymptoms IMore than once a week, but not daily 31 10.0%

Caily 9 2.9%
MEVER o4 30.2%
Asthma symptoms interfere Little resistance 130 41 5%
with daily activities: Moderate resistance 21 26.0%
Severs resistance 5 1%
Two days orless a week 21 70.1%
Meedto usean asthmainhal er FMore than two days a week, but not daily 52 16.7%
to contral symptoms Caily 34 10.9%
More than once a day 7 2.3%
Asth | Good 282 90.7%
AT Mot Good 29 9.3%
Emergency visits because of Sometimes 2649 86.5%%
asthma: Frequent 42 13.5%

Considering infection with COVID-19 virus, we found that 64.3 % of asthmatic patients reported that they had previous
infection with COVID-19 (Figure 2). Among patients with COVID 19, the main symptoms included fever (64.4 %),
shortness of breath (60.2 %) and loss of smell or taste (55.9 %) ( Figure 3).

Figure 2: Percent of patients
with COVID-19

mYes mMo
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Figure 3: Symptoms of COVID-19 as indicated by patients
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In our sample, most participants had both symptoms and positive lab results of having COVID 19 (64.2 %) while
20.2 % had symptoms with negative results. Moreover, 70.9 % of patients had symptoms of COVID-19 for 2-4 days
before diagnosed while 7.3 % needed more than 2 weeks of having symptoms until having diagnosis with COVID-19.
Moreover, 76.8 % of patients with COVID-19 visited hospitals for 1-3 times per month and 8.8 % need to have visits for
more than 6 months after infection. Moreover, a third of patients needed to go to hospital because of their bad condition,
12.6 % needed to be hospitalized in ICU and 56.4 % needed oxygen (Table 3).

Table Z:Severity of COVID-19 infecion on patients

I M %
The presence m‘_’ sr,rmp.tr:nms and the 156 64,79

_ resultis positive

Whatappiies tq Y SR The presence of symptoms and the

following? ; ! 44 20.2%

resultis negative
Mo symptoms, positive result 33 15.6%
How long did your symptoms |ast 2-4 days 156 70.9%
before vou were diagnosed with A weelk 43 21.8%
CoviD-19 2weelks or more 1 7.3%
How many visits did you have to the 1-3 times /month 149 T6.8%
emergency departmeant after 3-6 times/month 28 14.4%
confirming that you had covidls: [Mare than & months 17 3.8%
Cidyou goto hospital because your Yes a2 33.1%
condition was bad: M 166 G, 9
Have you been admitted to the fes 31 12.6%
intensive care unit? Mo 216 27.4%
. fes 137 So.4%
Cid yvou need oxygent No 106 1369

WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBER 2021 63



COVID IN THE REGION

In Table 4, we discussed the relation between incidence of COVID-19 and severity of its symptoms and demographic
factors of patients. Considering the gender, we found a significant difference between genders considering the prevalence

of COVID-19 where the prevalence of COVID-19 was higher in males than in females (p

0.011) however there was

no significant difference between genders considering severity of COVID-19. Moreover, we found that prevalence of
COVID-19 was highest in the population with age between 31-40 years old which was significantly higher in the need

for ICU and oxygen (P

0.001, 0.012 and 0.00). Furthermore, we did not find significant difference between participants

according to their job, however severity of COVID-19 was higher in patients with comorbidities.
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and severity of asthma and its impaction on patients. We found that patients indicated that severity of COVID-19
symptoms was significantly higher in patients who reported that they did not control their asthma symptoms where

they needed ICU and more visits to hospital, than those who indicated good asthma control (P

Moreover, in Table 5, we discussed the relation between incidence of COVID-19 and severity of its symptoms
however, no difference was found considering prevalence of COVID -19.
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Discussion

OnMarch 11,2020, the World Health Organization declared
COVID-19 a global pandemic. Since then clinicians around
the world have been particularly concerned aboutthe impact
of patients ’pre-existing chronic diseases (particularly lung
and cardiovascular diseases) on the course of this new
disease. While hypertension and diabetes are closely
related to the frequency and severity of COVID-19 cases,
care-related data suggest that COVID-19 did not affect
asthmatic patients to nearly the same extent [12—14]. In
order to understand the impact of COVID-19 on patients
with asthma, we conducted a cross-sectional study that
collected data from asthmatic patients in the western
region, Saudi Arabia.

In our study, we collected data from 311 asthmatic patients
in the western region, Saudi Arabia. In this population, we
found that females represented two thirds of asthmatic
patients. The prevalence of asthma in females was
reported in other studies including the study of Izquierdo
et.al., who collected data from 71,182 asthmatic patients
finding that 59 % of them were females [15], the study of P.
Pignatti, which found that 65.7 % of the asthmatic patients
were females [16] and the study of Uchmanowicz who
reported that 71% of asthmatic patients were females [17].
Moreover, chronic lung diseases other than asthma were
the main comorbidities (29.6 %) followed by diabetes (8.4
%). In contrast, the study of Uchmanowicz reported that
Arterial hypertension and diabetes were the most common
comorbidities found among asthmatic patients [17].
Considering the severity of asthma among our patients,
we found that symptoms of asthma ranged between mild
to moderate where most patients thought that they control
their asthma well and only 13.5 % indicated that they had
frequent emergency visits because of asthma.

Considering infection with COVID-19 virus, we found
that 64.3 % of asthmatic patients reported that they had
previous infection with COVID-19. This prevalence was
much higher than reported in other studies including the
study of lzquierdo et.al. who reported a prevalence of
1.41 % of asthmatic patients [15]. However, many other
studies had reported that the prevalence of COVID-
19 was significantly higher in asthmatic patients rather
than non-asthmatic patients [18—20] which suggests the
possibility that individuals with asthma may be more likely
than individuals without asthma to be diagnosed with
COVID-19 in Saudi Arabia. Among patients with COVID
19, the main symptoms include fever (64.4 %), shortness
of breath (60.2 %) and loss of smell or taste (55.9 %).
The study of Johnston SL, indicated that the most frequent
presentation signs of COVID19, dry cough and shortness
of breath also were common [21]. Moreover, a third of
patients needed to go to hospital because of their bad
conditions; 12.6 % needed to be hospitalized in ICU and
56.4 % needed oxygen.

Considering the impact of demographic factors that
increase the prevalence of COVID-19 and lead to poor
outcomes including ICU admission and oxygen need, we
found that female gender, and age between 31-40 years
old were associated with increased prevalence of COVID-
19 while age between 31 and 40 years and comorbidities
increase the risk for poor outcomes including need for ICU
admission and oxygen need. These results were opposite
to the results of Elhadi M, in the general population who
needed ICU because of COVID-19 findings that most
patients who need ICU were males and older patients
over 60 years old [22]. However, the study conducted
by Izquierdo J, showed that females represented 66 %
of asthmatic patients who had COVID-19 and COVID-19
prevalence was higher in older age and asthmatic patients
who had other comorbidities [15].

Considering the relation between incidence of COVID-
19 and severity of its symptoms and severity of asthma
and its impact on patients, we found that patients who
reported that they did not control their asthma symptoms
needed ICU, and more visits to hospital than those who
indicated good asthma control. These results indicate that
prevalence of COVID-19 was higher in asthmatic patients
over the prevalence of other comorbidities. Moreover,
this indicates that severity of COVID-19 symptoms and
outcomes are related to the control of asthma where better
control of asthma was associated with better outcomes
including lower need for ICU admission and oxygen.

Our study had some limitations which could not be avoided
which include depending on self-reported questionnaire
which could lead to some personal bias where there was
not a method to ensure the truth of the participants about
the provided data. Moreover, the depending on online
method for distribution of the questionnaire may lead to
some sampling bias toward younger participants and
those who are more likely to use social media applications.
On the other hand, this study was, to our knowledge, the
first study to assess the impact of COVID-19 on asthmatic
patients in the western region, Saudi Arabia.

In conclusion, prevalence of COVID-19 in asthmatic
patients was much higher than the general population
especially in female patients who were aged between
31-40 years old. Moreover, COVID-19 had more severe
outcomes in asthmatic patients including higher prevalence
of ICU admission and oxygen need. Poorer outcomes of
COVID-19 were associated with poor control of asthma.
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Abstract

Background: Corneal transplantation is the mainstay
procedure performed for sight restoration in patients
with corneal blindness, which can be caused by in-
fection, corneal dystrophy, degenerative disorders
such as keratoconus or traumatic causes. Most cor-
neal transplants in Saudi Arabia are performed us-
ing imported corneas.

Aims: To determine the level of knowledge and
awareness and the factors affecting corneal dona-
tion in Aseer region, Saudi Arabia.

Subjects and Methods: A descriptive cross-section-
al approach was used targeting the population of
Aseer region aged 18 years and above. The data
were collected using electronic self-administered
questionnaire. The tool covered the participants’
biodemographic data, knowledge related questions
and willingness of corneal donation and factors af-
fecting such attitudes.

Results: Of the 641 participants, 66.1% were males,
47.6% were in the age group 20 — 30 years and
19.2% claimed to have enough knowledge about
corneal donation. The mean knowledge score (SD)
was 2.13 (1.757) out of 8. Regarding participants’
attitude, 26.7% were willing to donate their own cor-
nea. The willingness was significantly associated
with good level of knowledge (p = 0.008). Females
were more inclined to donate their corneas than
males (30.9% vs 24.5%, p = 0.025).

Conclusion: The study revealed a low level of knowl-
edge of corneal donation in Aseer region, Saudi Ara-
bia. Approximately one quarter of the participants
reported willingness of corneal donation. Lack of
knowledge was the main barrier, as it was reported
by almost two thirds.

Key words: Cornea, Donation, Awareness,
Penetrating Keratoplasty, Saudi Arabia
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Background Subjects and Methods

The cornea is the transparent layer that covers the iris and
the pupil, and it is the main refractive surface that focuses
lightinto the retina. Permanentloss of corneal transparency
caused by traumatic or pathological conditions will lead
to corneal blindness. Globally, 4.9 million and 23 million
individuals have bilateral or unilateral corneal blindness,
respectively (1). Fortunately, corneal blindness is fully
reversible with a corneal transplant. The pathological
conditions that lead to loss of corneal function include
infection, corneal dystrophy or degenerative disorders
such as keratoconus (2).

The burden of corneal diseases in Saudi Arabia is a major
concern as it contributes to 3.5% — 9.5% of cases of visual
impairment (3). In Aseer region the estimated incidence of
keratoconus is 20 new cases per 100,000 population (4).
Furthermore, keratoconus is ranked as the first diagnosis
requiring corneal transplantation at King Khalid Eye
Specialist Hospital (KKESH) (5,6).

Corneal transplantation is the mainstay procedure
performed for sight restoration in patients with corneal
blindness. The optimal time for harvesting the donor’s
cornea is within 6 hours after death (7). The procedure
is done by excising the cornea with a rim of the sclera
(8). The donor-recipient blood group matching is not
mandatory for the donation and the contagious conditions
such as viral hepatitis or Human Immunodeficiency virus
(HIV) being the only contraindication (7).

One of the main challenges that encounter the eye banks
is the increasing demand for corneal transplantation.
A worldwide survey of eye banking and corneal
transplantation done by Gain et al. found a shortage
of transplantable corneal tissues indicated by a ratio of
approximately 1:70 of people benefiting from, and those
waiting for, corneal transplantation (9). Locally, the majority
of corneal transplants in Saudi Arabia are performed using
imported corneas (5,10). KKESH alone imported 16,800
corneas with a rough estimated cost 179.76 million Saudi
Riyals (10). According to the Saudi Center of Organ
Transplantation, the cornea is the least donated organ

(11).

Several studies have been conducted in Saudi Arabia to
assess the level of awareness of corneal donation. Some
of them targeted medical students (7,12,13). Others
targeted the general population and they showed low level
of awareness (10,14,15).

The main purpose of this study was to determine the level
of knowledge and awareness and the factors affecting
corneal donation including motives and barriers among
the population in Aseer region, Saudi Arabia.

This descriptive cross-sectional study targeted the
population of Aseer region aged 18 years and above.
Those who cannot read or understand Arabic were
excluded. The data were collected using electronic self-
administered questionnaire distributed via social media
platforms during August 2021.

The questionnaire was developed after revision of the
past literature. The tool covered the following three parts:
(1) biodemographic data; (2) knowledge related questions
consisting of self-assessed level of knowledge followed
by a question about the source of the knowledge and
a subscale of knowledge containing eight questions
assessing different domains of knowledge about corneal
donation; and (3) willingness of corneal donation and
factors affecting such attitudes.

For knowledge questions, each correct answer was
scored one point. Thus, a total knowledge score (0 — 8)
was calculated. A participant with a score between (5 — 8)
was considered to have good knowledge. On the other
hand, poor knowledge was considered if the participant
had a score of (0 — 4).

The data were analyzed using IBM SPSS Statistics,
descriptive statistics (mean, SD, frequencies and
percentages) were obtained. The primary outcome
variable, knowledge score, was not normally distributed
(Figure 1), tested by Kolmogorov-Smirnov test (p < 0.001)
and Shapiro-Wilk test (p < 0.001). Thus, non-parametric
tests including Mann-Whitney U test and Kruskal-Wallis
test were used to estimate the association between
continuous and categorical variables and Chi-Square test
was used for the categorical variables. P-value < 0.05 is
considered significant.

Informed consent was obtained from all participants.
Collected data were kept confidential and used only for
research purposes. Furthermore, the questionnaire was
anonymous. The ethical approval was obtained from the
Research Ethics Committee at King Khalid University,
Abha, Saudi Arabia,
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Figure 1: A histogram showing right skewness of the distribution of the knowledge score
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Conclusions

Atotal of 641 participants were enrolled in the present study.
Almost two thirds of them were males (66.1%), and 47.6%
were in the age group 20 — 30 years. The majority of the
participants were Saudi (98.1%). Most of the participants
had a high educational status, as 75% had a bachelor’s
degree or higher. Only 187 (29.2%) were involved in the
medical field. Exactly 123 (19.2%) claimed to have enough
knowledge about corneal donation

(Table 1), with doctors and health care workers being the
most frequently reported source of information (58.5%)
(Figure 2).

The question asking about the eye part concerned with
corneal donation was the most correctly answered question
(cornea, 47.7%), followed by whether corneal donation
treats all eye diseases (no, 43.8%). The least correctly
answered question was the appropriate age for corneal
donation (more than 1 year, 2.2%). 30.9% of the participants
knew that blood group mismatch is not a contra-indication
for corneal donation. Only 134 (20.9%) claimed to know
where and how to apply for corneal donation. 44.1% to 59%
of the participants declared having no knowledge about the
question being asked (Table 2).

The mean knowledge score (SD) was 2.13 (1.757). It was
higher among medical versus non-medical (2.93 vs 1.80, p
< 0.001). Those who claimed to have enough knowledge
had statistically significant higher knowledge score (3.37
vs 1.83, p < 0.001). However, no association of knowledge
score was found with age (p = 0.139), gender (p = 0.207) or
educational level (p = 0.541) (Table 3).

Regarding participants’ attitude, 26.7% were willing to
donate their own cornea, and 14.4% were willing to donate
their first-degree relative’s cornea (Table 2). The association
between willingness of corneal donation and different factors
is shown in Table 3. The willingness was reported by 30.9%
of females compared to 24.5% of males (p = 0.025), and
by 39.4% of participants classified to have good knowledge
versus 25.2% of participants with poor knowledge (p =
0.008). The most frequently reported barrier against corneal
donation was the lack of knowledge (Figure 3). On the other
hand, the religious belief of doing good was the main motive,
as it was reported by 543 (84.71%) (Figure 4).
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Table 1: Bio-demographic characteristics of the participants

Factor Freguency FPercentage
Less
53 B3

than 20

20 =30 305 47.6
Age (years)

31 —-40 111 173

Maore _

than 40 172 26.8

[al= 424 Gl
Gender

Femals 217 339

Saudi G20 anl
Mationality Man-

Saudi 12 1.3

pto

middle 21 3.3

school

il 139 21.7
Educational | evel school

Bachelor 434 7.y

Post-

gracuate 47 7.3

study

[edical 1&7 252

Career/ studyfield pqpn-

: 454 TOE
medizl
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Figure 2: Source of previous knowledge

m Doctors / health care workers » Friends [ family » Social media / TV

Note. The percentages are calculated based on the number of participants who claimed to have enough knowledge
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Table 2: Participants’ knowledge and attitudes towards corneal donation

The guestion Freguency Percentage
All eye parts 45 7.0
Cornea 300G 47.7
Eve part to be donated Eetina 4 0.6
Lens 3 0.5
Con't know 283 441
Asfastasposdble 152 23.7
cornea 24 hours =1L weelk Eii 4.8
Con't know 351 4.8
Birth—-7Svyears 103 1a.1
donation Mare than 10 years 146 22.8
Con't know 373 59.0
Opticnerve affection 119 15.6
Contra-indi =tion of comeal Retinal affection sl 12.6
donation Viral hepatitis | HIV 104 16.2
Don'tknow 337 2.6
Yes S0 7.8
Cnrne_al donations treat all Mo 201 135
eve diseases
Don'tlkrnow 310 43.4
Yes 112 175
Blood g_mu.p m.lsmat::h isa Mo 105 30.9
contra-indication
Con'tknow 331 5l.io
Yes 138 215
Living person can donate his Na 530 343
cornea
Con't know 283 441
Dovyou know where and how fes 134 209
to applyfor corneal . :
donation? [ S07 791
fes 171 26.7
Are you willing to donate Na 154 240
YOUrcornear
Uncertain 316 49,3
fes g2 14.4
Are you willing to donate s
vourrelative’'s cornear Nn il Lk
Lncertain 28l 43.8
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Table 3. Knowledge score and corneal donation willingness and their association with the biodemographics

Fnowledge score Carneal donation willingness
Factor
Mean =0 [? Frequency Percentage [?
Lessthan 20 217 Lasl 20 377
20-30 2.27 1791 29 29.2
Age (years) 0139 0.057
31 -40 183 1583 31 27.9
Maore than 40 206 1817 31 18.0
Male 2.08 1838 104 24.5
Gender 0.207 0.025
Female 221 1587 67 30.9
Saudi 212 1.765 157 26.6
Mati onality 0442 0838
Mon-Saudi 242 1.311 4 333
Upto middl
f HTnTe 1.90 1.395 7 333
school
High school 2.24 1736 45 324
Educational |evel 0.541 0.323
Eachelor 2.08 1754 104 24.0
Fost- Izt
Gk RRca 232 1.807 15 319
study
/ ; I edical 293 1836 : 58 310
li.areer_. stucly £ 0166
field Non-medical 1.80 1614 G001 113 24.9
Dovyou have Yes 3.37 1e5l . 40 325
enough ‘L 0.093
knowledge? Mo 1.83 Les1 0001 131 25.3
L | of Good 26 394
S 0.008
knowledges
Foor 145 25.2
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Figure 3. The barriers against corneal donation

Religiously prohibited 1342

Conor's face disfigurement 2933
Family abjection 4399
Lack of knowledge h9.13
0 10 20 30 40 a0 G0
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Figure 4. The motives for corneal donation

Financial compensation

Knowing more information 2917

Knowing someone who needs
corneal donation 39.16

Religious belief of doing good 8471
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Discussion

In this study, the knowledge and awareness levels among
the population were assessed and showed a low-level
of knowledge, with only 10.3% of the participants having
good knowledge based on our corneal donation knowledge
scoring system, and 19.2% claimed to have enough
knowledge. Religious belief of doing good and lack of
knowledge were the most frequently reported motive and
barrier to corneal donation, respectively.

The level of knowledge and awareness regarding corneal
donation in our study is in agreement with those reported
by other studies in the kingdom (10,14,15). The findings
of this study showed that being involved in a medical field
has a positive impact on the level of knowledge indicated
by the mean knowledge score (2.93 vs 1.80, p < 0.001).
Higher levels of knowledge and awareness were reported
in studies targeting the medical students (7,12,13). The
age was not a significant factor for the level of knowledge.
However, Alibrahim and Al Jindan, (14) revealed that older
participants are more knowledgeable.

The overall percentage of participants who declared to be
willing to donate their own corneas was 26.7%. A similar
percentage (28.5%) was reported by Alibrahim and Al
Jindan, (14), and a higher percentage (61.5%) was reported
by Bugis et al., (15). The females were significantly more
inclined to donate their corneas than the males (30.9%
vs 24.5%, p = 0.025). On the contrary, Alanazi et al., (10)
reported that females are 35.3% less likely to declare
willingness of corneal donation than males.

Lack of knowledge was the most frequently reported barrier,
as it was reported by 59.13%, followed by family objection
(43.99%). On the other hand, the most frequently reported
motive was religious belief of doing good (84.71%). The
factors affecting the corneal donation reported by this study
are consistent with those reported by Alanazi et al., (10).

The limitation of this study includes not structurally
recruiting a random sample from the entire population of
Aseer region. Another limitation was using self-reporting
questionnaire, and subsequently some questions might
be misinterpreted.

Conclusion

In conclusion, the study revealed a low level of knowledge
of corneal donation in Aseer region, Saudi Arabia.
Approximately one quarter of the participants reported
willingness of corneal donation. Lack of knowledge was
the main barrier, as it was reported by almost two thirds.
These results highlight the necessity for campaigns and
other modalities to improve the level of awareness of
corneal donation.
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Abstract

Objectives: The aim of the current study was to ap-
praise the relationship between women’s body im-
age perception and depression in case and controls.

Methods: In this case-control study 60 polycystic
ovarian syndrome patients established agreeing to
the Rotterdam criteria and 60 healthy controls of re-
productive age group were enrolled.

The PCOS patients and healthy controls were eval-
uated on questionnaire for physical appearance and
depression. Body image perception was accessed
using the validated Body Esteem Scale. The symp-
toms of Depression were evaluated with the Quick In-
ventory of Depressive Symptomatology-Self Report.

Results: 55% of PCOS patients had depression
while 36.7% were found with depression in the con-
trol group. In the PCOS group 65% of patients were
found with positive body image while 98.3% of pa-
tients were found with positive body image. Signifi-
cant association of study cases group was found with
BMI group (p=0.049), diet habit (p=0.013), depres-
sion (p=0.044) and body image (p=0.000). Patients
with depression are also more likely to have PCOS
in comparison with those who haven’t (OR=2.111).

Conclusion: There was a significant association of
study group with body image perception and de-
pression. Therefore, health of the patients with this
set of symptoms is essential to be acknowledged
more fully, predominantly in relation to the despair
and poor body image. The outcomes of this study
foster implications for clinical practice and propose
that a multidisciplinary team should be involved in
treatment of PCOS.

Key words: Polycystic Ovary Syndrome (PCOS),
Quick Inventory of Depressive Symptomatology
(QIDS), Depression.
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Introduction

Polycystic ovarian disorder is very recurrent endocrine
condition in child bearing age with occurrence of around
6—8% in the reproductive years (1). Worldwide the total
prevalence and phenotypic highlights of polycystic
ovary syndrome (PCOS) is the utmost widely renowned
endocrine disorder among reproductive age women (2).
This alteration in occurrence of PCOS around the world is
generally due to diverse diagnostic criteria and because of
racial antithetic groups. And so, to overcome these major
investigative dissimilarities it is essential to consider for
racial and cultural specific approaches for PCOS (3).
PCOS is a set of symptoms characterized and labelled
by irregular menstrual cycle, barrenness, androgen
superfluous and insulin resistance(4). Polycystic ovarian
syndrome has long-term risks such as cardiovascular
illnesses, Type-2 Diabetes Mellitus, dyslipidemia and
endometrial carcinoma (5).

Body image is perception of one’s appearance, and
disappointment with one’s bodily outlook. It is the
psychosomatic involvement of the look and function of
her body which influences on PCOS females very badly
and may lead to miserable, stressed and low quality of
life (6). PCOS patients also experience higher rates of
depression and disquiet than normal healthy females in
the concurrence on ladies’ health features of polycystic
ovary syndrome (PCOS). Emotional aspects must also
be considered in all women with PCOS so they must be
evaluated for psychological disorder (7) Many studies have
shown negative body image perceptionin PCOS compared
to non PCOS even with no difference in body mass index
(BMI) (8). Itis seen that one’s personality perception is the
psychological depiction of one’s body image appearance,
state of well-being, and completeness of life (9). PCOS
is also linked by psychological complications, comprising
chronic stress, dejection, anxiety and low self-confidence
that may affect an individual's personality consciousness
(10). It is shown from past research that PCOS patients
are more prone to have depression as compared to
healthy women (11).

Obesity and negative self-esteem have shown association
with depression in PCOS compared to normal persons.
Also, PCOS with Hyperandrogenism symptoms including
excessive body hairs and acne have more chances of
negative personality perceptions than non PCOS (12).
Displeased physical appearance perceptions of PCOS
include disappointment with general body look, loss of
femininity and sense of less sexually appeal (13). Feelings
of self-confidence may help in managing new and chronic
illness, whereas lack of confidence is associated with
anxiety, depressionand general psychiatric symptoms (14).

The World Health Organization (WHO) has assessed
that by the end of year 2020, depressive disorders will
be recognized as the leading mental disability in women
(15). In some published data prevalence of depression
globally is about 40% in women with PCOS (16). The
PCOS patients are at high risk of negative body image

POPULATION AND COMMUNITY STUDIES

perception and low self-esteem as compared to the
general population which may cause serious damage to
social, professional and intimate affiliations (17). PCOS
women were associated with possibility for higher body
discontent at age 31 and 46 (Odds ratio, OR 2.39,) was
found by one study (18).

Rationale:

Body image perception is a key factor which may predict
the development of depressed mood. Also, body image in
PCOS patients may upset the worth of life of a sufferer.
Low self-confidence due to body image and associated
depression may lead to a negative impact on her emotional
attitude and psychiatric iliness. So, in order to avoid major
psychological and social upset of PCOS patient these
factors should be considered and treated well as a top
priority along with other comorbidities of PCOS.

Aim

In the present study we intended to determine association
of body image perception, and depressive symptomatology
in women with polycystic ovary syndrome (PCOS) in
association with healthy controls.

Objectives

1. To assess and compare the body image perception
between PCO positive and PCO negative study subjects.
2. To evaluate and compare frequency of depression
between PCO positive and PCO negative study subjects.

Material and Methods

This case control study was conducted at Jinnah
postgraduate medical center in alliance with Aga Khan
University, Karachi. Ethical clearance was taken from
the institutional review committee (NO.F.2-81-IRB/2017-
GENL/418/JPMC). The study period was one year after
ethical clearance from 2017 to 2018. A minimum sample
size of 80 women was mandatory to achieve a power of 90
and an alpha of 5%, with a prevalence of PCOS as 15%
in local population. We included 120 patients (60 in each
group). 120 subjects gave permission and participated in
this study. The inclusion criteria for cases were females of
reproductive age group established as PCO per Rotterdam
criteria. Rotterdam criteria for PCOS diagnosis states that
a woman may present with any 2 out of 3 conditions:
Anovulation, hirsutism or less commonly male pattern
alopecia or raised free testosterone, or polycystic ovaries
on ultrasound (when 10 small antral follicles are seen in
each ovary) (4). Absence of the aforementioned states
was deliberated to be inclusion for the normal control
subjects.

Study partakers were divided into two groups:

i) Group A: PCO group included individuals with diagnosed
polycystic phenotypes n=60

ii) Group B: Control group included individuals without any
PCO phenotypes n=60.

The PCOS patients and healthy controls were evaluated
on questionnaire for body image perception and
depression. Body dissatisfaction was measured using the
validated Body Esteem Scale (19). Depression symptoms
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were measured with the Quick Inventory of Depressive
Symptomatology-Self Report 16 (20)

Subjects with any systemic diseases like atherosclerosis,
diabetes mellitus, hypertension, and any other reproductive
disorders such as congenital adrenal hyperplasia,
androgen secreting tumors, Cushing syndrome, thyroid
dysfunction and hyper prolactinaemia were excluded from
this study. After obtaining written and informed consent
from the subjects, their biophysical parameters were
measured.

Data were analyzed by using SPSS version 26. Mean
and standard deviation were computed for quantitative
variable. Frequency and percentage was calculated for
qualitative variables. Stratification was done with regards
to qualitative variables to see the effect of these modifiers
on study group by using chi square and Fisher exact test
as appropriate. Odds ratios were calculated by univariate
and multivariate binary logistic regression. P-value <0.05
was considered as significant.

A total 120 patients (60 in PCOS and 60 in Control
group) were included in the study. Overall mean age was
27.8616.62 years while mean age in PCOS and Control
group was 26.61+6.68 years and 29.11+£6.37 respectively.
Mean disease duration in PCOS group was 18.81+10.27
months while mean Body mass index in PCOS and
Control group was 28.56+5.54 kg/m2 and 28.41+4.11 kg/
m2 respectively as presented in Table 1.

Among 60 patients in the PCOS group, 21(35%) have
regular and 39(65%) have irregular menstrual cycle while
in the control group all patients have regular menstrual
cycle as presented in Figure 1. 40% of patients in the
PCOS group have past medical history of diabetes; 23.3%
have drug history while only 3.3% do exercise. Ultrasound
was done for the PCOS group in which 19 (31.7%) were
found with right ovary cyst, 20 (33.3%) with left ovary
cyst and 21 (35%) with both ovary cyst. We found 55% of
PCOS patients with depression while 36.7% were found
with depression in the general group. In the PCOS group
65% of patients were found with positive body image while
98.3% of patients were found with positive body image in
the control group as presented to Table 2.

We found significant mean difference of age (p=0.038)
and number of children (p=0.000) according to study
groups as presented in Table 1. We found significant
association of study group with BMI group (p=0.049), diet
habit (p=0.013), depression (p=0.044) and body image
(p=0.000) as presented in Table 2.

By univariate logistic regression we found that married
patients were more likely to have PCOS in comparison
to unmarried patients (OR=2.471). Patients with Normal
BMI (OR=1.328) and Overweight (OR=3.701) are more
likely to have PCOS in comparison with obese patients.
Those who have family history of hypertension are also
more likely to have PCOS in comparison with those who
haven't (OR=1.429). Patients with depression are also
more likely to have PCOS in comparison with those who
haven't (OR=2.111). Detailed results of odds ratios are
presented in Table 3.

Table-1: Mean Comparison of study group with quantitative variables

IMeantsDh
Overall PCOS Control s
Agefyears) 27 8646.62 26.6146.68 20114637 0.038
No of Children {n=107) 2074197 1.03+151 3154135 0.000
Height{m} 1544005 1.5440.05 1.5440.06 0.828
Weight{kg) 63.13+11 14 63.56+13.12 62.7043.82 0672
Body Mass Index 28.49+1 86 285645 54 28 4144 11 0.872
BGL{mg/dl) 1089042831 | 113.63434.45 104 15419 59 0.067

Independent t-test was applied.

P-Value <0.05 considered as significant
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Figure 1: Frequency distribution of menstrual cycle among study groups
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Table 2: Comparison and association of study group with qualitative variables

M {2a)

FCOS Centrol Total P-Value

{n=60}) {n=E0) {n=120}
Marital Status 0142
Married SE93.3) ELiES) 107(59.2)
Linmarried e T ai15) 130103
BMI Group 0049
Mormal 21135 22(36.7) 43(35.3)
Cverweight 150287 TN RN 22118.3)5
Ohese 233530 32(53.3) So45.2)
Diabetes Family History 0.066
Yes 120200 21135) 33(27.5)
Mo dE{E0) 39{EE) ariT2.5)
Hypertension Family History 0.346
Yes 25417 20033.3) 45{37.5)
Mo 351583 4.7 TSi02.5)
CAD Family History 1.000
Yes 2(3.3) 350 Sid. 2}
Mo SE9a. T 795 1150958}
Surgical History 1,000
Yes (5.7 3G 7(5.8)
Mo 93,3 CTI95) 11394 25
Diet Habit 0.013
Healthy 42070 CIEE.3) LT 2N
LInhealthy 15307 Till. 7 12307
Depression 0.044
Yes 3355 22(36.7) G5d5.8)
Mo 27(45) 33(63.3) | 65(54.2)
Body Image 0.000
FPaositive 39{E5) Coyaa 3) SE{ELT
Megative 2LI35) 1iL7} 22018.3)

Chi-square test was applied.
*Fisher Exact test was applied.

P-Value <0.05 considered as significant.
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Table 3: Odds ratio for PCOS cases

Un-Adjusted* Adjusted**

P-Value Odds Ratio{95% Cl) P-Value Odids Ratiof95% Cl)
Marital Status
Married 0,152 2471i0.717-8.515) - -
Unmarrieds 1
EMI Group
Maormal 0.439 L328(0.595-2 964 -- =
Overweight 0017 L0 259-10.930) -- --
Oheset 1
Diabetes Family History
Yes 0.0as 0. ded 0, 203-1.060) - --
Mo 1
Hypertension Family History
fes 0.347 1.42940.630-3.002) e ==
M= 1
CAD Family History
Yes 0.550 0550, 106-4. 058 -- --
M= 1
Surgical History
fes 0.698 L.3570.290-5.341) - --
MoE 1
Diet Hahit
Healthy 0.017 0.308(0.118-0.507) 0.05 0.35000.123-0.999)
Urnhealthy® 1
Depression
fes 0,045 211101.016-4 335 0,260 1.606{0.704-2. 664
Mo 1
Body Image
Fositive 0.001 0.0310.004-0.244) 0.001 0.0350,005-0.278)
MNegatives 1

*Univariate binary logistic regression was applied.
**Multivariate logistic regression was applied.
®Reference group

P-Value<0.05 considered as significant
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Discussion Conclusion

Body image is a very important aspect among PCOS
patients. In the current study, 98.3% of patients in the
control group were showing positive body image while
65% of patients showed positive body image in the PCOS
group which reflects a healthy state of mind. There is a
significant association found between the study group
with body image perception. Also more than over half of
PCOS (55%), females had depression due to Body image
perception. However, there is a significant association
found between depression and study group. Various
literary studies show antithetic findings regarding body
image perception. Along with these PCOS (cases) have
2.11 times more odds to develop depression as compared
to those without PCOS.

One of the studies showed the same results as the current
study of increased risk of Body-image perception in
women with polycystic ovary syndrome, which is the cause
of lifetime distress (21). Similar to our results, one of the
published research showed that there was a difference of
body perception between PCOS and non-PCOS. PCOS
women had a lower score of body image as compared to
healthy females (22). Another finding from one study is in
accordance with our results showing bad impact exerted
by self-pride, increased risk of body image perception,
unhealthy and unhappy sexual life of PCOS, in contrast to
healthy subjects (23).

Another study found that body excess weight is the
primary cause of low self-esteem, unhealthy mind state
and depression. Further these patients are more willing to
go for a weight loss plan of action (24). Similar to this study
result published data showed body image dissatisfaction
odds ratio higher (OR 2.39) than non PCOS subjects (25).

One of the studies showed high prevalence of depression
among young PCOS patients, which is considered a very
important health, issue commonly seen in PCOS. It may
be because of some underline pathophysiology of PCOS
like metabolic dysfunctions and different reproductive
pathologies (26). One of the researchers published data
found increased odds of depression and poor body image
perceptionin PCOS females same as seenin this study (27).

Similar to our result one of the research studies showed
the increased incidence of depressive symptoms in
PCOS females in comparison to healthy individual (28). A
systematic review on depression in PCOS females found
increased odds of depression as OR 3.78; to OR 4.18; in
different studies which are similar to this study (29).

Like this current study some other research found an
insignificant relationship between depression and PCOS
(30). Besides these promising findings, some of the
limitations of this study were its sample size and inability
to perform invasive investigations. Another limitation of
this study is that the newly diagnosed subject could not
show that long-lasting hormonal imbalance effectin PCOS
women.

There is a profound significant difference of body image
found between cases and controls with significant
association regarding depression in cases and controls.
Likelihood of negative body image perception and
depressive symptomatology was shown higher in cases
as compared to controls. However, some PCOS subjects
also experienced depression due to body image so this
may be a sign for psychiatric illness in PCOS, which needs
to be treated as a high priority to improve quality of life of
PCOS patients.
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Abstract

Background: Despite the health, social and econom-
ic benefits of breastfeeding (BF) for both mother and
child are well established and accepted throughout
the world, the prevalence of breast feeding world-
wide has not met the optimal target of WHO recom-
mendation.

Objectives: To assess the prevalence of breast-
feeding and determinants of not continuing initiated
breast feeding among Saudi females.

Methods: A descriptive cross-sectional study was
conducted in the primary healthcare centers’ clin-
ics and outpatient pediatric clinics of Abha maternity
and children hospital, Saudi Arabia. It included a
random sample of Saudi mothers with children aged
up to two years of life. A validated questionnaire was
utilized for data collection. It included three main
parts: socio demographic data, the medical and
health condition for the mother and current child and
the attitudes of mother toward BF, BF pattern for the
last child, and reasons for discontinuity of BF.

Results: The study included 276 mothers. The ma-
jority of them (88.1%) were aged between 20 and
39 years and were Saudi nationals (90.2%). History
of receiving any health education about breast feed-
ing was observed among the majority of the partici-
pants (91.7%). The most frequently reported source
of health education was self-education through
reading (39.1%), followed by doctors (30.4%),

nurses (29.6%) and relatives/friends (27.7%). Ov
erall, slightly more than half of them (51.1%) ex-
pressed a positive attitude towards breast feeding;
particularly non-Saudi mothers (adjusted odds ratio
“aOR”:0.44, and those whose main source of in-
formation was nurses or self-education (aOR: 0.27
and 0.12, respectively). The maijority of the partici-
pating women (86.2%) initiated breastfeeding for
their newborns. Among them, 80.7% discontinued
BF; particularly Saudi mothers (aOR: 0.08), moth-
ers with higher education (aOR: 5.05-10.21), gov-
ernmental employees (aOR: 3.51), those living in
a separate house (aOR: 2.21), delivered by cesar-
ean section (aOR: 11.14), reported NICU admis-
sion of their newborns (aOR: 9.13) and those who
expressed a negative attitude towards BF (aOR:
0.25). The commonest reported causes of discon-
tinuation of BF among the participants were thinking
that breast milk is not enough (39.9%), going back
to work (38.5%) and thinking that baby will be de-
manding on breastfeeding (13.3%).

Conclusion: Initiation of breastfeeding was very
highly practiced by mothers in Abha city, Saudi Ara-
bia. However, its discontinuation before the recom-
mended time is also a highly reported practice.

Key words: Breastfeeding, initiation,
discontinuation, Saudi Arabia.
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Introduction

Breastfeeding (BF) is the process in which the mother
can feed her newborn or infant, either directly or using
pumping methods, naturally with the milk produced from
her breast. Breastfeeding is essential and it is one of the
most effective ways to ensure child health and survival.
The health, social and economic benefits of breastfeeding,
for both mother and child, are well established and
accepted throughout the world.

Onthe base of this evidence, the World Health Organization
(WHO) and United Nations International Children’s
Emergency Fund (UNICEF) recommend initiating
breastfeeding within the first hour of birth and infants be
exclusively breastfed for the first 6 months of life, meaning
no other foods or liquids are provided, including water (5).

Yet, the prevalence of breast feeding worldwide has not met
the optimaltargetof WHO recommendations. Globally about
38% of babies are exclusively breastfed during their first
year of life (9). The prevalence of Middle Eastern newborns
received breastfeeding initiated within an hour of birth is
34.3%. In Saudi Arabia the percentage of breastfeeding
initiation on the first day of delivery is 94.4% (11).

Despite the high rate of breastfeeding initiation, the rate of
exclusive breastfeeding for the first six months of the infants’
life was found to be only 13.7%, which is very low based
on the World Health Organization (WHO) recommendation
for infants to be exclusively breastfed for six months,
followed by the introduction of complementary food (12).

In the WHO country profile for Saudi Arabia there is no
data about BF types and durations or their determinants
because no recent or sufficient data are locally available,
(13) although many studies from different cities in Saudi
Arabia are done about multiple aspects of breastfeeding.
Among those studies none of them were held to study the
determinants of discontinuing initiated BF. There was a
study done in Riyadh city to assess the determinants of the
early initiation of BF in KSA (14). In contrast, another study
was done in Mecca region to assess the factors associated
with not breastfeeding and delaying the early initiation of
BF, (15) whereas there were two studies done in Abha city
to assess breastfeeding knowledge, attitude and practice
and identify factors that may affect breastfeeding practice
in the study population (12, 16). Therefore, the objective
of our study is to provide updates about the possible
risk factors related to not continuing initiated BF for the
complete 2 years among Saudi females in Abha city.

Methodology

A descriptive cross-sectional study was used targeting
all mothers with children aged up to two years of life in
Abha city, Saudi Arabia. All those mothers were invited to
participate in this survey using a validated questionnaire.
The questionnaire form was developed and constructed
after intensive literature review and expert’'s consultation.

The study questionnaire was reviewed using a panel
of five experts (3 family medicine consultants and 2
pediatric consultants) for content validity. The study
questionnaire was translated to Arabic language then
tested on 10 Saudi mothers from the target population
using a pilot study. After obtaining permission from the
Institutional ethics committee, data collection started. A
total of 300 questionnaire papers were distributed to the
target population mothers in different PHCC and pediatric
outpatient clinics then collected during the period from
November 2020 to July 2021. Exactly 276 respondents
completed the study questionnaire with a response rate
of 92%. The study questionnaire included three main
parts: socio-demographic data, the medical and health
condition of the mother and current child and the attitudes
of the mother toward BF, BF pattern for the last child,
and reasons for discontinuity of BF. The response of the
mothers to attitude statements towards BF were scored
in the way that the higher the score, the more positive the
attitude towards BF. Thus, the score of some statements
was reversed. Total score and its percentage were
computed for each participant and the median value was
estimated (it was 67.27%). Those who scored below the
median value were treated as having a “negative attitude”
whereas those who scored at median value or above were
treated as having a “positive attitude”.

Data analysis

The data were collected, reviewed and edited, and checked
for completeness before feeding into Statistical Package
for Social Science (SPSS) version 26. All statistical
analyses were done using two tailed tests and alpha error
of 0.05. The graphs were constructed using Microsoft
Excel software. Descriptive statistics were used by using
means, standard deviations and ranges for scale variables
while frequency distributions were used for qualitative
variables. Univariate analysis using chi-square test was
done to identify the relation between attitude towards BF
and breast-feeding status (continuing or not) with different
factors. Multivariate logistic regression analysis was
performed to control for the confounding effect and results
were expressed as adjusted odds ratio (AOR) and 95%
confidence interval (ClI).

The study included 276 mothers of children aged up to
2 years of life. Their sociodemographic characteristics
are presented in Table 1. The majority of them (88.1%)
were aged between 20 and 39 years and were Saudi
nationals (90.2%). Approximately half of them (50.7%)
were Bachelor holders and 51.4% were housewives.
Regarding the father's information, 53.7% were Bachelor
holders and 50.5% were governmental employees. The
family income ranged between 5000 and 10000 SR/month
among 47.9% of the women whereas it exceeded 10000
SR/month among 42% of them. Most of them (71.4%) live
in separate houses with their husbands and 48.2% have
2-3 children. Age of the youngest child ranged between >6
months and 2 years in 64.5% of women. Most of the women
(73.9%) delivered the last child through spontaneous
vaginal delivery.
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Table 1: Sociodemographic characteristics of the participants (n=276)

Freguency Percentage
Age (years)
=20 12 4.3
20-29 123 44.5
30-39 120 435
=40 2 7.6
Mationality
Saudi 249 20.2
Mon-%audi 27 o8
Maother's education
Frimary 19 .9
Secondary/ Diploma 107 358
Bachelor degres 140 G077
Higher eduction 10 3.6
Mother's occupation
Housewife 142 514
Governmental 113 41.0
Frivate/business 2 7.6
Father's education
Frimary 10 3.6
Secondary Military i nstitute 105 35.0
Bachelor degres 142 37
Higher edustion 1= 4.7
Father's occupation
Governmental 142 515
Frivate (s 225
Llilitary (3 245
Fetired 4 14
Monthly income {Saudi Riyals)
<5000 28 101
SO00-10000 132 479
=L0000 11s 42.0
Residence
With own ar husband s family 7a 256
Separate house 157 714
Mumber of children
One 52 297
2-3 133 4:.2
=3 &l 221
Age of youngest child
zomonths a8 355
=B months—-2vyears 173 4.5
Mode of delivery of last child
Spontansousvaginal delivery 204 PR
Cesareansecion 72 251
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Health education: History of receiving any health education about breast feeding was observed among the majority
of the participants (91.7%) as displayed in Figure 1. The most frequently reported source of health education was
self-education through reading (39.1%), followed by doctors (30.4%), nurses (29.6%) and relatives/friends (27.7%) as
shown in Figure 2.

Figure 1: History of receiving any health education about breast feeding among the participants
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Figure 2: Source of health education about breast feeding among the participants (n=253)
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Medical History: history of chronic diseases that did not contraindicate BF was reported among 7.2% of mothers. None
of the participants reported history of psychiatric iliness. History of taking any medications (including oral contraceptives)
was mentioned by 26.8% of the participants. History of prematurity of the last child was reported by 6.9% of the
participants. History of neonatal intensive care unit admission of the last child was reported by 8.3% of the participants.
History of health problems of the last child was reported among four mothers (1.4%).

Smoking history: Only one mother reported history of smoking, representing 0.4% of the participants.

Attitudes of mothers towards breastfeeding: From Table 3, it is obvious that 72.1% of the participants either agreed
or strongly agreed that healthcare workers encourage breastfeeding; 71.9% of them either agreed or strongly agreed
that breastfeeding helps in weight loss and 69.9% either agreed or strongly agreed that breastfeeding is easier than
artificial feeding. On the other hand, 61.9% of them either disagreed or strongly disagreed that breastfeeding has a
negative effect on marital relationship and 60.4% either disagreed or strongly disagreed that work places offer suitable
private places for breastfeeding.

Overall, slightly more than half of them (51.1%) expressed a positive attitude towards breast feeding as shown in Figure
3.

Non-Saudi mothers expressed a more positive attitude towards BF compared to Saudis (70.4% vs. 49%), p=0.035.
Mothers delivered by spontaneous vaginal delivery had a more positive attitude towards BF compared to those delivered
by cesarean section (56.4% vs. 36.1%), p=0.003. Source of information about BF significantly affected the attitude of
mothers towards BS; the highest rate of positive attitude was observed among mothers who got their information about
BF through self-education (76.4%) while the lowest rate was observed among those who got their information from
social media (22.7%), p<0.001 (Table 3).

Multivariate logistic regression analysis revealed that compared to Saudi mothers, non-Saudis were less likely to have
a negative attitude towards BF (adjusted odds ratio “aOR™:0.44, 95% confidence interval “CI”: 0.17-0.93, p=0.048).
Considering doctors as the main source of information about BF as a reference category, mothers whose main source
of information was nurses or self-education were less likely to have a negative attitude towards BF (aOR: 0.27, 95% CI:
0.10-0.74, p=0.011 and aOR: 0.12, 95% CI: 0.06-0.37, p<0.001; respectively). Mode of delivery of the last child was not
significantly associated with mothers’ attitude towards BF.

Figure 3: Overall attitude of the participants towards breastfeeding
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Table 2: Attitude of the participants towards breastfeeding

1 2 3 4 5
Y Y M {2a) Y ) I {25)
Ereastfeading iz easierthan artificialfeeding 2 28 S0 a3 107
(2.5 [ I i1a. 1) (30,13 (3580
Itis difficultfor breastfeader to take care of od 78 e 53 14
herfamily (2320 (25.6) (23.59 (1923 5.1
Ereastfeading hasnegative effect onmarital 115 55 a1l 35 9
relaticnship (4200 (L (221} (L2774 (3.3
Ereastfeading reducesfamily expenseas 28 37 71 20 &l
(L0 LS (1.4 (25 8] (3224 (13.5)
Artificial feeding preserves woman' s breast a4 32 a4 S0 36
shape (2320 (L1.&5 (4.1} (1314 (130}
Ereastfeading helpsinweight | oss ofthe 20 1z 34 100 99
mother. (7.2 (.50 i1d4.1; (36,30 (35.9)
The community prefers breastfeeding over 7 32 105 ot 74
artificialfesding (2.5 i1l.&) (351 (21.00% (26,80
Healthcare workers encourage breasfeading 2 28 41 78 121
(2.9 [ I (145 (25.3) 4387
Avacationfor3 monthsisenoughfor 72 40 73 45 45
successful breastfeeding (26,10 i14.5 (26.5] (15,73 i1e.3)
Work places offer suitable private placesfor 129 33 27 25 2
breastfesding (45.G) i13.8) (20,77 .1 (9.8)
Ereast milkisinsufficient for the child 42 29 20 7 4z
(15.2) (L1050 (25,00 (27.93 i17.4)

1= strongly disagree, 2= disagree, 3= neutral, 4= agree, 5= strongly agree.
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Table 3: Factors associated with attitude of the participants towards breastfeeding

Attitude towards hreastfeeding p-value*
Negative Positive
N=135 N={%)141
M (%) N

Age {vears)
=20 (=12 T aa.3 a141.7)
20-29(n=123) b4 (52.0) a9 (48.0)
A0-39{n=120) ar (47.4] 63 (52.9)
=40(n=21) 7333 14 (6B6.T) 0.335
Nationality
Saudiin=249) 127 (51.0) 122 (49.00
Mon-Saudi(n=27) 8298 19 (70.4) 0.0345
Mother's education
Primary (n=149] 9474 10 (52.6)
secondamyDiploma (n=107) a1 (47.7) a6 (52.3)
Bachelordegree (h=140) 63 (48.6) F2051.4)
Highereducation (h=10) Fr0m Ja0.m 0.600
Mother's occupation
Housewife (h=142) FO(49.3) F2ann
Governmental (n=113) a2 (46.0 B1 (54.0%
Frivatelbusiness{n=21) 13 (61.9) a8 (38.1) 0.40%
Father's education
Primary (n=10) B (RO0.00 4 (40.0
secondargMilitary institute (n=10%) a¥ (54.3) 43 (457
Bachelordegree (h=148) 64 (43.2) a4 (56.3)
Highereducation (h=13) g (61.5) a38.4) 0218
Father's occupation
iZovernmental (nh=142) 63 (47.9) 405210
Private (n=62) 31 (50.0) a1 (a0.m
Military (n=63) 32 047.1) A6 (52.9)
Fetired in=4) 4 ¢100) 00,0y 02245
Monthly income (Saudi Riyals)
=5000 (h=28) 15 (53.6) 13(46.4)
A000-10000 (n=132) 67 (50.8) 65 (49.2)
=10000 {n=116) 83 045.7) 63 (54.3) 0.636
Fesidence
With owen or hushand sfamily (n=7T4) 32 (40.9) 47 (59.8)
Separate house (in=197) 103 (52.3) 94 (470 0077
Number of children
Cne (n=824) 39 (47 k) 43(52.4)
2-3in=133 B3 (47.4) T0(52.6)
=3 (h=61) 33 (54.1) 28 (45.9) 0.656
Age of youngest child
= B maonths {n=498) 42 (42.9) A6 (57.1)
= b months—2 yvears (h=178) H3 (522 25 (47.8) 0135
Maode of delivery of last child
spontaneousvaginal delivery (n=204) 29 (43.6) 116 (56 4)
Cesarean section (h=72) 46 (63.9) 26 (36.1) 0.003
Having health education abowut BF
Mo (h=23) 11 (47.8) 12(52.2)
Yes (h=253) 124 {49.00 1249 (51.00 913

WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBER 2021

921




POPULATION AND COMMUNITY STUDIES

Table 3: Factors associated with attitude of the participants towards breastfeeding (continued)

if yes, source of information about BF

(n=253) 28 (11.4) 10 (28.6)

Doctor {n=34) 14 (41.2) 20 (58.8)

Murse in=34) 1T (7730 (227
socialmedia{n=22) 8 {50.0) H (50.0)
Relativesiftiends (n=13) 13 (23.8) 42 (TE.4
Selfeducation (n=5%) 33 (54.1) 28 (45.9)

Two sources (h=61) 14 (50.0) 14 (50.0) =0.001
=tw'0 soUrces (h=28)

Chronic diseases

Mo (n=256) 129 (5043 127 (49.8)

Yes (n=20) B ({30.0) 14 (70.0) 0.079
Taking any medications

Mo (n=202) 103 (51.0% SO (4907

Yes (n=74) 32 (43.2) 42 (56.8) 0.254
Prematurity of the last child

Mo (n=24a7) 128 (49.8) 129 (0.2

Yes (n=19) T (36.8) 12 (63.2) 0.275
MICU admission of the last child

Mo (n=253) 123 (48 .68) 130 (51.4)

Yes (=23 12 (52.2) 11 (47.8) 0.744
Health problems of the last child

Mo (n=272) 135 (49 68) 137 (a0.4)

Yes (h=4) 0{0.0) 4 {1007 0.067=

*Chi-square test [] Fischer Exact test

Table 4: Predictors of negative attitude towards BF” Multivariate logistic regression analysis

Adjusted odds 95% confidence P-value
ratio interval

Mationality
Saudi= 10
Maon-Saudi 0.44 0.17-0.93 0.048
Source of information about BF
Doctor= 10
Murse 0.27 0.10-0.74 0011
Social media 119 0.34-4.12 0,724
Relatives/friends 0.35 0.11-1.16 0.036
Self-aducation 0.12 0.0&6-0.37 <0.001
Two sources 0.43 0.17-1.06 0.067
*TWO SOUrCes 0.39 0.13-1.13 0,082

a: Reference category

Mode of delivery of the last child was not significant (removed from the final model)
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Practice of breastfeeding: It is evident that the majority of the participating women (86.2%) initiated breastfeeding for
their newborns.

- Use of a pacifier by the current child was reported by 38.4% of mothers.

- More than half (52.5%) of the mothers started BF after 24 hours of delivery. Regarding the type of feeding of the current
child; exclusive breast feeding was mentioned by 16.7% of the participants, whereas artificial feeding was mentioned by
42% of them. Among mothers who initiated breastfeeding (n=238), 192 (80.7%) discontinued BF (Table 5).

Table 5: Details of history of breast feeding of the last child among the participants who initiated breastfeeding
(n=238)

Freguency Percentage
When did you start BF?
Within2d hours of delvery 113 47.5
After 24 hours of delivery 125 525
What type of feeding is your current child on?
Exclusive BEF 4 167
Artificial formula 1l 42.0
Mixed 11z 40.9
Other 1 0.4
Discontinuation of breast feeding (n=238)
fes 192 20.7
Mo 4 193

Factors associated with discontinuation of breastfeeding

Table 6 demonstrates that Saudi mothers were more likely to discontinue BF compared to non-Saudis (85.3% vs. 44.4%),
p<0.001. All higher educated mothers compared to only 37.5% of primary school educated reported discontinuation of
BF, p<0.001. The majority of governmental employees (93.5%) compared to 66.7% of private employees/business
women reported discontinuation of BF, p<0.001. The majority of mothers whose husbands are governmental employees
or in the military (84.7%) compared to 66.7% of those whose husbands work in the private sector discontinued BF,
p=0.030. The majority of mothers (86%) whose income exceeded 10000 SR/month compared to 45% of those whose
income was <5000 SR/month discontinued BF, p<0.001. Women living in separate house were more likely to discontinue
BF compared to those living with their own or husbands’ family (86.5% vs. 65.7%), p<0.001. The majority of women who
have 2-3 children (87.5%) compared to 67.3% of those who have >3 children reported discontinuation of BF, p=0.009.
All women delivered by cesarean section compared to 74.3% of those delivered by spontaneous vaginal delivery had
discontinued BF, p<0.001. All mothers who reported admission of their last child to NICU compared to 79.3% of those
without such history had discontinued BF, p=0.028. Mothers who reported using pacifier by their last child were more
likely to discontinue BF compared to their peers (88.1% vs. 76.6%), p=0.032. Mothers who expressed a negative
attitude towards BF were more likely to report discontinuation of BF compared to those with a positive attitude (91.7%
vs. 71.3%), p<0.001.

Multivariate logistic regression analysis revealed that compared to Saudi mothers, non-Saudis were less likely to
discontinue BF (aOR: 0.08, 95% CI: 0.02-0.32, p<0.001). Considering primary school educated mothers as a reference
category, mothers with higher education (secondary/Diploma, Bachelor and higher education) were at higher significant
risk for discontinuing BF (aOR: 5.05, 95% CI: 1.29-19.73, p=0.020" aOR: 7.72, 95% CI: 1.94-30.66, p=0.004 and
aOR 10.21, 95% CI: 4.16-100.04, p<0.001; respectively). As opposed to house wives, governmental employees were
at almost 3-folds significant risk to discontinue BF (aOR: 3.51, 95% CI: 1.16-10.60, p=0.026) while private/business
employees were at lower risk (aOR: 0.12, 95% CI: 0.02-0.79, p=0.028). Mothers living in separate house were at
almost double the risk to discontinue BF compared to those living with her own or husband's family (aOR: 2.21, 95%
Cl: 1.07-5.65, p=0.046). Mothers delivered by cesarean section were at higher risk to discontinue BF compared to
those delivered by SVD (aOR: 11.14, 95% CI: 3.72-81.30, p<0.001). Mothers who reported NICU admission of their
newborns were at higher risk to discontinue BF compared to others (aOR: 9.13, 95% Cl: 2.17-76.11, p<0.001). Mothers
who expressed a positive attitude towards BF were a lower significant risk to discontinue BF compared to those who
expressed a negative attitude (aOR: 0.25, 95% CI: 0.090.67, p=0.006). Father's occupation, income, number of children
and use of pacifier were not significantly associated with discontinuation of BF (Table 7).
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Table 6: Factors associated with discontinuation of breastfeeding among mothers who initiated it

Discontinued initiated breast p-value*
feeding
Mo Yes

M=4& MN=192

M (%) M {%a)
Age (years)
<20 (n=2) 3133.3) B EE.T)
20-29 (n=L0&) 18 {17.0}) 88 (83.0)
30-39 {n=L02) 220216} 20 (754
240 (n=21} 3 (14.3) 18 (85.7) 0.536
Mationality
Saudiin=211) 31 (14.7) 1800 (85.3)
Mon-Saudi in=27) 15 (55.6) 12 {44.4; <0.001
Mother's education
Frimary in=L&) 10 52.5) G375
Secondary/Diplomain=26) 21219} 75 TEL)
Eachelor degree {n=L20} 15 {125} 105 (57.5)
Higher educEtion (n=5) 0 {00y & (100} <0001
Mother's occupation
Housewife (n=123) 34 (26.6) 24 (73.4)
Governmental (n=52) B eS) 2019350
Frivate/business in=L%) B (33.3) 12 (5.7 <. 001
Father's education
Frimary in=ri 3428 4i57.1)
Secondary/ Military i nstitute (=325 1e (122} e E1.2)
Eachelor degres in=L36) 23 (16.9) 1148315
Higher edustion {n=10} 4 (40,0 B a0.0) 0,124
Father's occupation
Governmental (n=124) 19 {153 105 (247
Frivate in=54) 15 (3330 S0 n6.T)
Militzary (n=59) 9 {15.3) G0 (34.7)
Fetired (n=1) 0 (0.0} 1100 0.030
Maonthly income {Saudi Riyals)
<5000 (n=20} 11 {55.05 94450
SO00-10000 (n=118) 21 (17.8) 97 (82.2)
*10000 (n=100}) 14 {14.0}% 26 (36,0 <0.001
Residence
With own or husband s family (n=57) 23 {34.3) 44 (657}
Separate house {n=171} 230135} 142 {865 <0.001
Mumber of children
Cnein=ai) 1= 194 Ed (E0E)
2-3 {n=11&} 15 {129} 101 (27.1)
»3 (n=55) 18 (32.7) 37 (67.3) 0,009
Age of youngest child
=omonths (n=E7) 1a (2070 RN
=amonths—-2yearsin=Sl) 28 {1385 123 (215 0635
Mode of delivery of last child
Spontaneousvaginal delivery (n=L79} 46 (257 122743
Cesarean section(n=549) 0 0.0 59100 <0001
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Table 6: Factors associated with discontinuation of breastfeeding among mothers who initiated it
(continued)

Having health education about BF

Mo in=20j & o30.0) 14 {70.0)

Yesin=212) 40 (12,3 172 (817 0,207
If yes, source of information about BF {n=218)

Coctorin=25%) 00,0 25 (100

Murse in=33}) 4121 29 (87.9)

Social mediain=19} 42115 15 (789
Felatives/friends in=L1&) 1i5.3) 15 (93.8)
Self-education{n==4) 14 {25.9; 40 (741

Two sources in=343§ 10 (23.3) IFATET)

> TWO SOUrCes (in=23) Ti22.2) 2L {778} 0,095
Chronic diseases

Mo (n=226) 45 {19.9) 181 (80.1)

Yesin=L2) 153 11 {29175 0.287%*%
Taking any medications

Mo {n=133} 38 (20.8) 145 (792}

Tesin=s5) 20145 47 (255 0. 30E
Prematurity of the last child

Mo (n=223) 45 {20.2) 178 (79.8)

Yes n=l%) 17 14 {933 0.174%*#
MICU admission of the last child

Mo in=222} 45 (20,7 176 (79,3

Yes (n=l6) 0 (0.0} 16 (100} 0.028**
Health problems of the last child

Mo (n=236) 46 {19.5) 190 (20.5)

Yesin=2) 0 (0.0 2 (100} 0.650%*
Wsing a pacifier by the current child

Mo {n=15%4} 36 (23.4) 115 {(76.6)

Yes (n=2d) 10 §11.9) 74 (BE.1) 0.032
Artitude towards BF

Negative (n=103) 9 (8.3) 100 (3173

Fositive (in=129} 3T 28T S20TL3 <0,001

*Chi-square test **Fischer Exact test
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Table 7: Predictors of discontinuation of breast feeding: Multivariate logistic regression analysis

Adjusted 95% P-value
odds ratio confidence
interval

Mationality
Saudis 1.0
Mon-Saudi 0.08 0.02-0.32 <0001
Mother's education
Frimary= 1.0
Secondary/Diploma 5.05 1.29-12.73 0.020
Eachelordegres 772 1.894-30.66 0.004
Higher eduction 10.21 4.16-100.04 <0.001
Mother's oocupation
House wifes® 1.0
Governmental 351 L1&-10.&0 0.026
Frivate/business 012 0.02-0.79 0.023
Residence
With own or husband s family ® 1.0
Separstehouse 2.2 1.07-5685 0.045
Mode of delivery of last child
Spontansous vaginal delivery 1.0
Cesareansadion 11.14 3.72-2L.30 <0,001
MICL admission of the last child
M= 10
Yes 913 217-75.11 <0001
Attitude towards BF
MNegatives: 1.0
Fositive 0.25 0.09-0.67 0.006

a Reference category

Terms of father’s occupation, income, number of children and using of pacifier were not significant (removed from the
final model).

Causes of discontinuation of breastfeeding

Table 8 demonstrates that the commonest reported causes of discontinuation of BF among the participants were
thinking that breast milk is not enough (39.9%), going back to work (38.5%) and thinking that baby will be demanding
on breastfeeding (13.3%).

Table 8: Causes of discontinuation of breastfeeding among mothers (n=218)

Freguency Percentage
Hezalth condition of themother 23 105
Health condition of the child & 2.8
Social issuss 12 5.5
Economicissues 4 1.8
Complicationsfrom bresstfeading 4 1.2
Dissaisfaction 7 3.2
Going backto work 24 355
Thinkingthat breast milkis not enough a7 39.9
Thinkingthat baly willbe demanding onbreastfesding 2 1=3
Others 149 2.7
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Discussion

Despite the documented highinitiation rate of breastfeeding
in the Kingdom of Saudi Arabia,(22-24) there is reluctance
in continuing exclusive breastfeeding, (22) as it has been
reported to be between 12-14% (22, 23). The present
study was carried out mainly to assess the prevalence
of breastfeeding initiation and discontinuation as well as
the determinants of discontinued initiated breast feeding
among females in Abha city.

In the present study, the majority of mothers have initiated
breast feeding (86.2%) with 47.5% of them having initiated
it within 24 hours of delivery. However, only 19.3% of them
continued BF while the remaining majority discontinued
it. This practice is not in line with recommendations of
the WHO and UNICEF which stated that mothers should
initiate breastfeeding within the first hour of birth and
babies be exclusively breastfed for the first 6 months of
life (5).

In the Kingdom Saudi Arabia, the rate of breastfeeding
initiation on the first day of delivery was 92% in an old
study, (25) and reaching 94.4% in a relatively recent study
(26). Also in another Saudi study, 37% of mothers reported
exclusive breastfeeding in the first 6 months after birth,
and 31.9% of them continued to breastfeed their infants
for 24 months (27) and in a study carried out in Abha
(2012), 90.9% of mothers have initiated breastfeeding,
however only 13.7% exclusively breastfed their infants for
the first six months of life (12). This drop in the percentage
of breastfeeding since birth up to 6 months of age, gives
us a clue that there is a defect leading mothers not to
maintain breastfeeding exclusively in the first 6 months of
their infants’ lives. Close rates of initiation of breast feeding
were also reported internationally. Uganda (85.7%),(28)
Italy (916 %)(29) and Australia (93+3 %) (30).

This practice of discontinuing BF, despite the high initiation
rate is not unique in the Kingdom of Saudi Arabia as it
has been reported on a global level as approximately
38% of babies are exclusively breastfed during their first
year of life(9). In the Middle East, initiation of BF within an
hour was reported among 34.3% of mothers while only
20.5% followed an exclusive BF for the first 6 months of
newborn life (10). In Uganda, the prevalence of exclusive
BF reached 24.6% at five months (28). In Cyprus, similar
to our findings, initiation of BF was high, however,
discontinuation was observed and was highest before the
fourth month; additionally, the prevalence of EBF was only
5:0% at the infants™ age of 6 months (31).

In the present study, the majority of mothers reported
receiving health education regarding BD; the main sources
were self-education, doctors and nurses. However, this
history could not impact positively on both attitude towards
BF as well as practicing it, which raises a question about
the quality and nature of such education. Furthermore,
self-education (through social media and Internet sources)
and nurses were the only two ways that improved attitude
towards BF, without effect on practice. In another recent

Saudi study, the main sources of information about infant
feeding were social media, Internet sources, friends and
relatives (24). It has been reported that social media and
Internet sources™ information, although questionable and
hard to control, are cheap, easily accessible, and widely
distributed (32).

It is obvious from results of the present study that more
than half of the mothers expressed a positive attitude
towards BF as 72.1% of them agreed that healthcare
workers encourage breastfeeding, 71.9% agreed that
breastfeeding helps in weight loss, 69.9% agreed that
breastfeeding is easier than artificial feeding and 61.9%
disagreed that breastfeeding has a negative effect on
marital relationship. However, 60.4% disagreed that work
places offer suitable private places for breastfeeding.
These findings are in line with previous local, (33) regional
(34, 35) and international studies (36).

In the current study, the determinants for discontinuing BF
were being Saudi and governmental employees, which is
an alarming finding and could be attributed to the fact that
most of young Saudi women nowadays are working with no
appropriate facilities for BF at work places as documented
in this study and also due to inadequate maternity leave
at governmental workplaces. This is also confirmed by
finding that women working in private places or business
were more likely to continue BF, mostly due to availability
of BF places and facilities at work places. The same has
been observed in studies carried out in Uganda(28) and
Tanzania (37).

Furthermore, in this study, higher educated women were
more likely to discontinue BF, mostly because of also being
engaged in work, in addition to wrong belief that artificial
feeding preserves a woman’s breast shape which was
documented by almost one-third of women in the present
study and most probably being more among higher
educated women. The same has been reported by others
in Saudi Arabia (12, 24, 27). It has been documented that
higher education does not mean higher knowledge and
a positive attitude towards breast feeding due to lack of
proper breastfeeding education of younger women at
schools and universities (38).

Breast feeding in the present study was more likely to be
discontinued among women living in a separate house
compared to others living with their own or husband's
house. This finding enforces the role played by family
members in encouraging continuing breastfeeding. The
same has been reported by others in Saudi Arabia (39).

In the current study, women delivered by cesarean section
were more likely to discontinue breast feeding. It has been
reported in many studies that women delivered by CS
were less likely to initiate breastfeeding or to maintain it
before hospital discharge as compared to those delivered
vaginally (40-42). Moreover, it has been shown that
maternal choice for the mode of delivery may affect her
decision to breastfeed (43). This could be attributed to
maternal reasons such as the side effect of the anesthesia
drugs, (44) postpartum maternal fatigue orwound pain (45).
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In accordance with others,(46, 47) the present study
revealed that women having NICU admission of their
newborns were more likely to discontinue breast feeding.
Also, as expected, women who expressed a positive
attitude towards BF were less likely to discontinue BF. The
same has been reported by others (34, 38).

In the present study, commonest reported causes of
discontinuation of BF among the participants were thinking
that breast milk is not enough (39.9%), going back to work
(38.5%) and thinking that baby will be demanding on
breastfeeding (13.3%). In a similar Saudi study, the most
frequent reasons for discontinuing BF was insufficient
breast milk (25.9%), followed by getting pregnant (19.7%)
and finally being a working mother (15.9%) (27). In
Uganda, reasons associated with discontinuing BF were
age of the infant, mother’s work, infrequent attendance
of antenatal care clinics, and improper breastfeeding
practices at delivery (28). Insufficient breast milk was also
reported by others as a main reason for discontinuing BF
(37, 48, 49).

Strengths and limitation

Only inclusion of mothers of children aged up to two years
minimized the possibility of recall bias. In addition, data of
the present study explored the current practice of breast
feeding in Abha city and defined the determinants of its
discontinuation despite the high initiation rate. Additionally
inclusion of mothers from both primary healthcare centers
and outpatients clinics in children and maternity hospital
ensured the best representation of various groups of
people. However, the cross-sectional design applied in this
study proves only association and not causality between
dependent and independent variables. Also, assessment
of the infant feeding history was done based on information
gathered from mothers, which may overestimate the actual
practice of exclusive breast feeding.

Conclusion

The study concluded that initiation of breastfeeding was
very highly practiced by mothers in Abha city, Saudi Arabia.
However, its discontinuation before the recommended
time is also a highly reported practice. Discontinuation of
breastfeeding was more frequently reported among Saudi
mothers, those with higher education, governmental
employees, those living in separate house, delivered by
cesarean section, mothers who reported NICU admission
of their newborns and those who expressed negative
attitudes towards BF. The commonest reported causes of
discontinuation of BF among the participants were thinking
that breast milk is not enough, going back to work and
thinking that baby will be demanding on breastfeeding.

Recommendations

In orderto maintain the high rate of initiation of breastfeeding
and following the recommendations of WHO and UNICEF,
the following are recommended:

1. Creation and/or activation of breastfeeding classes for
pregnant women during their antenatal visits to primary
healthcare centers and hospitals.

2.Encouraging mothers to attend antenatal care visits to get
information about the benefits of exclusive breastfeeding
to children up to age of 6 months.

3. Providing suitable places for breastfeeding for working
mothers as well as sufficient maternity leave.

4. Future study is warranted to explore the obstacles
for exclusive breast feeding in more details, particularly
those related to workplaces and negative attitude towards
breastfeeding.

Referencess

1. Schanler RJ, Hurst NM, Lau C. The use of human
milk and breastfeeding in premature infants. Clinics in
perinatology. 1999 Jun 1; 26(2):379-98.

2. Tarrant M, Fong DY, Wu KM, Lee IL, Wong EM, Sham A,
et al. Breastfeeding and weaning practices among Hong
Kong mothers: a prospective study. BMC pregnancy and
childbirth. 2010 Dec 1; 10(1):27.

3. Hoddinott P, Tappin D, Wright Ch. Breast feeding. BMJ.
2008 Apr 19; 336(7649): 881-887.

4. Dieterich Ch M, Felice JP, O’Sullivan E, Rasmussen
KM. Breastfeeding and Health Outcomes for the Mother-
Infant Dyad. Pediatric Clinics of North AmericaFebruary
2013; 60(1): 31-48.

5. World Health Organization (WHQ) 2018, United Nations
Children’sFund (UNICEF),2018.Implementationguidance:
protecting, promoting and supporting breastfeeding in
facilities providing maternity and newborn services — the
revised Baby-friendly Hospital Initiative.

6. Mason R (3 January 2014). “Parents ‘face too much guilt
over breastfeeding and work™. The Guardian. Archived
from the original on 10 May 2017. Retrieved 1 April 2020.
7. Curzer, Mirah (4 August 2016). “You Can’t Call Yourself
A Feminist If You Shame Women Who Don'’t Breastfeed”.
Archived from the original on 2 October 2016. Retrieved
1 April 2020.

8. Graham-Harrison E (7 February 2014). “UAE law
requires mothers to breastfeed for first two years”. The
Guardian. Archived from the original on 26 November
2016. Retrieved 1 April 2020.

9. World Health Organization (WHO). Infant and young
child feeding Fact sheet N°342. February 2014. Archived
from the original on 8 February 2015. Retrieved 1 April
2020.

10. Alzaheb RA. A Review of the Factors Associated
With the Timely Initiation of Breastfeeding and Exclusive
Breastfeeding in the Middle East”. Clinical Medicine
Insights Pediatrics. 2017,11:1179556517748912.

11. Labbok M, Krasovec K. Toward consistency in
breastfeeding definitions. Studies in family planning
1990;21(4): 226-230.

12. Al-Binali AM. Breastfeeding knowledge, attitude
and practice among school teachers in Abha female
educational district, southwestern Saudi Arabia.”
International breastfeeding journal 2012;7(1): 10-16. doi:
10.1186/1746-4358-7-10

13. WHO. Saudi Arabia: Country Profiles. World Health
Organization. Available online: http://www.who.int/gho/
countries/sau/country_ profiles/en/ (accessed on 17 April
2017).

WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBER 2021



POPULATION AND COMMUNITY STUDIES

14. Ahmed AE, Salih OA. Determinants of the early
initiation of breastfeeding in the Kingdom of Saudi Arabia.
Int Breastfeed J. 2019,14:13.

15. Azzeh FS, Alazzeh AY, Hijazi HH, Wazzan HY,
Jawharji MT, Jazar AS, et al. Factors associated with
not breastfeeding and delaying the early initiation of
breastfeeding in Mecca Region, Saudi Arabia. Children
2018; 5: 8.

16. Ayed AA. Knowledge, attitude and practice regarding
exclusive breastfeeding among mothers attending primary
health care centers in Abha City. Int J Med Sci Public
Health. 2014;3:1355-63.

17. Haider R, Saha KK. Breastfeeding and infant growth
outcomes in the context of intensive peer counselling
support in two communities in Bangladesh. International
breastfeeding journal. 2016 Dec; 11(1):18.

18. World Health Organization. E-Libraryof Evidence
for Nutrition Actions (eLENA). 2018; http://www.who.int/
elenaltitles/exclusive _breastfeeding/en/.

19. Wikipedia. Abha, Asir region, Saudi Arabia. https://en.
wikipedia. org/wiki/Abha

20. Ministry of Health (MOH), statistical year book 2018.
https://www.moh.gov.sa/en/Ministry/Statistics/book/
Documents/book-Statistics.pdf

21. Santana GS, Giugliani ER, Vieira TD, Vieira GO.
Factors associated with breastfeeding maintenance for 12
months or more: a systematic review. Jornal de Pediatria
(VersdoemPortugués). 2018 Mar 1;94(2):104-22.
22.Nafeeelsayed HM, Exclusive breastfeeding, prevalence
and maternal concerns: Saudi and Egyptian mothers. J.
Educ. Pract. 2016;7: 5-11.

23. Hassa A, Arabia S, Amin T. Determinants of initiation
and exclusivity of breastfeeding. Breastfeed. Med. 2011;
6: 10-12. doi.org/10.1089/ bfm. 2010.0018.

24. Alnasser Y, Almasoud N, Aljohni D, Almisned R,
Alsuwaine B, Alohali R, et al. Impact of attitude and
knowledge on intention to breastfeed: Can Health based
education influence decision to breastfeed exclusively?
Annals of Medicine and Surgery 2018;35: 6-12

25. Al-Jassir MS, El-Bashir BM, Moizuddin SK, Abu-Nayan
AAR. Infant feeding in Saudi Arabia: mothers’ attitudes
and practices. Eastern Mediterranean Health Journal
2006; 12(1/2):6-13

26. Alyousefi NA, Alharbi AA, Aimugheerah BA, Alajmi NA,
Alaiyashi SM, Alharbi SS, et al. Factors influencing Saudi
mothers’ success in exclusive breastfeeding for the first
six months of infant life: A cross-sectional observational
study. Int J Med Res Health Sci 2017; 6(2): 68-78

27. Alshebly M, Sobaih B. Attitudes of Saudi mothers
towards breastfeeding. Sudan J Paediatr. 2016; 16(1):
31-36.

28.Nabunya P, Mubeezi R, Awor P. Prevalence of exclusive
breastfeeding among mothers in the informal sector,
Kampala Uganda. PLoS ONE 2020; 15(9): e0239062.
https://doi.org/ 10.1371/journal.pone.0239062

29. Lauria L, Spinelli A, Grandolfo M. Prevalence of
breastfeeding in Italy: a population based follow-up study.
Ann Ist Super Sanita 2016; 52: 457—461.

30. Magarey A, Kavian F, Scott J, Markow K, Daniels L.
Feeding mode of Australian infants in the first 12 months
of life: an assessment against national breastfeeding

indicators. J Hum Lact 2016; 32, NP95—-NP104. doi: 10.11
77/0890334415605835.

31. Economou M, Kolokotroni O, Paphiti-Demetriou |,
Kouta C, Lambrinou E, Hadjigeorgiou E, et al. Prevalence
of breast-feeding and exclusive breast-feeding at 48 h
after birth and up to the sixth month in Cyprus: the BrEaST
start in life project. Public Health Nutrition: 2017;21(5):
967-980 doi:10.1017/S1368980017003214

32. Karkkainen S, Keinonen T, Hartikainen-ahia A, Vainio
K. An internet-based medicine education intervention :
fourth graders ' perspectives, Educ. Sci. 2017;7: 2=13,
https://doi.org/10.3390/educsci7020046

33. Khresheh R. Knowledge and attitudes toward
breastfeeding among female university students in Tabuk,
SaudiArabia. Nurs Midwifery Stud 2020;9:43-50. Available
from: https://www.nmsjournal.com/text. asp?2020/ 9/
1/43/275995

34. Hamade H, Naja F, Keyrouz S, Hwalla N, Karam J,
Al Rustom L, et al. Breastfeeding knowledge, attitude,
perceived behavior, and intention among female
undergraduate university students in the Middle East: The
case of Lebanon and Syria. Food Nutr Bull 2014;35:179
90

35. Al-Ali NM, Hatamleh R, Khader Y. Intention and
attitudes towards breastfeeding among undergraduate
female student at a public Jordanian university. Evid
Based Mid 2012;10:119 24.

36. Padmanabhan R, Thulasingam M, Chinnakalai P.
Female college students knowledge, attitude and future
intention towards breastfeeding: Implications for advocacy.
J Clin Diagn Res 2016;10:LC11 4.

37.Victor R, Baines SK, Agho KE, Dibley MJ. Determinants
of breastfeeding indicators among children less than 24
months of age in Tanzania: a secondary analysis of the
2010 Tanzania Demographic and Health Survey. BMJ
open. 2013; 3(1):5-6. doi:10.1136/ bmjopen-2012-001529
38. Al-Jassir MS, El-Bashir BM, Moizuddin SK, Abu-Nayan
AAR. Infant feeding in Saudi Arabia: mothers’ attitudes and
practices, East. Mediterr. Health J. 12 (2006) 6—13 http://
pesquisa.bvsalud.org/ portal/ resource/es/mdIl-17037217.
39. Alzaheb RA. Factors influencing exclusive
breastfeeding in Tabuk, Saudi Arabia. Clin. Med. Insights
Pediatr. 2017;1:1. https://doi.org/10.1177/1179556517698
136.

40. Prior E, Santhakumaran S, Gale C, Philipps LH, Modi
N, Hyde MJ. Breastfeeding after cesarean delivery: A
systematic review and meta-analysis of world literature.
The Am J Clin Nutr. 2012;95(5):1113-1135. DOI: 10.3945/
ajcn.111.030254.

41. Hobbs AJ, Mannion CA, McDonald SW, Brockway M,
Tough S. The impact of cesarean section on breastfeeding
initiation, duration and difficulties in the first four months
postpartum. BMC Pregnancy Childbirth 2016;16(90).
DOI:10.1186/s12884-016-0876-1

42. Regan J, Thompson A, DeFranco E. The influence
of mode of delivery on breastfeeding initiation in women
with a prior cesarean delivery: a population-based study.
Breastfeed Med. 2013;8(2):181-186. DOI: 10.1089/
bfm.2012.0049.

43. Zhang F,

WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBER 2021

99



POPULATION AND COMMUNITY STUDIES

43. Zhang F, Cheng J, Yan S, Wu H, Bai T. Early feeding
behaviors and breastfeeding outcomes after cesarean
section. Breastfeed Med 2019;(5): 325e33. DOI:10.1089/
bfm.2018.0150.

44. Cobb B, Liu R, Valentine E, Onuoha O. Breastfeeding
after Anesthesia: A Review for Anesthesia Providers
Regarding the Transfer of Medications into Breast Milk.
Transl Perioper Pain Med. 2015;1(2):1-7. PMID: 264 13558;
PMCID: PMC4582419.

45. Lai YL, Hung CH, Stocker J, Chan TF, Liu Y.
Postpartum fatigue, baby-care activities, and maternal-
infant attachment of vaginal and cesarean births following
rooming-in. Appl Nurs Res. 2015;28(2):116-120. DOI:
10.1016/j.apnr.2014.08.002.

46. Jonsdattir RB, Jonsdottir H, Skuladéttir A, Thorkelsson
T, Flacking R. Breastfeeding progression in late preterm
infants from birth to one month. Maternal & Child nutrition
2020 Jan;16(1):e12893

47. Hannan KE, Juhl AL, Hwang SS. Impact of NICU
admission on Colorado-born late preterm infants:
breastfeeding initiation, continuation and in-hospital
breastfeeding practices. Journal of Perinatology 2018; 3:
557-566. https://doi.org/10.1038/s41372-018-0042-x

48. Mgongo M, Hussein TH, Stray-Pedersen B, Vangen
S, Msuya SE, Wandel M. “We give water or porridge, but
we don’t really know what the child wants:” a qualitative
study on women’s perceptions and practices regarding
exclusive breastfeeding in Kilimanjaro region, Tanzania.
BMC pregnancy and childbirth. 2018; 18(1):4-9. https://
doi.org/10.1186/s12884-017-1628-6.

49. Kimani-Murage EW, Wekesah F, Wanjohi M,
Kyobutungi C, EzehAC, Musoke RN, et al. Factors affecting
actualisation of the WHO breastfeeding recommendations
in urban poor settings in Kenya. Maternal & Child Nutrition.
2015; 11(3):330-132. 31.

100 WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBER 2021



EDUCATION AND TRAINING

Does test anxiety and gender have an impact on OSCE
Performance among medical students?

Farzana Rizwan Arain

Correspondence:

Professor Farzana Rizwan Arain

OBG department, Taif medical college,
Taif, Kingdom of Saudi Arabia

Tel: 0567379218

Email: Dr_farzanarizwan@hotmail.com

Received: September 2021; Accepted: October 2021; Published: November 1, 2021.

Citation: Farzana Rizwan Arain. Does test anxiety and gender have an impact on OSCEPerformance among

medical students? World Family Medicine. 2021; 19(11): 101-107 DOI: 10.5742/MEWFM.2021.94165

Abstract

Objective: to determine the association of test anxi-
ety on OSCE performance of medical students in
Taif Medical College.

Study Design: The survey research design was
used to conduct the research.

Place and Duration of study: This was a comparative
cross sectional study conducted on the 3rd, 4thand
5th year medical students in Taif Medical College of
Taif University KSA.

Materials & Methods: A ten item questionnaire de-
veloped by Nist and Diehl (1990) for determining
mild or severe levels of TA experienced by students
was used in the study.

Results: A total of 518 students participated in the
survey. The majority of the sample population was
male 319 (61%) and 199 (39%) were females. Our
results showed that a greater proportion (21%) of
the male students, as compared to their counter-
parts, were in the group having high level of anxi-
ety during test. It was observed that the 3rd year
students performed poorly on TA and scored high
on the scale. The difference observed in proportions
was also statistically significant (Chi square 65.97,
p value 0.000001). There was a significant negative
correlation between the test anxiety and students
performance in oral structured examination (OSCE).
Pearson correlation coefficient of -0.45 and a p val-
ue < 0.0001 was observed.

Conclusion: We conclude that test anxiety is expe-
rienced by a large number of undergraduate medi-
cal students of Taif Medical University. Anxiety has
a negative effect on overall academic performance;
female students were also more affected compared
to their male counterparts.

Key Words: Test anxiety, gender, medical students,
academic performance
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Introduction

Medical education exposes students to a highly stressful
environment (1).Numerous reasons have been attributed,
however tests and examinations are considered to
be amongst the top stressors related to anxiety being
experienced by the graduating students (2,3).

Tests, on one hand offer continuous feedback on the
student’s progress which provides an opportunity to
improve, for both the teachers and the graduates. On
the other hand examinations are considered a significant
predictor of student performance and propensity, hence can
result in causing test anxiety (TA) in medical students (4).

It has been argued that anxiety and stress are factors which
can tremendously hinder the performance level of students
whenever they are examined for their competence,
promotion to higher grades and propensity irrespective of
theirage, and the field they are working in(3,5). Animportant
component of test anxiety which might also influence
student’s performance is its behavioral aspect which
alludes to the poor learning and exam taking strategies,
inattention and distraction while taking exams (6).

Testanxiety (TA)isasocial phobiawhichmakesthe students
very doubtful about their ability. As a result, students are
less able to deal with test situations (6). Exams produce
an anxiety state when a student who has the knowledge
is not able to recall or apply it properly. This also explains
that anxiety scores and test scores are inversely related.
However test associated anxiety might also play a double
role where it is perceived as a factor which prepares the
students for the stress they will come across subsequently
later in the course of their academic career (7).

TA is considered as a persistent trait of one’s personality
by some, whereas for others it is the extreme reaction or
anxiousness of some individuals when they are exposed
to an exam situation (8). It has been argued that the
extreme level of anxiety in test anxious students triggers
the concerns, fears of failing and forgetfulness stored in a
person’s memory. The student becomes more preoccupied
with the insinuations and consequences of failure to meet
a situational challenge and loses their focus on the exam
task thus leading to impeding their performance in the
exam (6,9).

It is also worth mentioning that although test associated
anxiety and stress might have a negative influence on the
academic performance of some students, a moderate level
of stress is considered normal, beneficial and contributes
positively in successful performance (10,11). It has been
identified that anxiety greatly influences the grades of the
students, the type of test and their performance init (12). TA
results in disturbance and distress which can be disastrous
for the students as it may impair their performance (5). TA
is reported to be a common type of performance anxiety.
Many countries from the Arabian peninsula have students
experiencing TA due to greater stakes involved in the test
scores (13,16).

In an effort to introduce excellence and accountability
to medical education the use of standardized tests has
increased which has also led to an increase in the TA
amongst students. This anxiety can affect any student,
regardless of the gender, ethnicity, socio-economic status;
grade level, and intellectual capacity (17).Worldwide,
women are in the majority in terms of getting admission
to medical schools (18). Female medical students are
competing and trying to be at par with the male medical
students as regards to academic competence, clinical
communication and patient-centered care. However
literature shows that they are more anxious and less
confidentin their abilities than their male counterparts (19).

A review of literature shows that researchers have
focused on the relationship between the TA and academic
performance. It has been revealed that there exists a
negative relationship between the two constructs. TA
hinders mental and physical abilities of students which
results in low scores in exams (20).

It is shown that in low test anxious students’ exam
associated anxiety positively influences their exam
preparation and performance. Whereas in high test
anxious students, TA is reported to prevent them from
functioning normally (10,12). It has been reported that
these students do not adopt proper study skill and also
give inadequate time to their studies (12).

TAis a vigorous process and a contentious area that if not
handled seriously might become severe with the passage
of time (20). High test-anxious students were also found to
have poorer study skills. For the high test-anxious group,
quality of study habits and amount of study time were also
positively related to academic performance. A negative
relationship between TA and academic performance has
also been reported (20).

Findings from a study have indicated that level of TA did
not differ much in students exposed to different systems of
education (21). However some studies done to determine
the relationship of gender with TA highlighted greater TA
levels in female students. One of the main reasons for this
highTAcouldbe the differentrole expected offemalestoplay
causing them to face some very conflicting situations (22).

The introduction of objective structured clinical

examinations (OSCEs) in medical schools led the
researchers to investigate the differences in performance
of male and female OSCE examinees and the anxiety
level of these students. In this regard little data is available
that can identify the gender impact on clinical and
communication skills during OSCE (23,24). However from
the available data it could be summarized that the effect
of gender on the anxiety levels and on OSCE ratings is
inconsistent, with some researchers finding no gender
difference in performance on the basis of their gender
whereas others showing a definitive difference (25,27).
The finding of this study will be noted for the benefit of
society considering that medical students are assuming
a vital part in society. The more noteworthy interest for
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more sensible and effective teaching methodology and
the approach towards the assessment results. Medical
colleges adopting the recommended approach derived
from the results of this study will be able to better train
their medical students thus producing more confident and
competent graduates.

The findings of the study will also suggest several ways
for medical educators that can be adopted to minimize
the detrimental effect of TA and also propose possible
directions for future research in the area.

Research Questions

The current research explores the following research
questions:

i. Is there any gender difference in TA and academic
performance of medical students?

ii. Is there any difference in TA level of medical students of
different academic years (3rd, 4th, 5th years).

iii. What is the relationship between TA and academic
performance of medical students?

The present study therefore attempts to enrich the
understanding of TA in the local context by examining the
nature of TA and medical students’ attainment of education
goals in Taif, Saudi Arabia.

Hypothesis

i. There is a significant difference in association of TA
and OSCE scores between male and female medical
students.

ii. There is a significant difference in anxiety levels among
3rd, 4th and 5th year medical students

iii. There is a significant negative association of TA with
performance of students in OSCE.

Method

Research Design
The survey research design was used to conduct the
research.

Sample and Sampling Strategy
A convenience sampling method was used to select study
participants from each stratum.

Inclusion Criteria

Students with the following criteria were recruited in this
study

- Age greater than 20 years

- Currently enrolled in 3rd, 4th or 5th year in Taif Medical
College

- Agreeing to participate in the study.

Exclusion Criteria
- Medical students with speech defects which considerably
affects the clarity and content of the speech

Research Design and Setting

This was a comparative cross sectional study conducted
on the 3rd, 4th and 5th year medical students in
Taif Medical College of Taif University, KSA. Using a
convenience sampling technique a total of 450 medical
students (sample size calculated using the finding of the
study by Fallahzadeh, 2011) were included in the study.
75 students each from both genders (total 150) meeting
the inclusion criteria were enrolled.

TA level of 450 students was measured using a TA
questionnaire. Medical student's performance was
identified using the marks scored by them in the OSCEs
of the last high stakes examination (modules). Statistical
analysis was done to test all hypotheses. P value < 0.05
was considered significant to accept or reject the null
hypothesis.

Instrument:

Test anxiety questionnaire

Atenitem questionnaire developed by Nistand Diehl (1990)
for determining mild or severe levels of TA experienced
by students was used in the study. Student’s responses
were calculated based on a 5 point rating scale with 1, 2,
3, 4 and 5 points allocated to Never, Rarely, Sometimes,
Often, and Always respectively.

Scores obtained on the ten item questionnaire ranged
from 10 — 50. A score of <10 was considered as having no
test anxiety, a score ranging from 10 to 19 was graded as
low, 20 to 35 as moderate and that from 36 to 50 as a high
test anxiety level.

Academic grades:

Marks scored by the students in the OSCEs of the last two
modules (final semester) were considered for comparison
with their TAlevels. The modules included were Psychiatry
& Surgery 1 for 3rd year, Obstetrics & Gynaecology 1 and
Family medicine for 4th year and Surgery 2 and Obstetrics
& Gynaecology 2 for 5th year, respectively.

Operational definitions:

Test —Anxiety

TAis defined as a state of uneasiness and distress before
and during a test that often lowers performance.

Academic performance

Student’s academic performance was based on cumulative
marks scored by them in the OSCEs conducted at the end
of the final semester.

Ethical Procedure:

Research ethics committee of Taif University KSAapproved
the study. After an informed consent participants (both
male and female) were asked to fill in a TA questionnaire.
Anonymity and confidentiality was maintained throughout
the research.

WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBER 2021

103



Participants’ OSCE scores were then compared with their
anxiety levels. The effect of anxiety on both male and
female medical students of 3rd, 4th and 5th year was also
analyzed.

Statistics:

Descriptive statistics were performed. Categorical/
Qualitative variables were presented as frequencies and
percentages while quantitative variables were presented
as Mean + Standard deviation.

EDUCATION AND TRAINING

Correlation analysis was carried out to identify the
association between anxiety and its domains with
academic performance.

* Hypothesis one was tested by t-test.

* Hypothesis two was tested by one-way ANOVA.

* Hypothesis three was tested by Pearson correlation.

P value < 0.05 was considered to accept or reject the null
hypothesis.

199 (39%) were females. The mean age of the students was 23 years SD+ 1.3 years (Table 1). Almost an equal
proportion of students from third year (n=204, 39%) 4th year (n= 137, 26%) and final year (n= 177, 34%) participated

in the study.

Table 1: Demographic characteristics of study participants
Age 23 years 50+ 1.3 years

Gemder
Male 3 Bl.55%
Female 199 38.42%
Level of study

ard year students 204 39.38%
dthyear students 137 26.45%
Sthyear students 177 34.17%
TOTAL 518 100.00%

The mean academic scores (OSCE) among three levels of undergraduate students were closer to each other. The
3rd year scored 80+ 7, 4th year students scored a mean score 83 + 6 and final year scored 83.1 + 9.

Table 2: Academic performance among different levels of study

DOCSE Score * year Mo.o.s Mean StdDev
Zrd 204 20,4051 7.0024
dth 137 23,0265 @ 2002
Eth 177 B83.1727 9.0322

The reliability index measured by Cronbach’s alpha on 10 items is 0.85 which showed a good reliability of scale.

Our results showed that a greater proportion (21%) of the male students as compared to their counterparts were in
the group having high level of anxiety during test. The findings were however statistically insignificant (Chi 7.2, p value
0.06). Therefore, anxiety scores do not vary by gender.

Table 3: TA levels among male and female students

Low TA Moderate TA High TA
Gender/TA Level Mo TA<10 (11-20) (21-35) (36-50) Total P-Walue
Male 27(8.5) a3(31) 126(39.5) 67(21) 319
Female 15075 G337 Seida.2) 25012.6) 199
Total 42(8.1) 162(31.3) 222(42.9) 92{17.8) 518 | 0.084
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To find out the effect of level of study on student’s anxiety level it was observed that the 3rd year students performed
poorly on TA and scored high on scale. The difference observed in proportions was also statistically significant (Chi
square 65.97, p value 0.000001).

Table 4: Distribution of TA scores among different years of education

Low TA Moderate TA High TA
Academic levels No TA <10 {10-19) {21-35) {36-50) Total | P-Value
3th year 9(4.4) 53(26) 10049} 42(20.6) 204
dth year 20(14.6) 67(48.9) 43(35.8) 1i0.7) 137 ks
Sthyear 13(7.3) 42{23.7) T34L2) 4227 T 177
Total 42(8.1) 162{3L.3) 222{42 9) 92(17.8) 517

Effect of anxiety levels on academic performance was also tested and there was a significant negative correlation
between the anxiety and students’ performance in academics. Pearson correlation coefficient of -0.45 and a p value <

0.0001 was observed.

Figure 1:Relationship of anxiety levels on academic performance

3th Year
z
= v m Less than 10
_g o m(10-19)
- m(20.35)

) W over 35
3rd Year
0 20 40 60 80 100

OS5CE Score(%)

Table 5: Pearson’s Correlation Analysis

Coefficient T Statistic P-Value

-0.4597 11.7579 <0.0001

Correlation Coefficient: r*2 = 0.21
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Discussion

Our study found multiple aspects interplay in stress
of examination on student’s performance. This study
conducted on three levels of undergraduate students
of Taif University-KSA showed that all the students,
irrespective of their level of study, faced anxiety when
taking examinations. Though varying levels were observed
and also the level of anxiety also differed, every level of
studentship was facing stress. This finding is in line with
many of the studies from around the world. The reason
being the students perceive examination as a source of
anxiety (28). Studies from around the world and from
across all disciplines explained this phenomenon (29,30).

To have a deeper understanding the study looked into the
differences of anxiety level among various parameters
like level of study, across gender and direct impact on
academic performances. When observing the anxiety
levels across genders we found that the medical college
female students were more commonly stressed before
and during examination when tested on the scale. This
difference is observed in other studies also (30). The reason
for this is females are emotionally more vulnerable to fall
prey to anxiety than their male counterparts (31,32). This
explains careful and planned interventions for mitigating
the stress must focus on females particularly.

The pattern of distribution of stress when observed across
the level of study showed that its effects were marked
in juniors i.e. the 3rd year students were more severely
affected by stress. The reason may be that seniors are
more tuned in to type of assessmenti-e OSCE examination
and its pattern. Their previous exposures in previous levels
have oriented them and hence their severity was not as
extreme as the juniors. The fact is supported by a study
on medical students (33) where they were asked about
management of test anxiety, where students described
that after experiencing the anxiety they devise their own
strategies for coping with it hence proving that previous
exposures may lead to lower levels of anxiety as evident
in our study. This explains that strategies to mitigate this
stress must focus on earlier level students and freshmen.

This study also explored the direct effect of test anxiety
on academic performance of students and not surprisingly
supported the hypothesis that anxiety has a significant
and profound negative impact on student’s performance.
The overthinking, negative emotions and depression
associated with test anxiety lead to an overall decreased
academic performance and limits students’ critical thinking
ability especially in those who are severely affected. The
literature also supports this observation where a study
from Iran described the role of motivation and positive
emotions on academic performance (34).

EDUCATION AND TRAINING

Conclusion and Recommendations

* We conclude that test anxiety is experienced by a large
number of undergraduate medical students of Taif Medical
University.

» We also conclude that anxiety has a negative effect on
overall academic performance of medical students.

* The female students were also more affected as
compared to their male counterparts.

» Stress was predominantly more apparent in the third
year students. They experienced moderate to high level
of stress.

The alarming levels of TA prevalent in students of all levels
of medical studentship are worrisome. The contributing
factors other than reported in our study must be carefully
determined. Targeted mitigation strategies must be
implemented by the university to help students overcome
their TA and demonstrate their true achievement.

Limitations:

* The study only analyzed the relationship between
TA and students’ academic performance i.e. apparent
competencies as opposed to an insight built.

* Impact of individual’s anxiety measurements and other
instructive develop were also not measured.
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Abstract

Inclisiran, a drug developed by Novartis, is a recent Key words: Inclisiran, efficacy, cholesterol-lowering
medication designed to alleviate cardiovascular dis-
ease symptoms through improving low-density lipo-
protein cholesterol levels. Mechanistically, inclisiran
is a chemically synthesized small interfering RNA
(siRNA) molecule targeting serine protease pro-
protein convertase subtilisin-kexin type 9 (PCSK9),
resulting in degradation of the LDL receptor. Posi-
tive, large-scale clinical trials on the use of inclisiran
demonstrate the drug’s efficacy in reducing LDL
cholesterol levels in patients afflicted with cardio-
vascular disease. Moreover, Novartis and the Na-
tional Health Services (NHS) of the UK have very
recently come to an agreement (September 1st,
2021) on the drug’s utility, as the NHS has enabled
inclisiran’s use in more than 300,000 patients with
a history of cardiovascular disease. However, de-
spite the promising clinical trials on inclisiran as well
as its use in the UK, the U.S. Food and Drug Ad-
ministration (FDA) has yet to approve the drug as a
treatment strategy for cardiovascular disease. This
review will analyze and discuss the clinical efficacy
of inclisiran based on the recent clinical evidence for
its pharmacological use in the treatment of cardio-
vascular diseases.
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Introduction

For many years, cardiovascular disease (CVD) has been
one of the leading causes of death globally, and in 2017
alone it accounted for 17.8 million deaths across the world
(1). A significant risk factor for the development of CVD is
hyperlipidemia or hypercholesterolemia, which is typically
defined as an elevation in total fasting cholesterol levels
(and possibly elevated triglycerides as well) (2). Importantly,
lipids are insoluble in plasma and are instead transported
via substances known as lipoproteins, which can then be
measured to determine an individual’s lipid status. Low
density lipoprotein (LDL-C) is frequently measured, with
values between 130-159mg/dL suggesting hyperlipidemia
and values above 190mg/dL considered severely high and
treatment (in the form of statins, lifestyle changes, etc.)
is necessary (3). Thus, modifying cholesterol uptake or
metabolism throughout the body may be one mechanism to
improve hyperlipidemia and reduce the incidence of CVD.

Interestingly, a new class of drugs known as proprotein
convertase subtilisin/kexin type 9 (PCSK9) inhibitors have
recently been developed to achieve this goal. Research in
the early 2000’s showed that mutations in the PCSK9 gene
resulted in autosomal dominant hypercholesterolemia, and
subsequent work demonstrated the protein is involved in
the regulation and catabolism of the LDL-receptor (4,5).
Specifically, PCSK9 degrades LDL-receptors resulting in
diminished LDL-receptor recycling and LDL uptake. Due to
this activity, pharmacological inhibition of PCSK9 has been
proposed as a possible method to improve hyperlipidemia
by preventing catabolism of the LDL-receptor and
increasing cholesterol uptake. Recent clinical trials have
illustrated PCSK9 inhibitors are successful in reducing
LDL-cholesterol levels by as much as 60% and can
significantly decrease the risk of developing adverse CVD
events. One of these pharmacological agents is inclisiran,
a long-acting, chemically synthesized siRNA covalently
linked to a ligand with three N-acetylgalactosamine
(GalNAc) residues. These residues bind directly to
asialoglycoprotein receptors on hepatocytes, leading
to inclisiran uptake (6). Importantly, hepatocyte-specific
uptake of inclisiran has been reported in multiple studies,
indicating the high specificity and efficacy of the drug
(7,8). Once inclisiran enters the hepatocyte, the drug has
specific cleavage activity of the PCSK9 mRNA, decreasing
PCSK9 protein and, ultimately, preventing LDL-receptor
breakdown. This review will discuss the recent clinical and
scientific evidence (namely, the recent ORION trials) for
inclisiran in the treatment of hyperlipidemia and CVD.

Inclisiran in the Clinic

The first clinical investigation to assess inclisiran’s effect on
LDL cholesterol was funded by Alnylam Pharmaceuticals
in 2014, and was also the first study to successfully show
that an siRNA drug can be used to clinically validate an
endpoint (9). The study was a randomized, single-blind,
placebo-controlled phase | dose-escalation study on 32
healthy adults with normal serum LDL cholesterol level. 24

of the 32 participants were randomly selected to receive a
single inclisiran dose (0.015mg/kg, 0.045mg/kg, 0.090mg/
kg, 0.150mg/kg, 0.250mg/kg, 0.400mg/kg) and eight were
given the placebo. Reports of adverse side effects were
similar between the inclisiran-treated and placebo-treated
groups (9). The most commonly stated side effects of
the treatment and placebo groups was the presence of
rashes around the injection site, and this adverse effect
was particularly prevalent in the 0.400mg/kg, high-dose
inclisiran group, although the data was insignificant. The
researchers also discovered just a single-dose of inclisiran
rapidly decreases PCSK9 protein in a dose-dependent
manner, as plasma PCSK9 protein levels were reduced
by 70% in the individuals given the 0.400mg/kg dose. This
reduction in PCSK9 was accompanied by a 40% reduction
in LDL-cholesterol from baseline values relative to placebo-
treated control individuals as well, indicating the drug was
not only effective at reducing PCSKO protein, but that it has
cholesterol-lowering capabilities as well. Overall, this was
the first clinical investigation to show inclisiran displays a
potent inhibitory effect on PCSK9 that can improve LDL-
cholesterol levels, and provided a basis for further, more
large-scale studies.

The ORION program consists of a sequence of clinical
investigations aimed at testing the safety and efficacy of
inclisiran use in hyperlipidemic or individuals with CVD.
The ORION-2 investigation was a proof-of-concept study
initially conducted to confirm the dose and regimen for
subsequent phase-3 clinical trials using an open-label,
single-arm treatment approach (10). All patients (n=5) of
the study were previously diagnosed with homozygous
familial hypercholesterolemia (HoFH), a genetic disorder
characterized by elevated levels of LDL-cholesterol that
typically results in premature atherosclerotic CVD, and the
patients were also receiving statin or ezetimibe therapy
as well. Patients were given a subcutaneous injection
of inclisiran sodium (300mg) and monitored for 180
days. If PCSK9 levels were not suppressed by 70% or
more, another dose was given either on day 90 or day
104. Interestingly, each participant receiving inclisiran
experienced robust and long-term PCSK9 reductions.
3 of the patients showed a robust decline in their LDL-
cholesterol levels as well, with levels declining as much
as 37% from baseline at 180 days after treatment (10).
One of the patients showed a notable reduction in PCSK9
protein but no reduction in LDL-cholesterol, but the authors
reported this individual had a history of poor response
to both of the currently marketed PCSKO9-inhibiting
monoclonal antibodies. The PCSK9 and LDL-cholesterol-
lowering effects of inclisiran persisted at day 300 in 2 of the
patients, indicating long-term efficacy after treatment with
only 2 doses. One individual received only one inclisiran
dose and PCSK9 levels remained suppressed for 300
days but LDL-cholesterol levels did not. Lastly, no adverse
events or injection site reactions/rashes were reported
by any of the study participants (10). This study, along
with the aforementioned clinical trial funded by Alnylam
Pharmaceuticals, provided the basis and framework for
more thorough investigations which were conducted over
the past couple of years.

WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBER 2021

109



REVIEWS

The ORION-9, 10, and 11 clinical investigations are the
3 robust clinical trials analyzing the safety and efficacy
of inclisiran for the treatment of Homozygous familial
hypercholesterolemia (HoFH). Specifically, the ORION-
9 study was a phase 3, double-blind trial on 480 adults
with HoFH that were randomly assigned to either receive
a subcutaneous injection of inclisiran sodium (300mg) or
placeboondays 1,90, 270,and 450 (11). The aim of the trial
was to evaluate the effect of inclisiran treatment on LDL-
cholesterol levels in HoFH-afflicted individuals. Median
age of the patients was 56 years and 47% were male,
and mean baseline levels of LDL-cholesterol amongst
all participants was 153mg/dL. At day 510 of the study,
LDL-cholesterol levels were measured and the inclisiran
group showed a 39.7% reduction compared to an 8.2%
increase in the placebo-treated individuals. Importantly,
all genotypes of HoFH experienced robust reductions in
LDL-cholesterol levels, and adverse events or serious
side effects were similarly reported between both groups.
The ORION-10 trial was conducted in the United States on
1,561 adult participants with atherosclerotic CVD, elevated
LDL-cholesterol levels (70mg/dL or higher), and who were
receiving statin therapy (12). ORION-10 was a randomized,
double-blind, placebo-controlled phase 3 clinical trial
investigating the efficacy and safety of inclisiran use over
an 18 month period. Overall, 781 patients with a mean
age of ~65 years were treated with inclisiran and 780 were
given the placebo, and 89.2% of these individuals were
receiving high doses of statins. Mean LDL-cholesterol
levels amongst all trial participants was 104.7 £ 38.3mg/dl
(12). At day 510 of the study, the inclisiran-treated group
demonstrated a robust 51.3% decline in LDL-cholesterol
levels, compared to a 1.0% increase in the placebo-
treated group, resulting in a 52.3% group difference. In
terms of absolute change, inclisiran-treated participants
experienced a 56.2mg/dL decline in LDL-cholesterol, while
individuals given the placebo showed a modest 2.1mg/dL
decline (12). This reduction in LDL-cholesterol at day 510
was concomitant with a 69.8% reduction in PCSK9 levels
in the inclisiran group, compared to a 13.5% increase in
the group given the placebo. Importantly, inclisiran-treated
patients also displayed improvements in secondary end
points at day 510 as well, including a reduction in total
cholesterol, non-HDL cholesterol, and apolipoprotein B.
Inclisiran-treated individuals also experienced a decrease
in triglycerides and an increase in high-density lipoprotein
(HDL) cholesterol (12). Concerning safety of inclisiran,
73.5% of individuals receiving the drug and 74.8% of
participants given the placebo reported the presence of
mild or moderate adverse events, the most common of
which were similar between groups. Rash or injection-site
specific side effects were more prevalent in the inclisiran
group compared to those given the placebo. Finally,
laboratory analysis of creatine kinase and C-reactive
protein levels, liver and kidney function, and platelet
counts were similar between groups.

In conjunction with the ORION-10 trials, the ORION-11
trial was a similarly run clinical trial conducted in Europe
and South Africa comprised of adults with atherosclerosis
CVD or atherosclerotic CVD-risk equivalent, such as type

2 diabetes, HoFH, or elevated risk of a CVD event over 10
years as determined by the Framingham Risk Score for
CVD) (12). Eligibility for entry into the trial was similar to
the ORION-10 trials except that patients with an elevated
atherosclerotic CVD risk equivalent must have had LDL-
cholesterol levels of 100mg/dL or higher, per the European
Atherosclerosis Society (EAS) (12,13). Moreover, patients
must have been receiving lipid-lowering therapies (statins,
ezetimibe, etc.) for 30 days or more to be considered for
entry into the study. The study design was similar to the
ORION-10 trials as well — a total of 1,617 adult patients
(mean age ~64.8) were randomized to inclisiran (284mg)
or placebo treatments groups via subcutaneous injection,
with injections taking place at days 1, 90, 270, and 450
(12). 810 participants were treated with inclisiran and 807
were given the placebo, and high-dose statin treatment
was highly prevalent (94.7% of total study participants).
After 510 days of treatment, the inclisiran-treated group
showed a 45.8% decline in LDL-cholesterol concentration,
compared to a 4.0% increase in participants given the
placebo. The absolute change in LDL-cholesterol levels
was a ~50.9mg/dL decline in the group given inclisiran, and
a 1.0mg/dL increase in the placebo-treated group. Similar
to the ORION-10 trial, the reduction in LDL-cholesterol in
response to inclisiran treatment was accompanied by a
63.6% reduction in PCSK9 protein levels 510 days after
the initial dose was given. Improvements in secondary end
point factors were observed in the inclisiran-treated group
as well (total cholesterol, apolipoprotein B, triglycerides,
increased HDL-cholesterol, etc.). Adverse events and
side effects of the ORION-11 trial were synonymous
with ORION-10; no significant differences in severe or
persistent side effects were identified between placebo
and inclisiran-treated groups, but mild injection site-
specific side effects were increased in the group treated
with inclisiran (12). Together with the other ORION trials,
the results of these studies indicate inclisiran is highly
effective at reducing LDL-cholesterol levels in patients
who are at risk of (or are already diagnosed with) CVD
with minimal serious adverse complications.

Concluding remarks

Overall, the very recent inclisiran clinical trials provide
promising evidence for its utility as a cholesterol-
lowering pharmaceutical drug in patients with HoFH or
atherosclerotic cardiovascular disease. Based on data
from over 2,500 patients across 3 clinical trials (ORION
9, 10, 11), minimal adverse effects were observed,
suggesting the drug’s safety. However, it remains to be
seen if inclisiran can improve CVD as a whole — including
hypertension, coronary artery disease, or stroke, or if
the drug can be used as an alternative to statins when
patients do not respond well to them. Furthermore, due to
‘unresolved facility inspection-related conditions,’ reported
in 2020, the FDA has not approved inclisiran for LDL-
cholesterol lowering use, but Novartis has conveyed they
are actively working to resolve this issue (14).
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Introduction

Abstract

Malignant melanoma (MM) is cancerous neoplasm of
the melanocytes. It is the most aggressive type of skin
cancer as it tends to metastasize early. Melanocytes
reside in the basal layer of the epidermis in a ratio of
10-15 basal cells to 1 melanocyte. It can also present as
non-cutaneous cancer as there are substantial numbers
of melanocytes in the digestive, urogenital track and
mucous glands.

Epidemiology

Melanoma is the 5th commonest cancer in the UK. It
affects adults of any age but is extremely rare in children.
The risk of developing malignant melanoma in the UK is
1in 52 for men and 1 in 54 women (1).

A review of malignant melanima including epi-
demiology, risk factors, molecular and immune
mechanisms, diagnosis, clinical manifestations,
subtypes, dermatoscopy, histology, treatment,
prognosis and prevention.

Key words: malignant melanoma

Risk Factors

Excessive sun exposure in childhood and early adult life
is the most dominant risk factor in most cases of MM.
Other risks include those with skin type 1 (always burn
and never tan), people with red or blonde hair, freckles,
high numbers of naevi >50, and strong family history of
melanoma.

Table 1: Risk Factors for Cutaneous Melanoma

Highrisk (>50-fold increase
inrisk)

Intermediate risk {(~ 10-fold
increase inrisk)

Low risk {2- to 4-fold
increase in risk)

Farsistently changing maole
Clinically atypicalmaolesin
pati ent with twafamily
members with

melanoma

Adulthood ivs childhood)
=50 nevi 22 mm in diameter

Family history of melanoma

Sporadic ciniclly atypical moles

Congenitalneviiv)

White ethnicity ivs. black or East

Asianethnidaty)
Personal history of prior
melanoma

Immunosuppresson
SuUn senstivity or excess
EXpOsUreto sun

Spwurce: Adaptedfrom AR Rhodes et al: JANMA 258:314 6, 1987,
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Molecular and immune mechanisms

The mitogen-activated protein kinase (MAPK) pathway (Ras, Raf, MEK and ERK) plays a pivotal role in regulating
gene expression, cellular growth and survival (2). This regulatory apparatus is tweaked in nearly 80% of all cases of
malignant melanoma which was found to be due to mutation in either NRAS or BRAF. BRAF mutation accounts for

nearly 90% of these cases. The activating mutation is formed by the replacement of glutamic acid for valine at the
amino acid in position 600 (V600E).

The PI3K-AKT pathway is another major regulator of cell survival, growth and apoptosis. A key inhibitor of this pathway
is PTEN, and inactivation of the gene that encodes PTEN via mutations, deletions, or promoter methylation also occurs
in cutaneous melanomas. Thus, there is increased activity of the PISBK-AKT signalling pathway.

Figure 1: RAS-RAF-MEK-ERK (MAPK) and PI3K-AKT signalling pathways.

= H'i\'-'-” [T il |I|I|I|I|IJ|JI1||{III1IIII‘I‘IP1'P‘F‘I‘I‘;P‘|PIP‘Irm:ili:i::rl||rllltllllllrlll|I| Hii |JJ|.|JJ.IJ; T
il L LT Ty
1:.:{1".:'Hhu1n'm|.m11|1“ | LG “”Jriru
Ras -=— Activating NRAS
. mutations (~10-20%)
PTEN loss
Activating BRAF — | Raf PIK. |—— (PTEN andior mutation
mutations (~30%) l l = (~30-50%)
- F
Mgﬁ- ] & amplification
- rl.'amn (~60%)

!

-=— ERK activation in a
subsat of tumors

WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBER 2021 113



REVIEWS

Figure 2: MAPK pathway is normally activated by growth factor binding to receptor tyrosine kinases which
stimulate a cascade activation of the signalling molecules Ras, Raf, MEK and ERK. Activated ERK controls

cellular proliferation.

Normal m—wﬂ

A. Clinical presentation:
ABCDE is an easy reminder of the worrying changes
to a pigmented lesion which should prompt a 2-week
rule referral to dermatologist for biopsy and histological
diagnosis. ABCDE rule is:

Asymmetry, Border irregularity, Colour irregular, Diameter
>6 mm and Elevation / Enlargement of any mole over
short period.

There are other symptoms as well which should raise the
alarm regarding possible MM i.e. bleeding/oozing, pain,
and inflammation.

B. Subtypes of cutaneous malignant melanoma:

1. Superficial spreading malignant melanoma: This is by
far the commonest type of MM. It is more prevalent at
sites of excessive sun exposure, i.e. on the trunk in males
(40%) and the legs in females (also 40%).

Constitutive acthvation

is independent of
extracellular Factors

Hot responsive 1o
normal regulatory
signals

...p.-l||r"“'|---||l-..-|.|.|.
1 ] i)

L
Picture 1: Typical SSMM

2. Lentigo maligna melanoma: This arises from
lentigo maligna (areas of malignant transformation of
melanocytes on sun damaged sites) which is still confined
to the epidermis and defined as melanoma in situ. When it
invades the dermis, it is call lentigo maligna melanoma.

Picture 2: Lentigo maligna melanoma
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3: Acral lentiginous melanoma: This affects the palm, sole and subungual areas.

Picture 3: Acral lentiginous melanoma

4. Nodular melanoma

This type presents clinically as a rapidly growing nodule over weeks to few months. It has the potential of early
invasion and is capable of early metastasis.

Picture 4: Nodular melanoma

5. Amelanotic melanoma

The lesions in this type of MM have no colour and lack the typical changes in pigmentation. It is often diagnosed
histologically on excisional biopsy of rapidly changing nodule or suspected BCC.

Subtype Frequency Commaon site Key distinguishing features
Superficial spreading melanoma  Tl%s Trunk of men RGP 1-5 years
Legs of women
Modular melanoma 10-25% Trunk of men RGP 618 months
Legs of women
Acral lentiginous metanoma 5% Palms, soles. nails  Not related to sun damage
All races affected
Accounts for 30-70% of melsnoma in dark-skinned indrdidusls
Lentign maligna melanoma 1% Head and neck of elderly  Associated with chronic sun axposure
RGP, 3~15 years
Moncutansous melanoma 5% Ocular, mucosal Mot associated with sun exposure

Prognostic Baatures and treatment ditfer from that of cutanecus sublypas
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C. Dematoscopy:
This can provide quick information to differentiate common benign pigmented lesions from those which display features
of MM. The following table shows some of these sinister features:

Table 2: shows dermatoscopic findings in each type of malignant melanoma. Source: www.dermnetnz.org/

Superficial melanomas and lentigo
maligna melanoma

* Blue-white veil

» Radial streaming

* Scar-like depigmentation

* Peripheral black dots/globules

« Different colours

» Broad and irregular network

* Focal sharply cut-off border

Acral melanoma

« Different colours.

* Irregular borders

* Asymmetry

* Pigmentation involving the ridges
rather than the benign parallel furrow
pattern.

* Destruction of sweat ducts which
normally appear as white dots on the
ridges (acrosyringia)
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Amelanotic melanoma

This can be very tricky to diagnose by
dermoscopy. Abnormal vascularity may
raise the suspicion, with linear, dotted,
corkscrew or polymorphous vessels.
Pressing hard on the dermatoscopy may
obscure the vascular pattern.

D. Histology:

The classical histological features of melanomas include destruction of the epidermis, upward spread of melanocytes,
nests of atypical melanocytes with variable morphology (which may lack maturation), melanocytic invasion of
lymphovascular spaces, increased apoptosis and atypical mitoses. These changes lead to architectural disturbance to
the skin (3).

Figure 3: Shows the typical histological features of melanoma as described above.
Source: www.dermnetnz.org/

6. Metastasis:

Melanoma can spread via lymphatic channels or blood stream. Regional lymph nodes are a common site
to find the earliest metastases hence lymphadenectomy is thought to control the disease. Haematogenous
spreading usually affects the Liver, lung, bone, and brain.
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7. Staging:
The following table (3) summarises the AJCC Cancer Staging Manual, 7th Edition 2010

ANATOMIC STAGE/PROGNOSTIC GROUPS

MO 0 NO Mo
Mo 1A NO Mo
MO I8 Mo
MO Mo
MO A Mo
MO MO
MO e Mo
MO Mo
MO IC MO
MO A MO
Mo

e Mo

Mo

M0

M0

Mo

L8 Mo

Mo

Mo

Mo

M1 v M1
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Table 3: AJCC TNM staging system 7th edition (2010): TNM categories.

Classification Thickness (mm) Ulcaration Status/Mitosas
T
Tis MNA& A
1 i = 1.00 a: Without ulceration and
mitosis < 1/mm?®
b: With ulceration or
mitoses = 1/mm”
T2 1.01-2.00 a: Without ulcaration
b: With ulceration
T3 2.07-4.00 a: Without ulcaration
b: With ulceration
T4 =4 00 a: Without ulcaration
b: With ulcaration
N No. of Metastatic Modas MNodal Matastatic Burdan
MO 0 A
M1 1 a: Micrometastasis®
b: Macrometastasist
hz2 2-3 a: Micrometastasis™
b: Macrormetastasist
c: In transii metastases/zatellites
without metastatic nodas
N3 44 metastatic nodes, or
matted nodes, or in
transit
metastases/satelites
with metastatic nodes
M Sito Semurm LDH
MO No distant metastases A
M1z Distant skin, subcutaneous, Mormal
or nodal metasizses
Mib Lung metastases MNormal
Mic  All other visceral Mormal
metastases
Ary distant metastasis Elenvated

Abbraviations: MA, not applicable; LDH, factate dehydrogenase.
*Micrometasiases are disgnosed after sentinel lymph node biocpsy.
Thacrometastases are defined as clinically detectable nodal metastases

confirrmed pathologicakly.

Source; Melanoma Molecular Map Project website.
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8. Treatment

A. SURGICAL MANAGEMENT:

Excision: Once malignant melanoma has been confirmed by initial excision, a wide local excision should be
performed to remove all cancerous cells to minimise the risk of local recurrence. Surgery can cure early disease
which is still confined to the skin. The margin of this WLE will depend on Blow thickening. The current guideline from
the British Association of Dermatologists recommend the following safe margin:

Melanoma in situ= 0.5 cm, <1 mm= 1cm, 1.1-2 mm= 1-2 cm, 2.1-4 mm= 2-3 cm, >4 mm= 3 cm.
This safe margin might be modified according the anatomical site of the lesion.

Sentinel lymph node biopsy:

This is considered to aid the staging of the disease.

It is indicated for patients with stage 1B—2C melanoma. It should be performed at the time of the WLE. It can helps
predicting the prognosis, identify those who needs completion lymphadenectomy and those who might be eligible to
participate in clinical trials of new treatments for melanoma. (4)

Completion lymphadenectomy:

This procedure should be considered when the histology result confirms the presence of cancerous cells in the
sentinel lymph node (stage 3A melanoma). Although it reduces the risk of cancer recurrence in the same area, it has
not shown any evidence of increasing the overall survival rate. (4)

Lymph node dissection
This is indicated for patients with stage 11IB—IlIIC melanoma or nodal disease detected by imaging.

B. TREATMENT OF METASTATIC MALIGNANT MELANOMA
The aim of treatment in metastatic melanoma is to control the disease and prolong the survival rate.

¢ Chemotherapy and interleukin

» The main stream treatment for metastatic malignant melanoma was based on two agents (dacarbazine and
interleukin-2) until recent years. No improvement was shown in the overall prognosis when using these agents (Tsao
et al., 2004). Further studies have demonstrated a poor response rate from both agents (Dacarnazine - 15%-20%,
interleukin 2 - 16%) (Middleton et al., 2000).

* Targeted therapies
BRAF inhibitors ( Vemurafenib and Dabrefenib): these drugs selectively inhibit mutant BRAF protein in patients
with V60OE mutation. Using BRAF inhibitors alone can result in resistance (5).

MEK inhibitors ( Trametinib and cobimetinib): these drugs inhibit MEK, the MAPK node immediately downstream
of RAF, which have shown to increase disease-free survival and reduce resistance rate when used in combination
with BRAF inhibitors (5).

e Immunotherapy

» Tumour cells can escape the body’s own immunity by expressing ligands to activate CTLA-4 and PD-1, inhibitory T-
cell receptors, by that downregulating T-cell activity. To rectify this, therapeutic monoclonal antibodies (mAb) targeting
these receptors have been researched and developed.

1. CTLA-4 inhibitors (ipilimumab and tremelimumab): these drugs help to overcome immune evasion by blocking
tumour activation of CTLA-4, which acts as an inhibitory signal in CD4+ and CD8+ Tcells.
2. PD-1 inhibitors (nivolumab): Activation
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Imatinib
Dasatinib

Receptor tyrosine
kinase (e.g. KIT)

j:I:l}_lj_I:lj_lj_l_ﬂj_lj}ﬂ_l_{f] ._fJ_l:l_I_f_lj_I_f_|j_l:l_lj_|_fj}_lj_l_l_l_l:u_l_l_
PI3K NV os MAPK pathway
Dabrafenib

i —{inrititon )
ﬂ Trametinib

@ Qe +— D

Tipifurnib

\ 4

Cell growth, proliferation and survival

Adapted from Eggermont AM, Robert C. Melanoma in 2011: A new paradigm tumor for drug development. Nat. Rev.
Clin. Oncol. 2012;9:74-76.

9. Prognosis

This is based on the survival rate in 5 year after diagnosis

Stage 0 (Tumour in situ) this can be cured with surgical excision.

Stage 1: 90% survival rate.

Stage 2: 80%

Stage 3: 50%

Stage 4: 10% of men and around 25% of women will survive their cancer for 5 years or more after diagnosis.

These statistics are based on patients treated around 10 years ago. Currently, there are new biological treatments
available for patients with stage 4 melanoma. Hence, the survival rate is likely to be better than the figures above (6).

10. Follow-up

Stage 0 (melanoma in situ / lentigo maligna) - no follow-up is needed

Stage 1A: Review every 3-4 months for one year and then discharge. As part of the follow up all patients will be
advised about self-examination, sun protection and red flags.

Stage 1B — IlIA: Review every 3-4 months for the first three years then twice yearly for another two years. They might
be discharged after 5 years if they remain disease free.

Stage 1IB and upwards: Review every 3-4 months for the first three years then twice yearly to five years then annually
to ten years (6).
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11. Psychosocial impact:

A diagnosis of melanoma can have variable psychosocial
impact in different patients and caregivers alike. Holistic
needs assessment HNA is used as a universal measure to
assess all patients for a variety of physical, psychological,
social, spiritual and information needs. This should be
carried out and repeated throughout the patient’s journey
from the diagnosis, assessment, and treatment phases

(7).

12. Prevention:

Sun protection, self-examination and improving melanoma
awareness are the key factors to achieve a reduction of
the rising MM trend globally.

Conclusion

Malignant melanoma is the most serious skin malignancy.
Historically metastatic melanoma had a very poor
prognosis but thanks to the advances in understanding
the pathogenesis and immunological mechanisms, new
and novel treatments have been introduced leading to a
better outcome. This area is developing fast and hopes
are rising regarding reducing morbidity and mortality
associated with metastatic disease.

References

1. Lifetime risk estimates calculated by the Statistical
Information Team at Cancer Research UK. Based on
data provided by the Office of National Statistics, ISD
Scotland, the Welsh Cancer Intelligence and Surveillance
Unit and the Northern Ireland Cancer Registry, on request,
December 2013 to July 2014.

2. Knight T, Irving JA. Ras/Raf/MEK/ERK pathway
activation in childhood acute lymphoblastic leukemia and
its therapeutic targeting. Front Oncol. 2014;4:160. PMID:
25009801
3.https://www.dermnetnz.org/topics/melanoma-pathology
4. Melanoma: assessment and management of melanoma
NICE guideline.

5. Melanoma Treatments: Advances and Mechanisms:
MELANOMA TREATMENTS by Marzuka, Alexander;
Huang, Laura; Theodosakis, Nicholas; More...Journal of
Cellular Physiology, 11/2015, Volume 230, Issue 11.

6. Cancer research UK — Melanoma

7. A qualitative assessment of psychosocial impact,
coping and adjustment in high-risk melanoma patients
and caregivers. Melanoma Research. 24(3):252-260,
June 2014.

122 WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 19 ISSUE 11 NOVEMBER 2021



REVIEWS

Non-surgical options to treat androgenic alopecia

Mazin Abdalla
MBBS, MRCGP-UK, National health Service, United Kingdom

Correspondence:

Dr Mazin Abdalla

National health Sevice

Unuted Kingdom

Email: mazin.abdalla1@nhs.net

Received: September 2021; Accepted: October 2021; Published: November 1, 2021.
Citation: Mazin Abdalla.. Malignant Melanoma. World Family Medicine. 2021; 19(11): 123-128
DOI: 10.5742/MEWFM.2021.94167

Introduction

AbStraCt Androgenic alopecia (AGA) is the commonest cause of
hair loss in men and women [1]. It is attributed to genetic
and hormonal factors. A major factor identified, so far, is
Androgenic alopecia (AGA) is the commonest | the effect of Dihydrotestosterone (DHT) on the scalp hair
cause of hair loss in men and women. It is at- | follicles. DHT is formed by the conversion of Testosterone
tributed to genetic and hormonal factors. This | to DHT when it is activated by the enzyme 5-a reductase
paper aims to discuss three non-surgical options | which is found in type 2 receptors on the scalp hair follicles.
to assess their use and effectiveness in treating | The result of this activation is miniaturization (thinning)
AGA. This will include the following treatments: and shortening of the growth phase (anagen) in the hair
Minoxidil, Finasteride and low-level laser therapy | cycle [1].

(LLLT).

This paper aims to discuss three non-surgical options to
Key words: Androgenic alopecia, Minoxidil, assess their use and effectiveness in treating AGA. This
Finasteride, low-level laser therapy (LLLT will include the following treatments: Minoxidil, Finasteride

and low-level laser therapy (LLLT).

Formulation of the three-part BET question:
[Non-surgical treatment] is [Effective and safe] at [treating
androgenic alopecia]

« Patient group: Patients with androgenic alopecia

* Defined question: can non-surgical, minoxidil, finasteride
and LLLT treat androgenic alopecia

* Relevant outcome: improve androgenic alopecia (AGA)

Clinical scenario: A patient with androgenic alopecia
presented to the clinic. He/she wanted to discuss the
available non-surgical options to treat his/her AGA as
he/she has needles phobia and is not keen on surgery or
injections.

Search strategy:

Medline search using PubMed (restricted to publications
from 2005-2020). Also, a manual search in Google scholar
was conducted.

Search outcome:

Initial PubMed search resulted in 26 publications; among
these, three papers were found to be relevant to this topic.
Three more papers were manually searched in Google
scholar (Olsen et al., Kaufman et al. and Lee et al).
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Relevant papers: Low-level laser table

Author, date & Patient Study type Outcomes Key Results Stucy
country Group {level of weaknesses
evidence)

A K Gupta et al 15,288 1a LLLT iz superiorto | S BRTCs showed | AllStrials
Efficacy of non- participants | Systematic placeboin that LLLT has WEre
surgi @l trestments (23% review treating AGA the highest fundeadby
forandrogenestic mal esh, effectin the device
al opecia a average age increasing manufactur
systematic review 2073 averages hair erarthey
and network meta CoLnt hadan
analysis comparad to affilistion to
2018 placekbas among | the authaors
Canada all noresurgcal

aptions (the

differencein

hair count =

aE, T
Evan Darwin et al. 13 RCTs 1a LLLT is safeand 10 RCTs showed | EarlyRCTs
Low-level laser systematic effectivein a significant wers small
therapyforthe Feviaw treating AGA. statistical and lacksd
treatment of LLLT can be used | increaseinhair | control,
androgenic alopadia: alonearin count 20 More recent
3 review combination with | hair/ar2), this | BCTs were
2017 finasteridelmg i s higherthan hetter
LISA ortopical the growth rate | designed

mi noxidil 5%.
Cwverall LLLT is
safe, however, in
S trials AEswere
reportedi. e,
urticaria, skin
dryness, acne,
headachesand
mildburning
sensaion

seanin both

finasteridelmg
and Minoxidil

5% (135 and

123 hair/om2

alternatively)
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Relevant papers: Minoxidil table

Author, date & Patient Group | Study type Outcomes Key Results Study
Country {level of weaknesses
evidence)
AE Gupta et al 15 588 1la Topical i no dil 5%
Efficacy of non- [p &It cipants Systematic Fi o dil &% showed a higher
surgi @l treatments | (33% males), review and 2% were | average hair
forandrogenstic AVErage age both superior | countwhen
alopecia:a 20273 toplacehoin | compared to
systematic raview treating AGA i o dlil 2%
and network meta (.69 [L.35,
analysis 5.0470, however,
2018 itcarriesthe
Canada greatestriskof
adverse events
in=45}
Olzen et al 32 men, age | LcRIT Atle weeks Subjectively Short
(AvVerage age there wasa participants durationfaor
A multicentre, 39 years old), statistically reporteda 70.6% | the study,
randomized, 8% signifi@ntrise | improvementin anly invalved
placebo-cortralled, | Caucasiansily inhaircount hair growth male patisnts
doubleblind 2 onplacebo with minoddil | compared to andthere was
clinizltrialof a arm and LE0 5% foam 42.4% inthe no data
novel formulation on 5% comparad to [placeba arm. colledtion
of 5% minaxicll i no dil placeba (hair | Overall, there beyondla
topical foam versus | foam) Count20.9vs were |ess Adverse | weeks
placebointhe 4.7 Events AEs seen Some authors
treatment of respectively) incomparissnto received
androgenstic mi noxidil solutdon | fundingaor
alopeciainmen (p=0.001 ilessthanl®) Were
2007 including employed by
LSA irritation, Ffizer.
headache, acne
Zhou et al 1172 laMeta- The combined | Statisticlly
The effedtivensss [parti cipants analysizand | therapy of significant
of combination systematic topical increaseinhair
therapiesfor review of 15 | minoxidil 5% count with
androgenstic R(Ts with combined

alopecia A
systemaEtic ravisw
and mets analysis
2020

China

finasteride or
LLLT is mare
effective than
monotherapy
There was not
anincreasein
adverse
effects
comparad to
manotherapy.

treatment for
AGA comparad to
monotherapy. (p

<05
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Relevant papers: Finasteride table

Author, date & country Patient Group | Study type Dutcomes Key Results Sty
{level of weaknesses
evidence)
ALK Gupta et al 15,288 1a Finasteride 5 RCTs
Efficacy of non-surgical parti cipants Systematic | Lmgimaleiis | showedan
treatmentsfor (22% males), review SUPEriorto increasein
androgensticalopecia:a | average age placebain average hair
systematic review and 2.0 273 treating AGA count of
network metaanalysis 17.37
2018 comparad to
Canada the placeho
Eaufman &t al. 1552 1a Thereis S3% of Onlyincluded
Long-term treatment [parti cipants systamatic significant patiertswho | malespatients
with finastendel mg review of 2 | statistical received
decreasesthe likelihood phasa3 evidencethat | finasteride
of developingfurther trials of supportsthe | ImgforS
visible hairlossinmen men with continueduse | years
with androgenstic AGAwho of finasteride | reportedno
al opeciaimale pattern received Imgto further hair
hair loss) finasteride T30 rEain loss
2008 lmgvs improvemant | comparad to
LSA placebo for | inhair count placebo
UptosS and coverage | (p<0.001)
YEAIS. (p=0.00L1)

Lee atal 4 495 male 1a In general, Finasteride Fegarding
Adverse Sexual Effeds of | participants systematic | So-reductase | Carriesa Dutasteride,
Treatmentwith review of 15 | inhibitors higher onlyS papers
Finasterides or E(Ts increasethe relative risk of | were meta
Dutasteridefor Mals risk of sexual sexual analysedasit
Androgenstic Alopadia A dysfunction dysfunction anewer
Systematic Review and by 1.57-fold when intervention,
IMeta-analysis (95% ClyL19— | comparedto hence not
2019 208N Dutasteride many adverse

(Leo and L37 | effedtswere

respectively) recorded
comparad to
finasteride
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Figure 1: summarises the current hypotheses regarding the mechanism of action of different non-surgical

treatments for Androgenic alopecia

EfMcacy of non-surgical realments Tor androgenclic alopecia; a systemalic review and network mela-analysis
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Comments

This paper looked into the three FDA approved AGA
treatments so far;

1. Low-level laser therapy LLLT: These devices emit
red light (650-900 nm and 5 mW), which stimulates
keratinocytes and fibroblasts mitosis, increases cellular
metabolism, reduces nitric oxide level and inhibits
inflammation in the scalp [1].

In terms of its efficacy, LLLT was approved by FDA in 2011
and it is ranked as the most effective treatment out of all
non-surgical options. Clinically LLLT results in improving
hair thickness and hair count by 20 hair/cm2. There were
no adverse events reported by patients [1].

Different devices are FDA approved and available
commercially i.e HairMax Lasercomb®, TOPHAT 655®,
and the Capillus® laser caps. These devices can either
be used in clinics or patients can buy them individually.
Duration for use depends on the device but roughly
patients have to use it for < than 30 minutes up to 3 times
a week and can be used in combination of both minoxidil
5% and finasteride for an even better result [3].

2. Minoxidil: Topical minoxidil has been used in improving
AGA since the 1980s and it was the first AGA treatment to
get FDA approval in 1988. Although the exact mechanism
is not known, it is believed that topical minoxidil promotes
hair growth by improving blood supply to the hair follicles,
by shortening the telogen phase and prolonging the
anagen phase in the hair growth cycle [1].

In terms of efficacy minoxidil, 5% has a similar profile
to Finasteride 1mg and is more effective than Minoxidil
2%. Regarding, adverse events, minoxidil 5% carries the
highest risk of SE among the three FDA approved options
(n=45), these AEs include dryness, irritation, acne and
headache [1].

It can be used by both genders daily for up to 6 months
before expecting enough improvement. Improvement
reported in patients with Norwood grade 5 AGA.
Commercially it is available in solution or foam forms
(foam is a newer version and reported to cause fewer side
effects and improved compliance in patients as it gets
absorbed more quickly through the skin) [3].

The combined therapy of topical minoxidil 5% with
finasteride or LLLT is safe and more effective in treating
AGA than monotherapy [4].

3. 5 alfa reductase inhibitors (5-ARIs): Oral Finasteride
1 mg (Propecia) was approved by the FDA in 1997.
Currently, both Finasteride 1mg and Dutasteride 0.5mg
tablets (unlicensed) for up to 48 to 52 weeks are used
to treat male pattern AGA. These oral medications
prevent the conversion of testosterone to its active form
Dihydrotestosterone (DHT), which lead to a significant
drop in the scalp and serum DHT levels by 60-70% [1].
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A large meta-analysis (Gupta et al.) showed a statistically
significant increase in hair count in men who were treated
by both Finasteride 1mg and Dutasteride compared to
placebo, giving a clear indication of their efficacy in treating
AGA.

Finasteride can be used safely in combination with LLLT
or Minoxidil which enhances its effect and produces an
even better result than monotherapy [4].

Due to its potential adverse effects on the foetus as well as
endometrial and menstrual side effects, Finasteride was
not licenced by the FDA for female pattern AGA. Adverse
effects in men were less common than with Minoxidil but
they were more significant and has a greater impact on
patients. These included sexual dysfunction including
erectile dysfunction, reduced libido and ejaculatory
dysfunction [1].

Current data from Lee et al. estimates the overall risk
of 5-ARIs in causing sexual dysfunction at 1.57 folds.
Finasteride carries a slightly higher risk than Dutasteride
(1.66 vs 1.37 respectively). Data regarding Dutasteride are
less consistent due to the lack of enough studies into its
use in AGA so far. This might change with more research
and studies [5].

Clinical bottom line and Conclusion

LLLT, finasteride 1mg and Minoxidil 5% are all FDA
approved for the treatment of AGA. LLLT has produced
the best results when used to treat AGA so far and had
no reported adverse effects. Minoxidil 5% and Finasteride
have similar efficacy but varies in terms of adverse effects.
Minoxidil associate with a higher risk of adverse effects
which are mainly dermatological, while Finasteride’s
main adverse effects were sexual dysfunction which can
be very frightening to young men who are suffering from
AGA. Thorough counselling, good patient selection and
tailored treatment are paramount when offering hair loss
treatment. Combined treatment is safe and offers a better
result than monotherapy.
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