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Letter from the Editor In Chief

The progress and prosperity of the nations is a foundation that

builds up the science and the continuity of a country that is

more than 6,000 years old. The University College is

struggling to fulfill its scientific responsibility, like other

governmental and non-governmental academic institutions,

scientific and scientific researchers in our academic and

scientific premises, academic institutions and other academic

scientific centers to be embedded in the broad knowledge.

Al-Kitab Journal for Pure Sciences welcomes the research

and scientific studies of professors and researchers from universities, academic
institutions, and research and scientific centers from inside and outside Irag. Our
Journal aims to evaluate and publish research by academics and researchers as well as
graduate students' research. In view of the many disciplines in the disciplines of pure
science, the editorial board has approved that this Journal should publish its products
and scientific research in the specialties of the medical, engineering and biomedical
sciences and all related fields.

The task of the editorial board is to receive the research from the researchers and
check it in terms of conformity with the conditions of publication and registration of
research and give it a special number and identify the reviewers in the field of
competence and the editorial board to send research to the reviewers and follow-up.
And the receipt of research returns from the evaluation and delivery to the researcher
for the purpose of making amendments approved by the evaluators and then provide
them with the acceptance of publication after making the required amendments and the
publication of research in the preparation of the journal each according to the
allocation and sequence.

Prof. Dr. Ayad Ghany Ismaeel
President of Al-Kitab University
Editor In Chief
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Study the Suppression of Preterm Labor Using Human Chorionic

Gonadotropin Hormone Compared with Magnesium Sulphate

Wargaa Wathig?, Masryia Rashad Hassein?
1 M.B.Ch.B. HD.G.O, Duhok Health Directorate, Iraq
2 Assistant Prof. Dr. obstetrics and gynecology, College of Medicine, Tikrit University
lwarka_ali@yahoo.com

Abstract

Preterm labor is known as delivery prior to 37 completed weeks of gestation. Because 10% of
total labors are preterm and 70% of neonatal mortality is caused by this problem, preterm
labor is a significant problem in obstetrics, pediatrics & midwifery. This study aims at
comparing the efficacy as well as adverse effects profile of (human chorionic gonadotropin
hormone and magnesium sulphate) in suppression of preterm labor.

This study was designed as a prospective comparative randomized clinical trial done from 4%
April to 1% September 2020. The study population included pregnant women with preterm
labor, who were admitted to Salah Al Din General Hospital, in Tikrit city. Sixty two cases
who consented (Informed written consent was obtained from all the patients) were randomly
allocated to 2 different intervention groups, named A and B. Group A and B consisted of 30
and 32 pregnant women, respectively. All cases were admitted in labour room and baseline
investigations were done. Group A: For patients of group A: received an intravenously
loading dose of 4 g (1 g/min) Magnesium sulphate. A continual infusion of 2 g per 1 hr was
then administrated. The infusion was continued until 12 h of uterine quiescence is done.
Group B: (32 women), intramuscular injection Human Chorionic Gonadotropin was
administered as an initial dose of 5000 IU. Half hourly assessment of uterine contractions,
maternal vital signs, fetal heart rate monitoring was done. All of the patients were under
monitoring in the hospital until 24 h of the end of drug infusion. Also, both of the groups
received Betamethasone, 12 mg every 24 hr for 2 doses. Patients were under control until the
end of pregnancy.

It was foun that Delay of Labour for >21 day was higher among Human Chorionic
Gonadotropin group (68.8%) than among MgSO4 group (60%), and delivery within <2 days
was higher among HCG group (9.4%) than among MgSO4 group (6.7%). The mean duration
in hours from time of start of treatment with Magnesium sulphate to the contraction
suppression was (2.9+0.08) lower than of the HCG treatment group (3.11+£0.13). The
commonest side effect of MgSO4 was thirst (50%), hyperthermia (46.67), and head ache
(30%), dizziness (30%), while there is no side effect among HCG group except single case
complained of head ache (3.13%),

It was concluded that magnesium sulphate is better than Human Chorionic Gonadotropin in
stopping preterm labour with faster onset of action than Human Chorionic Gonadotropin but
had side effects for mothers more than Human Chorionic Gonadotropin.

Keywords:; Preterm Labor; hCG Magnesium Sulphate; Suppression
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1. Introduction

Preterm labor and delivery continue to take an important space in the obstetrical
interest and research society because of the community health issue they persist to generate.
Existing treatment for preterm labor at top delay delivery for 48 h, through which time
glucocorticoids can be administered to promote fetal lung maturity and so reduce the
probability or severity of intraventricular haemorrhage, respiratory distress syndrome,
neonatal death, necrotising enterocolitis, and length of neonatal hospital stay [1]. Recently
there are no unanimous protocols for the treatment of preterm labor and the treatment of
preterm labor persists an issue of contentious [2]. So, obstetrician should detect and treat
preterm labor amid essential controversy over the efficiency of therapeutic and preventive
modalities [3,4]. Corticosteroids, tocolytics and to some degree antibiotics have all been
found to have a function to play in the treatment. Magnesium sulphate therapy has been
utilized as a tocolytic in obstetric practice in American since the 1960 [5]. The guide that
supports its utilization for tocolysis is weak. Magnesium ions do prevent myometrial
contractility in vitro, perhaps by suppression of myometrial calcium channels. However
randomized trials demonstrate that it is no better than placebo at postponing delivery of
preterm [6]. Magnesium sulfate lowers calcium levels in uterine muscle cells since calcium is
necessary for muscle cell to contract, this is thought to relax uterine muscle[17].
Complications correlated with the utilization of magnesium sulfate include vomiting and
nausea. headache and hypotension, and the more severe influence of pulmonary edema and
respiratory depression. Because magnesium sulfate crosses the placenta, fetal side effects
involve reduced lethargy and muscle tone [8]. The aim of the study was to compare the
efficacy as well as adverse effects of human chorionic gonadotropin hormone and magnesium

sulphate.

2. Patients and Methods
This study was designed as a comparative single blind randomized clinical trial from
1st of April, 2020 to end of August, 2020 included pregnant women with preterm labor, who
were admitted to Salah Al Din General Hospital, in Tikrit city were invited to participate.

Sixty two cases who consented (Informed written consent was obtained from all the patients)

o
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were randomly allocated to 2 different intervention groups, named A and B. Group A and B

consisted of 30 and 32pregnant women, respectively.

Data were collected utilizing full history taking and questionnaire, and clinical
examination. Information included the demographic information, parity , age and gestational
age, information about side effect of the drugs, complications of pregnancy, obstetrical
history, drug side effect information, and information of clinical examination. Examination of
the vital signs of the mother, contractions and fetal heart rats using manual procedure or
Cardiotocography (CTG). Gestational age was determined by last menstrual period and first

trimester ultrasound dating.

2.1. Preterm Labor Diagnosis

Preterm labor diagnosis was made in women between 28 weeks and 36 weeks + 6 days of
gestation if contractions of the uterus at a frequency of four contractions per 20 min or eight
contractions per 40 min and were associated. The cases placed in the lateral recumbent
posture and externally observed for contractions and fetal heart rats using manual procedure
or Cardiotocography (CTG). If contractions of uterus were existing at minimum every 15
min, a bolus infusion of glucose water intravenously of 500 mL of was administered. This
rapid intravascular expansion can reduce the contractions of an irritable uterus and help the
obstetrician distinguish this condition from preterm labor. By this mode cases could be

included.

2. Exclusion criteria

Abnormal vaginal bleeding

Premature rupture of membrane.
Cervical dilatation more than 3 cm
Diabetes mellitus,

Maternal cardiorespiratory diseases,
Maternal infections,

Genitourinary infections,
Chorioamnionitis,

Pelvis and fetal anatomical anomalies,
10. Uterine anomalies,

11. Preeclampsia, eclampsia or gestational hypertension,
12. Fetal disorders like fetal distress, IUGR.
13. Polyhydramnios.

CoNoArwWNME N
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2.3.  Management of involved cases
All cases were admitted in labour room and their Hemoglobin concentration, general urine
examination, blood group and Rh, blood sugar was investigated. In order to enhance fetal
lung maturation, Betamethasone 12mg every 24 hrs was prescribed for two days. In order to
prevent any streptococcal infection in neonates in both group Erythromycin was given as

500mg twice per day for 5 days.

24. Group A

Patients of group A (30 patient) received an intravenously loading dose of 4 g (1 g/min)
Magnesium sulphate. A continual infusion of 2 g/hr was then administrated. The infusion was

continued until 12 h of uterine quiescence is done .

All of the patients were under monitoring in the hospital until 24 h of the end of drug

infusion. Patients were under control until the end of pregnancy.

In this study data such as maternal. Gestational age when the diagnosis of preterm labor was
done, delay of labor due to management protocols, complications frequency in both groups

were registered.

25 GroupB

For patients of group B (32 women), HCG (Human Chorionic Gonadotropin) was
administered in an initial dose of 5000 U intramuscular injection. Then 10000 IU of HCG in
500 mL of normal saline was administered by the order of 20 drops per minute intravenously.
The protocol was continued until the time that contractions discontinued. Half hourly

assessment of uterine contractions, maternal vital signs, fetal heart rate monitoring was done.

Patient was kept under monitoring 24 hrs after cessation of uterine contractions and arrest of
labor. Follow up was done in antenatal clinics. At each visit blood pressure, pulse rate and
fetal heart rate were recorded. Preterm labor’s signs and symptoms were reviewed. At the
delivery time, weeks of gestation and neonatal weight were identified to calculate duration of

prolongation of pregnancy.

o
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2.6. Statistical analysis

Results were analyzed using descriptive statistics, distributional indices. Independent t-test
was occupied to compare maternal age, gravidity, time of admission and neonatal birth weight

between two groups.

3. Results

Most of the preterm cases enrolled in the study was (30-31 wk), MgS0O4 12(40%), HCG
12(37.5%), followed by (32-33 wk), MgSO4 10(33.3%), HCG 12(37.5%), this relation was
statistically not significant as shown in Table 1.

Table 1. The distribution of the patient according to study group and gestational age

Gestational age |-Study Group o

in week Group A (MgS0O4) Group B (HCG) ota

< 28wk 6.70% 6.30% 6.50%

28-29 wk o 2 -
12 12 24

30-31 wk 2 12 %
10 12 22

32-33 wk T 12 2 __

34-37 wk 13.30% 5 E0% X

Total 30 32 62
100.00% 100.00% 100.00%

X2=0.117, df=4,Pvalue >0.05 NS

The time was calculated by hours from the point at which the treatment started til the
suppression of contractions. Analysis of the timeline show that 13(43.3%) of the MgSO4
group respond within 2.9 hours, while HCG group most of them respond within 3.1 hours,

this relation was statistically significant (p value < 0.05), as shown in Table 2
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Table 2:The association between onset time for contraction suppression and type of treatment.

time for suppression of Study Group Total
contraction in hours Group A (MgS04) Group B (HCG)
28 9 1 10
' 30.00% 3.10% 16.10%
29 13 5 18
' 43.30% 15.60% 29.00%
3 6 0 6
20.00% 0.00% 9.70%
31 2 15 17
' 6.70% 46.90% 27.40%
3.9 0 5 5
' 0.00% 15.60% 8.10%
33 0 6 6
' 0.00% 18.80% 9.70%
Total 30 32 62
100.0% 100.0% 100.0%

X2=36.87, df=5, p value < 0.05 significant

Delay of Labor for >21 day was higher among HCG group 22(68.8%) than among MgSO4
group 18(60%), and delivery within <2 days was higher among HCG group 3(9.4%) than
among MgSO4 group 2(6.7%), this relation was statistically not significant (p value > 0.05),

as shown in table 4

Table 4. The association between duration of delayed labour and type of treatment.

Study Group
Days of delayed labour Group A (MgS04) Group B (HCG) Total
- 2 3 5
6.70% 9.40% 8.10%
2 da A 4 8
y 13.30% 12.50% 12.90%
2 1 3
8-7 day 6.70% 3.10% 4.80%
2 1 3
7-13 day 6.70% 3.10% 4.80%
14-20 da 2 1 3
y 6.70% 3.10% 4.80%
18 22 40
=2 Gy 60.00% 68.80% 64.50%
Tota 30 32 62
100.00% 100.00% 100.00%

X2=1.57, df=5, p value > 0.05 not significant (Likelihood Ratio)
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The mean duration in hours from time of start of treatment with Magnesium sulphate to the
contraction suppression was (2.9+0.08) lower than of the HCG treatment group (3.11+0.13),
this relation was statistically significant (P value <0.05), as shown in figure 1.

Mean Time between start of drug &contraction suppression

(hrs)
3.15
3.1 3.11+0.13
3.05
3
2.95 2.9+0.08
2.9 : 06
2.85 '
2.8
2.75
Magnesium sulphate HCG

Figure 1: The mean duration from start of the treatment to the contraction suppression (hr)

The commonest side effect of MgSO4 was thirst 15(50%),hyperthermia 14(46.67), and head
ache 9(30%), dizziness 9(30%), while there is no side effect among HCG group except single
case complained of head ache 1(3.13), as shown in table 5.

Table 5: The distribution of the side effects according to type of treatment

Group A (MgS04) Group B (HCG)
Complaints of patients
Frequency Percent Frequency Percent
Headache 9 30.00 1 3.13
Dizziness 9 30.00 0 0
Thirst 15 50.00 0 0
Nausea and vomiting 6 20.00 0 0
Hyperthermia 14 46.67 0 0
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4. Discussion

The current study revealed that the analysis of study groups that treated with Magnesium
sulphate (MgSO4) (30 patient), and those treated with HCG (32 patient), show that there is no
difference among both groups regarding age, parity, gestational age. This goes in accordance
with Sakhavar N who found that most factors in the Magnesium Sulfate group and HCG
group were the same including: parity of mothers, history of urinary infection, interval
between previous and present delivery, history of preterm labor and abortion, duration and
interval of contractions[9] Also agrees with Goswami P who found that the demographic
characteristics in both the study groups were similar, including maternal age, parity,
gestational age, education and socioeconomic factors [10]. The current study revealed that
the most of the preterm cases enrolled in the study was (30-31 wk), MgSO4 (40%), HCG
(37.5%), followed by (32-33 wk), MgSO4 (33.3%), HCG (37.5%). This goes in accordance
with Goswami P [10] who found that the mean gestational age at the time of enrollment was
(31.22 wks & 30.93wks), in women receiving H.C.G. & Magnesium sulphate respectively.
Maximum cases were enrolled between gestational ages (30-31) wk 6 days i.e. 36.25%) . Also
Nemani S et al 2018 [11] found that (66.7%)respond within 2 hrs, and lower than what found
by Kawagoe Y et al (100) the time taken for uterine quiescence was 6.22 hrs. HCG group
most of them respond within 3.1 hour, this goes in accordance with Prakriti Goswami, and
Veena Agrawal who studied only HCG effect in 2015 found that the mean duration between
initiation of treatment and suppression of contractions after HCG treatment was 3.1+0.12 hrs
[10]. The current study revealed that the delay of labour for >21 day was higher among HCG
group (68.8%) than among MgSO4 group (60%), and delivery within <2 days was higher
among HCG group (9.4%) than among MgSO4 group (6.7%). This indicates the both these
drugs have similar efficacy with respect to mean prolongation of pregnancy and it is higher
among HCG group. This goes in accordance with Goswami P who found that Mean
prolongation of pregnancy in H.C.G. group was 31.4 days & in Magnesium sulphate group
was 30.33 days. Also Goswami P found the average rate of labour within 48 hrs after
beginning of treatment, in the H.C.G. group was 8% (4 out of 50) and in the Magnesium
sulphate group was 6.67% (2 out of 30). Lorzadeh N et al., in their study found that delivery
was delayed for 48 hrs in 90.3% of women receiving H.C.G. The mean birth weight in their

study was 2334 gm, which is almost similar to that found in our study. No adverse
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maternal/neonatal side effects were observed by them [13]. The current study revealed that
the commonest side effect of MgSO4 was thirst (50%),hyperthermia (46.67), and head ache
(30%), dizziness (30%), while there is no side effect among HCG group except single case
complained of head ache (3.13). This goes in accordance with Goswami P who found that
none of the patients receiving H.C.G. had any complaints. All 30 women receiving
Magnesium sulphate had one or another complaint from side effects of drugs [14] Sakhavar
N, found that the their findings indicate that the ability of HCG in suppression of preterm
labor is similar to Magnesium Sulfate however, maternal tormenting side effects of
Magnesium Sulfate was 100% while it was nil for HCG. [15]. Al-Saffar 'Y, and Salih HI [16]
conducted a study, using H.C.G., on 57 women with preterm labour in Bhagdad, concluded
that H.C.G. exhibits potent tocolysis, thereby prolonging pregnancy durations in women with

preterm labour, without causing any adverse maternal/neonatal side effects.

5. Conclusions

1. Delay of Labour for >21 day was higher among HCG group than among MgSO4
group,

2. The mean duration in hours from time of start of treatment with Magnesium sulphate

to the contraction suppression was lower than of the HCG treatment group.

3. The commonest side effect of MgSO4 was thirst, hyperthermia, and head ache,

dizziness.

4. There was no side effect among HCG group except single case complained of head

ache.

5. H.C.G. exhibits potent tocolysis with no maternal & neonatal side effects. Further
studies need to be done to establish the role of H.C.G. in suppression of preterm

labour.

6. Magnesium sulphate is better than H.C.G., as it has statistically significant, faster

onset of action.
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Using Of Human Menopausal Gonadotropin Hormone
Versus Oral Ovarian Stimulation Agents In Induction Of
Ovulation In Women With Polycystic Ovary Syndrome In

Salah Al-Deen Hospital/Tikrit City

Haifaa Siraj Ajaj*, Musryia Rashad Hassein?
.2 Department of Obstetrics & Gynecology, Tikrit University, College of Medicine
! haifaaseraj@gmail.com

ABSTRACT

Polycystic ovary syndrome is a common cause of an ovulatory infertility. Drugs like
Aromatase inhibitors, Human menopausal gonadotropin, used for ovulation induction. The
aim of this study was carried out to compare the therapeutic effects of gonadotropin hormone
versus oral ovarian stimulating agents. A prospective randomized controlled clinical trial was
carried out in the Salahdeen general hospital in Tikrit from 1st Feb-30th August 2020. About
75 PCOs patients enrolled randomly in the study and divided equally into 3 groups as below:
Group A treated with (75 1U intramuscular HMG gonadotropin) daily for 5 days starting Day
2 of menstrual cycle. Group B treated with oral clomiphene citrate 100 mg daily for 5 days
starting Day 2 of menstrual cycle. Group C treated with oral Letrezole 5 mg daily for 5 days
starting Day 2 of menstrual cycle. Multiple mature follicles were obtained commonly by
HMG, followed by Letrozole, then Clomiphene, this relation was statistically significant.
Endometrial thickness was higher among those treated with HMG (10.5£1.7) than those
treated by Clomiphene (9.03+0.9), and then treated by letrozole (8.5+1.2). This is a significant
difference in ET value between Clomiphene, letrozole, and HMG. Chemical pregnancy (early
pregnancy loss that occurs shortly after implantation may account to 50-75% of all
miscarriages) was higher among those treated with HMG (20%), while it was (16%) of those
treated with Clomiphene, and (12%) of the Letrozole group, this relation was statistically not
significant. In conclusion, HMG had the highest response rate, followed by Letrozole, and
Clomiphene. The multiple mature follicles was obtained commonly by HMG, followed by
Letrozole, then Clomiphene .

Keywords: Human Menopausal Gonadotropin Hormone, Polycystic Ovary Syndrome,

Ovulation induction
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1. Introduction

The therapeutic choices for infertility in PCOS women involve gonadotropins, clomiphene
citrate, assisted reproductive technology and laparoscopic ovarian drilling (LOD) [1, 2].
Mutual to all methods is the ovulation induction. Letrozole also play principle parts in
induction of ovulation as has been now well explained. [3]. Gonadotropins are utilized as
second-line drugs for induction of ovulation following failure of treatment with first-line oral
ovulation induction drugs. This composed those females who are resistant to oral drugs or
have the undesirable antioestrogenic adverse effects on the endometrium. [4] A prospective,
comparative randomized clinical trial was carried out to compare the therapeutic effects of
gonadotropin hormone versus oral ovarian stimulating agents as the first line of ovulation

induction drugs in infertile women with polycystic ovarian syndrome.
2. Patient and Methods

This is a prospective randomized controlled clinical trial, done in the Department of
Obstetrics and Gynecology Salahdeen general hospital in Tikrit city, from 1% Feb. 2020 — 31
August 2020. Patients diagnosed with PCOs depending based on the Rotterdam criteria, in
which at least two of the following three criteria were met: oligomenorrhea or amenorrhea,
clinical hyperandrogenism and/or hyperandrogenemia, and polycystic ovaries. [5] The
luteinizing hormone (LH)/FSH ratio was not taken into account since there is some
controversy over its reliability as a diagnostic criterion for PCOS. Participants were enrolled
after all eligibility criteria were confirmed and informed consent completed. Randomization
occurred during the first 3 days of spontaneous menses or while taking medroxyprogesterone
(10 mg/d Provera for 5 days) to induce withdrawal bleeds. About 75 patients enrolled
randomly in the study and divided into 3 groups as described below: Group A (25patient)
treated with (75 U intramuscular HMG gonadotropin) daily for 5 days starting Day 2 of
menstrual cycle, Group B (25patient) treated with oral clomiphene citrate 100 mg daily for 5
days starting Day 2 of menstrual cycle, Group C (25patient) treated with oral Letrezole 5 mg
daily for 5 days starting Day 2 of menstrual cycle. The hCG injection (10000 IU,
intramuscular) was given when the leading follicle measured more than 18 mm in diameter.
Intercourse was advised to be performed 24-36 h after the hCG injection. Serum hCG

concentration was determined 2 weeks after the hCG injection in the absence of menstruation
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for diagnosis of pregnancy. All patients followed for 3 consecutive cycles. The patients were
evaluated using TVS, while the patient was in the lithotomy position. At day 12 of the cycle
all patient evaluated for endometrial thickness (ET), the number and size of the growing and
mature follicles [6]. Good response was achieved when at least one mature follicle becomes
17 mm in diameter and the patients were advised to have timed intercourse every other day,
starting at least 24 h after the leading follicular diameter reached 17 mm in size [7]. At day 2
of the cycle evaluation of FSH, LH, E2. Measurement of b-hCG in blood after at least 3 days
after missed period. For chemical pregnancy assessment.Outcome Measurements; Number of
follicles >17 mm in diameter on the day of hCG, Endometrial thickness on the day of hCG

(mm), Pregnancy rate per cycle, mono versus multifollicular rate.

3. Results

The analysis of 75 patient with PCOs aged from (20-39) years, show that primary infertility
found among 44 (58.7%), while secondary was 31(41.3%). Seventeen (22.7%) women of
them with hirsutism’s, 11 (14.7 %) with acne, 63 (84%) of all women in the study with
oligomenorrhea. The mean hormonal level that measured at 2nd day of menstrual cycle was
LH (10.38+0.2), FSH (6.3+0.4), and E2 (33.9+1.1). The mean age of the patient was
(32.5+3.1), ( 33.1+2.7),( 31.8+2.9), among Clomiphene, Letrozole, and HMG respectively,
this relation was statistically not significant(P value> 0.05). The mean LH level was
(10.8+£1.8),( 11.5+2.3),( 10.3£1.5), among Clomiphene, Letrozole, and HMG respectively,
this relation was statistically not significant(P value> 0.05). The mean FSH level was
(5.6+1.2),( 6.1£0.9),( 5.4+2.1), among Clomiphene, Letrozole, and HMG respectively, this
relation was statistically not significant(P value> 0.05). The mean E2 level was (33.9£4.6),
( 34.5%3.3), (35.6+2.5), among Clomiphene, Letrozole, and HMG respectively, this relation

was statistically not significant(P value> 0.05) as shown in table 1.
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Table 1. Distribution of Clinical Characteristics among Study Groups

Clomiphene Letrozole HMG
(Group A) (Group B) (Group C) | P value
Mean+SD Mean+SD Mean+SD
Age 32.5+3.1 33.1+2.7 31.8+2.9 | >0.05 NS
LH (IU/ml) 10.8+1.8 11.5+2.3 10.3+1.5 | >0.05 NS
FSH
(1U/ml) 5.6x1.2 6.1+0.9 5.4+2.1 | >0.05 NS
E2(pg/ml) 33.9+4.6 34.5+3.3 35.6+2.5 | >0.05 NS

(ANOVA test for: age df=2, F=0.26, P=0. 7, LH df=2, f=2.5, FSH Df=2, f=1.4, p=0.2,
p=0.09, E2 Df=2, f=1.5, p=0.2,)

Clomiphene group consist of 25 patient (the complete cycle number was 59 cycle) 13 patient
received treatment for 3 cycles, 8 received for 2 cycles, and 4 received clomiphene for 1
cycle. Letrozole group consist of 25 patient (the complete cycle number was 49 cycle) 7
received Letrozole for 3 cycles, 10 patient for 2 cycles, and 8 patient for 1 cycle. HMG group
were 25 patient (the complete cycle number was 42 cycle) 4 received HMG for 3 cycles, 9
patient for 2 cycles, and 12 patient for 1 cycle. Table 2 show the respondent rate of different
study group. The respondent rate is defined as cycle with one or more mature follicles >17
mm. HMG had the highest response rate 36(85.7%), followed by Letrozole 32(65.3%), and
Clomiphene 24 (40.7%).

Table 2. Number and percentage of cycles responded to the treatment with clomiphene,
letrozole and HMG.

Mature Follicle Total No. of
STy el Yes No Cycles
Clomiphene 24 35 59
40.70% 59.30% 100.00%
Letrozole 32 L7 49
65.30% 34.70% 100.00%
36 6 42
AAE 85.70% 14.30% 100.00%
Total 92 58 150
61.30% 38.70% 100.00%

X2=21.5,df=2, P value< 0.05 Significant *HMG (gonadotropin)
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Regarding number of follicles measured > 17 mm per cycle after treatment, the table 3 shows

that after Clomiphene treatment single mature follicle was obtained in 21(87.5%) of the

cycles, and >2 mature follicles obtained in 3 (12.5%) of the cycles. after Letrozole treatment

single mature follicle was obtained in 21(65.6%) of the cycles, and >2 mature follicles

obtained in 11(34.4%)of the cycles. after HMG treatment single mature follicle was obtained
in 20(55.6%) of the cycles, and >2 mature follicles obtained in 16(44.4%)of the cycles. From

this figure the multiple mature follicles was obtained commonly by HMG, followed by

Letrozole, then Clomiphene, this relation was statistically significant as shown in table 3.

Table 3. The Distribution Of Study Group Cycles According to Number of Follicle >17 Mm

Post Treatment With Clomiphene, Letrozole And HMG.

NO. of Follicle >17 Mm
Total
Sillie)) e Single Mature Follicle =22 Wi
Follicle

21 3 24
Clomiphene

87.50% 12.50% 100.00%

21 11 32
Letrozole

65.60% 34.40% 100.00%

20 16 36
HMG

55.60% 44.40% 100.00%

62 30 92
Total

67.40% 32.60% 100.00%

X2=6.8,df=2, P value< 0.05 Significant

Endometrial thickness (ET) was higher among those treated with HMG (10.5£1.7) than those
treated by Clomiphene (9.03+£0.9), and then treated by Letrozole (8.5+£1.2). This is a

significant difference (p < 0.05) in ET value between Clomiphene, Letrozole, and HMG, as

shown in table 4.
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Table 4. The Mean Endometrial Thickness at Day 12 of the Cycle Among Study Groups

Study Group Endometrial Thickness Mean+SD
Clomiphene 9.03+0.9

Letrozole 8.5+1.2

HMG 10.5+1.7

Df=2, F=15.7, P value =<0.001 significant

Chemical pregnancy was higher among those treated with HMG 5(20%), while it was 4(16%)
of those treated with Clomiphene, and 3(12%) of the Letrozole group, this relation was

statistically not significant (X2=0.6, df=2, P value> 0.05).
4. Discussion

The current study revealed that the analysis of 75 patient with PCOs aged from (20-39) years,
show that primary infertility found among (58.7%), while secondary was (41.3%). About
(22.7%) of them with hirsutism, (14.7%) with acne, (84%) of all women in the study with
oligomenorrhea. Alhindawi Zena found that the mean age of women (25.8 £ 5.9 SD (ranging
between 18-47 years old), and (22.6%) women of them with hirsutism, (15.1%) with acne,
(23.6%) with acne and hirsutism, (86.8%) of all women in the study with oligomenorrhea
while (13.2%) of them with amenorrhea. (71.7%) of women with infertility. [8]

The mean age of patients in this study were (32.5+3.1), ( 33.1+2.7),( 31.8+2.9), among
Clomiphene, Letrozole, and HMG respectively, this higher from what found by Eleawi HR
found that PCOs cause of infertility had a significantly higher frequency (55%) among
women aged 20-29 years (P=0.0001). [9] Eleawi HR found that There was higher frequency
of primary infertility (74%) among the PCOs infertility group with a higher percentage of <5

years was more in PCOS infertility group .

In current study about 17 (22.7%) with hirsutism, 11 (14.7 %) with acne, 63. This figure was
higher than what reported by Eleawi HR found that the signs and symptoms in cases of PCOS
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was as follows; Hirsutism 83%, Acne 67%, [9] In current study about (84%) with
oligomenorrhea this was lower than Eleawi HR Oligomenorrhea 62%. [9]. This difference
may be related to cultural differences, dietary and physical activity rate difference.

In current study there were elevated level of LH 10.38+0.2, this goes with Eleawi HR found
that a higher frequency of increased Prolactine level & LH level in the PCOS cases than
other causes group, while there was increased level of FSH in other causes group than
the PCOS group. And with Deliwala K J. et al 95% of women were having increased
LH:FSH ratio. [10]

The elevated LH level is due to the fact that androgens are the main source of
hyperandrogenemia in PCOS. Hyperandrogenemia has both a direct effect on the ovarian
alterations and, an increasing effect on pituitary LH pulse frequency and amplitude with
relative low FSH secretion. Further, adrenal androgens contribute to PCOS androgen excess.
Insulin resistance with compensatory hyperinsulinemia enhances ovarian androgen production
as well as, decreases production of SHBG in the liver, and both increase the pool of
bioavailable androgens. PCOS is also associated with increased muscle sympathetic nerve
activity that is related to high testosterone, insulin resistance, and obesity. Eleawi HR found
that LH level increased in 91% of cases, FSH level normal in 86% of cases, Prolactin level
increased in 53%. [9]

Regarding number of follicles measured > 17 mm per cycle after treatment, this study
revealed that after Clomiphene treatment single mature follicle was obtained in (87.5%) of the
cycles, and >2 mature follicles obtained in (12.5%)of the cycles. And after Letrozole
treatment single mature follicle was obtained in (65.6%) of the cycles, and >2 mature follicles
obtained in (34.4%) of the cycles. And after HMG treatment single mature follicle was
obtained in (55.6%) of the cycles, and >2 mature follicles obtained in (44.4%) of the cycles.
In the current study the multiple mature follicle was obtained more frequently commonly by
HMG, followed by Letrozole, then Clomiphene, in a statistically significant manner. This
result agree with Al-Shaikh S F.IM.H et al [11] who found that letrezle produce multiple
mature follicles more than CC (36.3%), (12.89%) respectively and with . also agree with M.F.
Mitwally et al [12] and R.F. Casper,and M.F.M. Mitwally [13] But results disagree with
Jiang and He study who found that letrozole was associated with less mature follicle count in

each cycle. There was also no significant difference between pregnancy rates .
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The researchers revealed that Letrozole was as efficient as clomiphene in induction of
ovulation in PCOS cases. [14] Accordingly, Casper reported that Letrozole is as effective as
clomiphene and requires lesser monitors because of lower rate of complications. [15] The
results of this study disagree with those of Badawy et al [16] who didn’t found any advantage
to the utilization of Letrozole over Clomiphene citrate as a first-line treatment for ovulation
induction in PCOS patients. [16] The difference in results may be due to difference in study
methodology, sample size, and largely difference in study subject characteristics. Shi S, et al
[17] found that Letrozole-induced ovulation can obtain ovulation rate and pregnancy rate
similar to gonadotropin, but reduce the risk associated with treatment. It can be utilized as an

efficient ovulation choice for patients with PCOS who are resistant to clomiphene .

But Shi S, et al found that the multiple pregnancy rates in HMG group was significantly
higher than that in the letrozole group, and the difference was statistically significant (P.05).
Shi S, et al found that there was ovarian hyperstimulation syndrome in the letrozole group; the

incidence of ovarian hyperstimulation syndrome in the HMG group was 12.5%. [17]

Endometrial thickness (ET) was higher among those treated with HMG (10.5+1.7) than those
treated by Clomiphene (9.03+0.9), and then those treated by letrozole (8.5+1.2) in a
statistically difference (p < 0.05) in ET value between Clomiphene, letrozole, and HMG.
Regarding Clomiphene versus Letrozole, the current study agree with Al-Shaikh et al [11] ,
were the ET in CC was (9.68 £ 2.73 mm), and among letrizole group was (8.02 + 1.24), and
with Davar et al. [18] and Badawy et al. [19] which were (9.3 £ 0.9 mm.) and (9.2 mm)
respectively, disagree with Al-Fozan et al who didn’t found difference in endometrial
thickness between the two groups [20] . This may be explained by the fact of that CC has an
antiestrogenic effect and has a negative effect on endometrial thickness, which is believed to

have a negative effect on pregnancy despite high ovulation. [21]

Shi S, et al found that there was no significant difference in the endometrial thickness
between the 2 groups on the day of HCG injection [(9.1+0.2) mm versus (10.7£1.6) mm. The
incidence of ovarian cysts was lower than that of HMG group. [17] In the current study,
chemical pregnancy was higher among those treated with HMG (20%), while it was (16%) of
those treated with Clomiphene, and (12%) of the Letrozole group. In Letrozole group,
chemical pregnancy rate was (12%). This agree with that found by Elnashar et al. [22] , Also
it is comparable to Al-Shaikh et al [23] , Al-Fozan et al [20] , Bayar et al. [24] and
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Gregoriou et al. [25] which were (11.5%) %), (9.1%), (9.09%) and (8.9%) respectively.
Only in Nupur et al. [7] study the ovulation was spontaneous.

The current study disagrees with Polyzos et al who reported that the rate of pregnancy was
equal in both letrizol and CC and there was no variations in terms of pregnancy with
increasing the dose. [26] . Additionally, although the rate of pregnancy reported in the
letrozole group was slightly higher than that in the clomiphene group, in some patients,
patients tended to utilize cheaper agent because of letrozole cost. According to the results of
this research, these two medicines are not superior to each other and can be chosen based on
cost, patient tolerance, and side effects. Abtahi SH et al have reported that clomiphene and

metformin can be considered as the first line of treatment for infertility [27].

The current study agrees with Weiss NS et al (RR 1.24, 95% CI 1.05 to 1.46) that
Gonadotrophins resulted in more live births than continued clomiphene citrate. Shi S, et al
found that there was no significant difference in the number of ovulation cycles between
Letrozole and human menopausal gonadotropin (53.6% versus 64.7%, P>.05). [17] Ganesh
et al carried out a comparing the efficacy of letrozole, CC with recombinant FSH, and
recombinant FSH alone in the treatment of CC-resistant PCOS patients with Letrozole 5
mg/d, obtaining ovulation rate 79.3% (295/372), the cycle pregnancy rate was 23.39%
(87/372), The ovulation rate was better in the Letrozole group than in the CC recombinant
FSH, but in the single-use recombinant FSH group. Ganesh et al found that there was no
significant difference in the rate of pregnancy and rate abortion rate between the 2 groups.
[28]
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Ultrasound in Prediction of Perinatal Outcomes in Fetuses

with Restriction of Intrauterine Growth

Azhar K Abdul-Hameed, Israa H Abid Al-Karim, Raad A hameed
1.23 Department of Obstetrics & Gynecology, College of Medicine, Tikrit University
samay7gq@gmail.com

ABSTRACT

Studies of Doppler flow velocimetry have been proceeding as a principle mechanism
for identification the compromised small fetus from a small fetus that is improbable to suffer
from dangerous perinatal complications. The aim of this study is the Prediction of Perinatal
Outcome in Fetuses Suspected to Have Intrauterine Growth Restriction: Doppler US Study of
Fetal Cerebral, and Umbilical Arteries. This is a longitudinal prospective study done at
department of Obstetrics and Gynecology in Salah Al-Deen General Hospital in Tikrit city
between February-July 2020. The study included a convenient sample 100 pregnant women in
3rd trimester suspected of IUGR (n=100). Studies of various fetal vessels were performed
using color Doppler ultrasound curvilinear probe with a high pass filter. The following vessels
were studied with the mother in a recumbent position during fetal inactivity and apnea. 1st
Umbilical Artery (UA), 2nd Middle Cerebral Artery (MCA). Fetal outcome was studied under
major and minor adverse outcomes. The current study found that the umbilical artery
systolic/diastolic ratio was concordant with major and minor adverse outcome among 55
cases regarding of abnormal finding, and among 25 case regarding negative findings. The
umbilical artery RI was concordant with major and/or minor adverse outcome among 34 cases
regarding of abnormal finding, and among 28 case regarding negative findings. The umbilical
artery Pl was concordant with major and/or minor adverse outcome among 52 cases regarding
of abnormal finding, and among 29 case regarding negative findings. Serial Doppler
examinations of fetal (S/D ratio, UA RI, & UA PI), and (MCA PI, & MCA/UA PI) provide

better information than does a single measurement.

Keywords: Doppler Ultrasound Prediction of IUGR Outcomes, IUGR Outcomes by

Doppler Ultrasound
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1. Introduction

Traditionally, serial sonographic assessment of amniotic fluid volume & fetal biometry has
been utilized along with antepartum assessment of Fetal Heart Rate (FHR) measurement to
evaluate the situation of a fetus at high risk of growth restriction.[1,2] Doppler ultrasound
represent the cheap, available, safe, and a noninvasive technique for diagnosing any
restriction in fetal growth correlated with an abnormal fetal and/or uteroplacental
circulation.[2-4] [8-10] Because a fetus with growth restricted vulnerable to compromised
blood flow is specially at great risk for hypoxia. Studies of Doppler flow velocimetry have
been proceeding as an principle mechanism for identification the compromised small fetus
from a small fetus that is improbable to suffer from dangerous perinatal complications. The
aim of this study is the prediction of Perinatal Outcome in Fetuses Suspected to Have

Intrauterine Growth Restriction: Doppler US Study of Fetal Cerebral, and Umbilical Arteries.
2. Patients and Methods

A Longitudinal prospective study carried out in department of Obstetrics and Gynecology
in Salah Al-Deen General Hospital in Tikrit city from 1st February- 31st July 2020 and
included a convenient sample of 100 pregnant women in third trimester suspected of IUGR
(n=100). Studies of various fetal vessels were performed using color Doppler ultrasound
curvilinear probe with a high pass filter. The following vessels were studied with the mother
in a recumbent position during fetal inactivity and apnea. Umbilical Artery (UA), and Middle
Cerebral Artery (MCA). The Umbilical Artery (UA) measurements were made from free loop
of cord midway between the placental and abdominal wall insertion. The middle cerebral

artery (MCA) was located in a transverse plane at the level of the lesser wing of the sphenoid

o
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bone with sample gate placed on proximal portion of the vessel. Flow velocity wave forms,
the resistance index, pulsatility index, systolic/diastolic ratio of umbilical artery, middle
cerebral artery were noted. 1st Doppler study is considered abnormal when resistance and
pulsability index of umbilical artery (>2 SD), middle cerebral artery (<5th percentile, and
uterine artery (>2 SD) for the gestational age according to the standard reference values; the
reference value of umbilical artery P.1. and cerebroumbilical ratio, according to Laskowska M
etal [5] [11] and MCA PI ratio & Umbilical artery RI reference values were taken according
to Prior T et al. [6] [12] 2nd The ratios examined were considered abnormal when Pl of
MCAJ/UA <1.12. The patients are followed by serial Doppler assessment every 2 week and
non-stress test and the results of the last Doppler examination within 10 days of delivery are

considered, in the subsequent correlation with perinatal outcomes.

3. Results

The analysis of 100 cases that enrolled in this study shows that: The mean maternal age
25.9+£2.5. Primigravidas represent 64 (64%) of the studied population while 36 (36% ) were
multiparas.. The maximum gestational age at which the delivery occurred was preterm
59(59%). the mean birth eight was 2100+£300. There was 1 stile birth, therefore the analysis of
99 patient show that the admission to neonatal intensive care unit was done for 65(65.7%),

while 34 (34.3%) not admitted and was reported, as shown in table 1.
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Table 1. The general characteristics of the patient

Characteristics No. Percent
Age 25.9+2.5.

Parity

Primigravidas 64 64%
Multiparas 36 36%
Mode of delivery

Vaginal 58 58%
Cesarean section 42 42%
age at birth

Preterm 59 59%
Full term 41 41%
Birth weight 2100£300

admission to neonatal
intensive care unit
Yes 65 65.7%

No 34 34.3%

The normal vaginal delivery was 58(58%) versus 42(42%) delivered by SC.. The admission
to neonatal care unit was 65(65.7%), as shown in table 2. About 46 (70.7%) of those admitted
were born by vaginal delivery while 19 (29.3%) were born by cesarean section. About 46
(46.5%) of the live birth babies their birth weight was 1.5-2 kg, followed by ( 2-2.5kg)
34(34.3), then those weight < 1 kg 19(34.34%). The APGAR at 5 minutes was abnormal (<7)
among 51(51.52%), and normal (> 7) among 48(48.48%), as shown in figure 11. Further
analysis of the 51 patient with abnormal APGAR score show that 38 (74.5%) were delivered
by normal vaginal delivery, while 13(25.5%) were delivered by C/S. Fetal outcome was
studied under major and minor adverse outcomes. Major adverse outcomes include: stillbirth,
neonatal death and septicemia. While minor outcomes include-cesarean delivery for fetal
distress, APGAR score below 7 at 5 minutes, admission to NICU for treatment. Major
adverse outcome found among 24(24%) of the newborns, stillbirth was 1(1%), neonatal
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death7 (7%), and septicemia was 18(18%). The minor adverse outcome was among 65
newborn: LSCS 42(42%), Apgar at 5 minutes <7 51(51%), and NCU admission 65(65%), as

shown in table 2.

Table 2. The summary of maternal and fetal outcome.

No.
Major 24
Stillbirth 1
neonatal death 7
Septicemia 18
Minor 65
LSCS 42
Apgar at 5 minutes <7 51
NCU admission 65

Percent
24%
1%

7%
18%

42%
51%
65%

The umbilical artery systolic /diastolic ratio was concordant with major and minor adverse

outcome among 55 case regarding of abnormal finding, and among 25 case regarding

negative findings. The umbilical artery Rl was concordant with major and/or minor adverse

outcome among 34 case regarding of abnormal finding, and among 28 case regarding

negative findings. The umbilical artery Pl was concordant with major and/or minor adverse

outcome among 52 case regarding of abnormal finding, and among 29 case regarding

negative findings. As shown in table 3.

Table 3. Umbilical artery Doppler according to major and minor adverse outcome.

Test

UA S/D
Abnormal
Normal
UARI
Abnormal
Normal
UAPI
Abnormal
Normal
Total

Adverse outcome (major and minor)

Present

55
10

34
31

52
13
65

Absent

10
25

7
28

6
29
35

Total

65
35

41
59

58
42
100
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The Efficacy of Doppler parameters regarding umbilical artery in predicting of major and
minor adverse perinatal outcome show that sensitivity was (85%),(52%) and (80%) for S/D
ratio, UA RI, and UA PI respectively. The specificity was (71%), (80%) and (83%) for S/D
ratio, UA RI, and UA PI respectively. The accuracy was (80%), (62%) and (81%) for S/D
ratio, UA RI, and UA PI respectively.as shown in table 4.

Table 4. The Efficacy of Doppler parameters regarding umbilical artery in predicting major
and minor adverse perinatal outcome.

Doppler Sensitivity Specificity False False Accuracy PPV NPV
finding Positive negative

UAS/D 85 71 29 15 80 85 714
UARI 52 80 20 48 62 83 475
UAPI 80 83 17 20 81 90 69

The MCA Pl was concordant with major and minor adverse outcome among 51 cases
regarding of abnormal finding, and among 23 case regarding negative findings. The MCA/UA
Pl was concordant with major and minor adverse outcome among 53 cases regarding of

abnormal finding, and among 27 case regarding negative findings. As shown in table 5.

Table 11. MCA artery Doppler according to major and minor adverse outcome.

Test Adverse outcome (major and or minor) Total
Present Absent

MCA PI

Abnormal 51 12 63

Normal 14 23 37

MCA/UA PI

Abnormal 53 8 61

Normal 12 27 39

Total 65 35 100

The Efficacy of Doppler parameters regarding Middle cerebral artery in predicting major
and/or minor adverse perinatal outcome show that sensitivity was (78%), and (82%) for
MCA PI, and MCA/UA PI respectively. The specificity was (66%), and (77%) for MCA PI,
and MCA/UA PI respectively. The accuracy was (74%), and (80%) for MCA PI, and
MCAJ/UA PI respectively, as shown in table 6.
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Table 6. The Efficacy of Doppler parameters regarding Middle cerebral artery in predicting

major and minor adverse perinatal outcome.

Doppler  Sensitivity Specificity False False Accuracy PPV NPV
finding Positive negative

MCAPI 78 66 34 22 74 81 62.2
MCA/UA 82 77 23 18 80 87 69.2
Pl

The umbilical artery systolic /diastolic ratio was concordant with major adverse outcome
among 21 cases regarding of abnormal finding, and among 56 case regarding negative
findings. The umbilical artery Rl was concordant with major adverse outcome among 13
cases regarding of abnormal finding, and among 62 case regarding negative findings. The
umbilical artery Pl was concordant with major adverse outcome among 20 cases regarding of

abnormal finding, and among 60 case regarding negative findings. As shown in table 6.

Table 7. Umbilical artery Doppler according to major adverse outcome.

Test Adverse outcome (major) Total
Present Absent

UA S/D

abnormal 21 20 41

Normal 3 56 59

UARI

abnormal 13 14 27

Normal 11 62 73

UAPI

abnormal 20 16 36

Normal 4 60 64

Total 24 76 100

The Efficacy of Doppler parameters regarding umbilical artery in predicting major adverse
perinatal outcome show that sensitivity was (88%), (54%) and (83%) for S/D ratio, UA RI,
and UA PI respectively. The specificity was (74%), (82%) and (79%) for S/D ratio, UA R,
and UA PI respectively. The accuracy was (77%), (75%) and (80%) for S/D ratio, UA RI, and

UA PI respectively.as shown in table 8.
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Table 8. The Efficacy of Doppler parameters regarding umbilical artery in predicting major
adverse perinatal outcome

Doppler Sensitivity Specifity False False accuracy PPV NPV
finding Positive negative

UAS/D 88 74 26 13 77 51 94.9
UARI 54 82 18 46 75 48 84.9
UAPI 83 79 21 17 80 56 93.8

The MCA Pl was concordant with major adverse outcome among 20 case regarding of
abnormal finding, and among 60 case regarding negative findings (20 of those with major
adverse outcome had abnormal MCA PI, and 60 patient of those without major defect had
normal MCA PI). The MCA/UA Pl was concordant with major and/or minor adverse
outcome among 21 case regarding of abnormal finding, and among 62 case regarding
negative findings. As shown in table 9.

Table 9. MCA artery Doppler according to major adverse outcome.

Test Adverse outcome (major ) Total
Present Absent

MCA PI

Abnormal 20 16 36

Normal 4 60 64

MCA/UA PI

Abnormal 21 14 35

Normal 3 62 65

Total 24 76 100

The Efficacy of Doppler parameters regarding Middle cerebral artery in predicting major
perinatal outcome show that sensitivity was (83%), and (88%) for MCA PI, and MCA/UA PI
respectively. The specificity was (79%), and (82%) for MCA PI, and MCA/UA PI
respectively. The accuracy was (80%), and (83%) for MCA PI1, and MCA/UA PI respectively,

as shown in table 10.
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Table 10. The Efficacy of Doppler parameters regarding Middle cerebral artery in predicting
major adverse outcomes.

Doppler Sensitivity ~ Specificity False False accuracy PPV NPV
finding Positive  negative

MCA PI 83 79 21 17 80 56 93.8
MCA/UAPI 88 82 18 13 83 60 95.4

4. Discussion:

Our study found that the mean maternal age was (25.9+2.5) and this agrees with BN Lakhkar
who found that the Mean maternal age was 27.3 years. The current study found that the
maximum gestational age at which the delivery occurred was preterm (59%) and this agrees
with BN Lakhkar who found that the preterm (51.7%) of the sample. The current study
revealed that (66%) of neonates had admission to neonatal intensive care unit, and this agrees
with Mahale N et al 'l found it 27.24 years. BN Lakhkar who found that 35 babies were
admitted into neonatal intensive care unit for treatment. 1 Novac, M.V., et al ! found that
mean maternal age was 28+6.316.

The current study revealed that the major adverse outcome found among (24%) of the
newborns, stillbirth was (1%), neonatal death (7%), and septicemia was (18%). The minor
adverse outcome was among 65 newborn: LSCS (42%), Apgar at 5 minutes <7 (51%), and
NCU admission (65%). Comparable results found by BN Lakhkar as the followings 6 babies
died. B Of the remaining, 15 required admission for more than 10 days for various
complications. Two babies could not be admitted to NICU because of poor parental resources.
Of that one baby died. But BN Lakhkar didn’t report significant neonatal complications like
intraventricular hemorrhage, necrotizing enterocolitis. But BN Lakhkar found that there were
a total of 12 perinatal deaths in our study group. Of these seven were neonatal deaths (NND)
and five were stillbirths. One patient had normal Doppler parameters but still there was
neonatal death. [ Mahale N et al ' found that adverse effect was LSCS (44%), admission to
the neonatal care unit (76%), APGAR score <7 (47%).

The current study found that the UA systolic/diastolic ratio was concordant with major and

minor adverse outcome among 55 cases regarding of abnormal finding, and among 25 case
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regarding negative findings. This goes in accordance with BN Lakhkar who found that
statistical analysis showed that UA S/D ratio is the most sensitive (66.6%) in predicting
perinatal morbidity. ® But the specificity of this index was the least among different
parameters (45.4%). The accuracy of the UA S/D ratio was also less. ] Mahale N et al ']
found that efficacy of Umbilical artery RI in prediction of major and minor outcome
Sensitivity: 60.15% Specificity: 76.66%, Diagnostic accuracy: 74%. Abnormal umbilical
artery RI in prediction of major and minor outcome Sensitivity: 80% Specificity, 86.66%

Positive predictive value, 86.6% Diagnostic accuracy 84%.

O’Dwyer V et all’® showed that the strongest and most substantial association with adverse
perinatal outcomes in growth-restricted fetuses was found when an abnormal umbilical artery
Doppler velocimetry was present, defined as a pulsatility index (PI) greater than the 95th
percentile or as absent or reversed end-diastolic flow. Conversely, adverse perinatal outcomes
are uncommon in growth-restricted fetuses with normal results at umbilical artery Doppler
velocimetry. 1% The current study found that the efficacy of Doppler parameters regarding
MCA in predicting major and/or minor adverse perinatal outcome show that sensitivity was
(78%), and (82%) for MCA PI, and MCA/UA PI respectively. The specificity was (66%),
and (77%) for MCA PI, and MCA/UA PI respectively. The accuracy was (74%), and (80%)
for MCA PI, and MCA/UA PI respectively,

This goes with Naveen D. and K. Karthikeyan 1 | found that the MCA Pulsatality index was
the most sensitive (79%), Negative Predictive Value (60%). Umbilical artery had the highest
specificity of 79% and was significantly more specific than MCA PI or that of MCA/UA PI
Ratio. The umbilical artery also had the highest Postive Predictive Value (82%).

This also goes in accordance with BN Lakhkar [ who found that highest specificity and
positive predictive value of predicting neonatal morbidity was for MCA pulsatility index-
90.9% and 88.2% respectively. The different ratios examined show a uniformly high
sensitivity for the prediction of the perinatal outcome compared to individual vessels. The
current study found that the MCA PI was concordant with major and minor adverse outcome
among 51 cases regarding of abnormal finding, and among 23 case regarding negative

findings. This goes in accordance with BN Lakhkar who found that the positive predictive
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value of a test shows its accuracy and this in our study was higher for MCA PI, which was
47%. 18

Mahale N et al "' found that efficacy of these values also near from what found by MCA PI
in prediction of major and minor perinatal outcome Sensitivity: 90% Specificity: 93.3%
Positive predictive value: 90% Negative predictive value: 93.3% Diagnostic accuracy 92%.
Novac, M.V., et al 1 found that Doppler abnormalities of middle cerebral arteries were
observed in SGA pregnancies, in a higher percentage (57.14%) in early-onset of fetal
restriction than in late restriction (19.38%).

The current study found that the Efficacy of Doppler parameters regarding MCA predicting
major perinatal outcome show that sensitivity was (83%), and (88%) for MCA PI, and
MCAJ/UA PI respectively. The specificity was (79%), and (82%) for MCA PI, and MCA/UA
Pl respectively. The accuracy was (80%), and (83%) for MCA PI, and MCA/UA PI
respectively. This goes in accordance with BN Lakhkar ® who found that the sensitivity of
the combined Doppler parameters was highest at 91.6% in predicting perinatal outcome when
compared with the ratio of the vessels studied which was ratios of the S/D MCA/UA. PI of
MCAJ/UA and Pl of MCA/DAA which had 83%, 66.6% and 66.6% of sensitivity respectively.

Mahale N et al 1" found that MCA/UA PI in prediction of major outcome Sensitivity, 86.6%
Specificity, 91.4% Positive predictive value, 81.2% Negative predictive value, 94.1% and
Diagnostic accuracy, 90%
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The Role of Diagnostic Laparoscopy in Chronic Pelvic
Pain
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ABSTRACT

One of the commonest symptomatology in gynecological outpatient clinics is chronic
pelvic pain, it accounts for 10% of gynecologist’s general clinics patients. The study aimed to
To evaluate the role of laparoscopy in evaluation of CPP, and its correlation with clinical
examination and vaginal ultrasound examination. The present prospective study was done in
the Department of Obstetrics and Gynecology Salah Al-Deen general hospital in Tikrit city
from 1stApril- 31st August 2020. The study sample consists of 30 patients with chronic pelvic
pain, according to the ACOG criteria, with a convenient sampling method. The data collection
done through: a designed closed and open-ended questionnaire, physical examination,
transvaginal ultrasound & laparoscopic examination for the 30 patients for evaluation of
chronic pelvic pain. By laparoscopic examination (90%) of patients had positive findings,
pelvic examination identified (89%) of them correctly. Those with negative findings in
laparoscopy was (10%) of patient, (33.3%) of them were diagnosed as negative by pelvic
examination, there were miss diagnosis in (67%) of the negative patient and (11.1%) of
positive diagnosed patient, this was a statically significant relation. Sensitivity of TVS was
85%, versus 89% for the pelvic examination. Specificity for TVS, and pelvic examination was
(100%), (33%) respectively. Accuracy of the test for TVS, and pelvic examination was
(87%), (83%) respectively. Exploratory laparoscopy provides a definitive diagnosis in 90% of
women complaining of unexplained CPP. The surgical treatment of these lesions improves

painful symptomatology in 70% of women.

Keywords: Diagnostic Laparoscopy; Chronic Pelvic Pain; TVS.
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1. Introduction

Chronic pelvic pain (CPP) is defined as constant or intermittent pain lasting since at
least for a period of 6 months in the pelvis or the lower abdomen or It can be localized in the
pelvis, the anterior abdominal wall at the umbilicus or below, and the lumbosacral back or the
buttocks, it can occur only at certain times, such as before or after eating, urination or during
sex, and is adequate to cause functional disability or cause seeking for medical
management.[1]

Nearly 15% of females between 18-49 years old complain of CPP, but less than a 33%
seek medical advice [2]. CPP is in charge of around 10% of consultations in gynecology and
represents the surgical indication of around 40% of exploratory laparoscopies .[1]

Chronic pelvic pain may be related to various causes, from gynecological problems to
urological and gastro-intestinal pathologies. Although less prevalent in such cases,
musculoskeletal, neurological, irritable bowel syndrome, and painful bladder syndrome and
psychological diseases should be considered [3]. In a quarter to half of the cases, more than
one disorder can be found in a single case, elevating the difficulties in diagnosing and
relieving the symptoms [4]. A complete medical history, associated with a full medical
examination, is the key in order to address patients’ accurate diagnosis and management.
Recently, it becomes increasingly obvious that a multidisciplinary approach is one of the best
way to assist the patient in an individualized style.[5]

Regarding previous experiences, it was found that patients’ history is usually
characterized by a long chain of medical advices and faulty diagnoses before the definitive
treatment. Aim of this study was to evaluate the role of laparoscopy in evaluation of CPP, and
its correlation with clinical examination and vaginal ultrasound examination

2. Patient and Methods

An Observational study was done in the Department of Obstetrics and Gynecology
Salahdeen general hospital in Tikrit city, From 1st April. 2020 - to the end of August 2020.
The study sample consist of patients with CPP, according to the ACOG criteria, as noncyclic
pain for > 6 months; localized pain to the pelvis, anterior abdominal wall, below the
umbilicus, or buttocks; causing functional disability or necessitate medical care [6].

Inclusion criteria include any patient with the following: Noncyclic pain for > 6
months, localized pain to the pelvis, anterior abdominal wall, below the umbilicus, or
buttocks; causing functional disability or necessitate medical care.

Any patient with the following were excluded from the study: current pregnancy,
acute pelvic infection, and proven chronic bowel, urinary, or psychological diseases.

Data collected through: designed closed and open-ended questionnaire, by using direct
interviewing, and physical examination, Ultrasound examination, and Laproscopic
examination. Detailed questions regarding: Demographic characteristics, Pain site, character,

duration, frequency, radiation of the pain, precipitating and modifying factors, the relation of
e —
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pain to sexual activity and menstrual cycle, and the presence of other types of pain as
dysuria.menstrual history, and history of possible involvement of the gastrointestinal and
urinary system. Parity, history of abortion, and BMI.

Abdominal examination was performed while the patient was in supine position; all
quadrants of the abdomen were examined for skin scars, tenderness, or abdominal masses.
Pelvic examination was performed while the patient was in the lithotomy position. Inspection
of the vulva was done for localized lesions (redness, discharge, abscess formation, or signs of
trauma). Uterine mobility and cervical motion tenderness were tested by observing the
movement of the cervix against the anterior rectal wall. The bimanual examination was
performed gently, checking for uterine and adnexal tenderness or limited mobility. Visual
analog scale (VAS): 10-cm visual analog scale which measured pain on from 0 (“no pain”) to
10 (“worst pain”) scale, for pain assessment.

The study patients were evaluated using TVS, while the patient was in the lithotomy
position. All women underwent laparoscopy; the surgeon was blind to the ultrasound findings.
The surgeon was required to comment on the presence or absence of pathology. Laparoscopy
was done while the patient was under general anesthesia in the Trendelenburg position.
Laparoscopic entry was done through the umbilical area with lifting the anterior abdominal
wall. A thorough, standardized examination was performed; a panoramic view of the pelvis,
with the uterus anteverted, allowed a general survey. A manipulating instrument was inserted,
through a 5-mm secondary port, and the bowel, appendix, liver, diaphragm, and upper
abdomen were inspected.

The manipulating instrument is used to mobilize pelvic structures to visualize all
peritoneal surfaces, the ovaries, ovarian fossae, and the cul-de-sac of Douglas, as well as the
anterior cul-de-sac. The ovary was described as mobile if it was possible to rotate the ovary
and to expose the ovarian fossa. The instrument was used to probe areas of tenderness
reported by the patient on pelvic examination .

The varied appearances of endometriotic spots were searched for on the surface of the
ovaries, ovarian fossae, uterosacral ligaments, the cul-de-sac of Douglas, the anterior
cul-de-sac, as well as chocolate cysts on the surface of the ovaries; biopsy for histologic

confirmation was recommended.
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Pelvic adhesions were diagnosed. Filmy adhesions were described as thin stretched
scar tissue, whereas dense adhesions were described as thick, extensive, vascularized scar
tissue including not directly adjacent organs distorting the anatomy up to frozen pelvis.[7]

The intervention that done for the patient was reported. Uterus was evaluated for the
presence of any pathology — for example subserous fibroids. Fallopian tubes were evaluated
for the presence of any pathology, for example hydrosalpinges; methylene blue test was
performed for evaluation of the tubal patency.Detailed and complete operation records were

available for all cases.The operation findings were correlated with the ultrasound findings.
3. Results

The mean patient age was (30.4+6.3), and mean duration of pain was (14.8+9.1) month, and

mean BMI was (28.9+3.1), as shown in table 1.

Table 1. The Mean Value of Main Characteristics of Patient With Chronic Pelvic Pain.

N Minimum | Maximu Mean Std.
m Deviation
Age 30 21.00 40.00 30.4 6.3
Duration of pain in months 30 6.00 36.00 14.8 9.1
BMI 30 22.90 36.40 28.96 3.1

The surgical procedures done by Laparoscopic procedures for the patients were as follows;
cystectomy (40.7%), removal of endometrioma (3.7%), tubal patency (7.4%), drainage
(3.7%), adhesiolysis (26%), myomectomy (3.7%), drainage & adhesolysis (7.4%), Removal

of mass (3.7%). frozen pelvis (3.7%), as shown in table 2.

Web Site: www.kjps.isnra.org E-mail: kjps@uoalkitab.edu.ig

43




IAS]

AlKjtab Journal for Pure Science ~

i9
Vol.4 (2), ISSN: 2617-1260 (print), 2617-8141(online) Eﬂ;

At jormal ForPare ciences www.Kjps.isnra.org ] | i 1S3 a3

Table 2. The Surgical Procedures Done By Laparoscopic Procedures For The Patients

-
[EEN

40.7
3.7

[EEN

7.4
3.7
25.9
3.7
7.4
3.7
3.7
27 100

N =) S S N A S N

By laparoscopic examination 27 patient had positive findings trans- vaginal sonography
(TVS) identified 23 patient of them correctly (85.2%), those with negative findings in
laparoscopy was 3 patient all of them were diagnosed as negative by TVS, this relation was

statically significant as shown in table 3.

Table 3. The Relation of Laparoscopic Finding According To US Finding.

Positive Negative/ Non
Conclusive

|

23 0 23 <0.05S
- 85.20% 0.00% 76.70%

4 5 7
- 14.80% 100.00% 23.30%

27 3 30
- 100.00% 100.00% 100.00%

e —
Web Site: www.kjps.isnra.org E-mail: kjps@uoalkitab.edu.ig

44




IAS]

Al-Kjtab Journal for Pure Science 7~

sy Ee
Vol.4 (2), ISSN: 2617-1260 (print), 2617-8141(online) -
At jormal ForPare cences www.Kjps.isnra.org ] | i 1S3 a3

By laparoscopic examination 27 patient had positive findings, pelvic examination identified
24 patient of them correctly (88.9%), those with negative findings in laparoscopy was 3
patient, 1(3.3%) of them were diagnosed as negative by pelvic examination, there were miss
diagnosis in 2(66.7%) of the negative patient and 3(11.1%) of positive diagnosed patient, this

relation was statically significant as shown in table 4.

Table 4. The Relation of Laparoscopic Finding According To Physical Examination.

Positive

Negative/ Non
Conclusive

24 2 26 >0.05 NS

88.90% 66.70% 86.70%
3 1 4
11.10% 33.30% 13.30%
27 3 30
100.00% 100.00% 100.00%

Sensitivity of TVS was 85%, while of the pelvic examination was 89%. Specificity for TVS,
and pelvic examination was (100%), (33%) respectively. Accuracy of the test for TVS, and
pelvic examination was (87%), (83%) respectively, as shown in table 5.

Table 5. The Accuracy of TVS and Clinical Examination In Comparison To

Laparoscopy
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4. Discussion
The mean patient age in this study was (30.4+6.3), This goes with Argentino GL et al [8] that

found the mean age of women with CCP was 35+ 4.5 years. Most of the patient were
overweight with mean BMI (28.9+3.1), this goes with Argentino GL et al [8] that found the
mean BMI of women with CCP 26.94 £5.52.

The commonest surgical intervention was cystectomy (40.7%), this goes with our finding that
most of the pathology was ovarian cyst. This disagree with what found by Brichant, G., et al
[9] reported performance of cystectomy in (17%) of the patients ,

In this study removal of endometrioma was (3.7%), this near from what Argentino GL et al
[8] found (6.4%),but lower than of Brichant, G., et al [9. (%41) [

It is possible that more than one lesion could have been found in a patient and so more than
one surgical procedure would then be carried out. [9] In all cases but one, adhesiolysis has
been always associated with another surgical procedure. In 66% of the patients undergoing
excision of USLs, another procedure was performed. No intraoperative complications
occurred during surgeries, and no abdominal conversion to laparotomy was needed .

The current study revealed that By laparoscopic examination (90%) patient had positive
findings, pelvic examination identified (89%) of them correctly. Those with negative findings
in laparoscopy was (10%) patient, (33.3%) of them were diagnosed as negative by pelvic
examination, there were miss diagnosis in (67%) of the negative patient and (11.1%) of
positive diagnosed patient in a statically significant relation. These goes with Argentino GL et
al [8] who found that laparoscopy contributed to correct diagnosis in 59.6% of infertility
cases, 93.7% of chronic pelvic pain of undetermined origin, 87.5% of complex ovarian cyst
cases , 40% of ovarian tumor cases , and 77.8% of adnexal mass of unknown etiology cases.
Laparoscopy also determined a 76.7% increase in the diagnosis of pelvic-abdominal
adhesions .

But our results was higher than what reported by Hebbar S, Chawla C. that only 33 (38%) had
significant findings on preoperative pelvic examination. In contrast (66%) had abnormal
findings on laparoscopy. Conversely (62%) had normal preoperative pelvic findings and
(33%) were negative for pathology on laparoscopy. Fifty-eight per cent of those who had
normal preoperative pelvic findings and 79% of those with abnormal preoperative pelvic

findings had significant pelvic pathology on laparoscopy. The error in pelvic examination in
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symptomatic patients varied from 21% (normal findings) to 58% (abnormal findings). [10]
Hebbar S, Chawla C. reported that the clinical examination could detect abnormality only in
(38%) females, whereas laparoscopy could detect pathology in (66%) women with CPP. This
shows superiority of diagnostic laparoscopy over clinical examination in detection of etiology
in these females, which is statistically agreeable[10] .

Regarding the type of previous operations in patients with adhesions, the current study
revealed that for those (47%) patients who had previous history of surgical operation, (57%)
had C/S, (29%) had Appendectomy, (7%) ovarian cystectomy, and (7%) myomectomy. While
Hebbar S, Chawla C.[10] reported that in 38.9% no obvious cause could be detected. This
may be attributed to ‘silent PID’ resulting from Chlamydia and Mycoplasma group of
organisms. Tubal ligations (none were laparoscopic sterilizations) responsible for 22% of
cases. None of the adhesions were associated with bowel obstruction[9] .

the routine use of laparoscopy in front isolated CPP is profitable. The role of laparoscopy is
important in the diagnosis when all the additional tests came back negative but also
laparoscopy has a role to process and establish a prognosis and this in the same operation[11].
therefore its essential for Iraq to initiate training programs on laparoscopy as what done in
USA , it is estimated that 73% of programs lead off laparoscopic skills in North America and
55% of residency programs have facilities for training in laparoscopy in the United States [12-
14].

5. Conclusions and Recommendations

This study demonstrated that exploratory laparoscopy provides a definitive diagnosis in 90%
of women complaining of unexplained CPP. By laparoscopic examination (90%) of patients,
and TVS identified correctly (85%) of these patients. The surgical treatment of these lesions
improves painful symptomatology in 70% of women, (30%) had no pain relief. Pelvic
examination can identify (89%) of those patients who had positive Laparoscopic findings
correctly. But Pelvic examination can only identify (33%) of those (10%) patient patients who
had Negative laparoscopic findings which constitutes. Laparoscopy helps in detecting many
causes of CPP which clinical methods and ultrasonography fail to identify. This enforces the

position of laparoscopy as a gold standard in evaluation of this condition.

o
Web Site: www.kjps.isnra.org E-mail: kjps@uoalkitab.edu.ig
o

47




Al-Kjtab Journal for Pure Science N

Vol.4 (2), ISSN: 2617-1260 (print), 2617-8141(online) N7
At jormal ForPare cences www.Kjps.isnra.org ] | i 1S3 a3

References

[1] D. S. Engeler, A. P. Baranowski, P. Dinis-Oliveira et al., The 2013 EAU guidelines on
chronic pelvic pain: Is management of chronic pelvic pain a habit, a philosophy, or a
science? 10 years of development, European Urology, 64(3), 431-439 ( 2013)

[2] Brichant G, Denef M, Tebache L, Poismans G, Pinzauti S, Dechenne V, Nisolle M.
“Chronic pelvic pain and the role of exploratory laparoscopy as diagnostic and therapeutic

tool: a retrospective observational study. Gynecological Surgery, 15(1),13 (2018).

[3] Speer L, Mushkbar S, Erbele T. Chronic pelvic pain in women. American Family
Physician. , 93(5), 380-7 (2016).

[4] Kamel HS, Abu-Elhassan AM, Abdel-Aleem MA, Ibrahim AA. Sonographic and
laparoscopic findings in women presenting with chronic pelvic pain. Journal of Current
Medical Research and Practice.,2(3),186 (2017).

[5] Ahmad G, O’Flynn H, Duffy JM, et al. Laparoscopic entry techniques. Cochrane
Database Syst Rev, 2, CD006583 (2012)

[6] Allaire C, Williams C, Bodmer-Roy S, Zhu S, Arion K, Ambacher K, Wu J, Yosef A,
Wong F, Noga H, Britnell S. Chronic pelvic pain in an interdisciplinary setting: 1-year

prospective cohort. American journal of obstetrics and gynecology. 218(1):114 (2018).

[7] Allegre L, Le Teuff I, Leprince S, Warembourg S, Taillades H, Garric X, Letouzey V,
Huberlant S. A new bioabsorbable polymer film to prevent peritoneal adhesions validated in
a post-surgical animal model. PloS one, 13(11), €0202285 (2018).

[8] Argentino GL, Bueloni-Dias FN, Leite NJ, Peres GF, Elias LV, Bortolani VC, Padovani
CR, Spadoto-Dias D. The role of laparoscopy in the propaedeutics of gynecological
diagnosis. Acta cirurgica brasileira, 34(1), 24 (2019).

[9] Brichant, G., Denef, M., Tebache, L. Chronic pelvic pain and the role of exploratory
laparoscopy as diagnostic and therapeutic tool: a retrospective observational study. Gynecol
Surg; 15 (1), 13(2018).

o
Web Site: www.kjps.isnra.org E-mail: kjps@uoalkitab.edu.ig
o

48




1AS]

Al-Kjtab Journal for Pure Science

Vol.4 (2), 1ISSN: 2617-1260 (print), 2617-8141(online) N

— N g
— \ =

Avitaourmal ForPreSiences www.Kjps.isnra.org ]yl ot S |

G

[10] Hebbar S, Chawla C. Role of laparoscopy in evaluation of chronic pelvic pain. J Minim
Access Surg, 1(3), 116-120 (2005).

[11] Miled CB, Mehdi K, Halouani A, Touhami O, Abouda H, Dorra Z, Channoufi B.
Laparoscopy in the management of isolated chronic pelvic pain. European Journal of

Obstetrics and Gynecology and Reproductive Biology. 1,206-15 (2016).

[12] Moawad GN, Tyan P, Kumar D, Krapf J, Marfori C, Abi Khalil ED, Robinson J.
Determining the effect of external stressors on laparoscopic skills and performance

between obstetrics and gynecology residents. J Surg Educ., 74(5), 862-6 (2017).

[13] Fernandes CF, Ruano JM, Kati LM, Noguti AS, Girao MJ, Sartori MG. Assessmentn of
laparoscopic skills of Gynecology and Obstetrics residents after a training program.
Einstein (Sao Paulo).,14(4), 468-72 (2016).

[14] Shore EM, Lefebvre GG, Grantcharov TP. Gynecology resident laparoscopy training:
present and future. Am J Obstet Gynecol.,212(3),298-301 (2015)

—_—
Web Site: www.kjps.isnra.org E-mail: kjps@uoalkitab.edu.ig

EE,———
49




IAS]

AlKjtab Journal for Pure Science 7~

9

Vol.4 (2), ISSN: 2617-1260 (print), 2617-8141(online) N7
At jormal ForPare cences www.Kjps.isnra.org ] | i 1S3 a3

Clinical Characteristics and main presentation of the

COVID19 among lragi people

Mohammed Khalil Ibraheem @ | Sarab K.Abedalrahman @ |, Ashoor R Sarhat @ |
Jawad K. Al-Diwan @
@) High diploma of internal medicine, Salahadeen health directorateTikrit Iraq,
@ Cancer management center, Salahdeen Health Directorate, Tikrit, Iraq
© Professor of Pediatrics . Tikrit University College of Medicine, Iraq
@ Dept. of Family and Community Medicine, College of Medicine, Baghdad University, Iraq
Corresponding auther : Sarab K. Abedalrahman

sara.k.abed@gmail.com

ABSTRACT

The COVId19 pandemic is a newly emerging infectious disease that needs to be understood
thoroughly in order to be controlled. This study aimed to study the clinical and laboratory
characteristics of the COVID19 patient.

Patient and methods: A cross-sectional study was done in Iraq, at Salahadeen general hospital
from the period 1st March to the end of May 2020 on patients diagnosed with COVID 19. A
total of 75 COVID19 patients enrolled in the study. a full history was taken, a full physical
examination was done, computerized tomography, and laboratory tests.

Results: The age distribution of the COVID19 patient were commonly aged (30-50 years)
37(49.3%), and those aged <30 years represented about 6(8%) of the sample. The dominant
gender was male 43(57.3%). About 58 (77.3%) of the patient had comorbid disease, coronary
vascular disease was 49(65.3%), hypertension was found among 47(62.7%), DM was found
among 40(53.3%). Smoking found among 35(46.7%) of the patients.

The commonest symptoms were dyspnea 63(84%), fever 51(68%), Myalgia 46(61.3%), loss
of smell 8(10.7%), vomiting 8(10.7%), sputum 8(10.7%), loss of taste 6(8%), diarrhea 6(8%),
dry mouth found among 6(8%), cough 6(8%), fatigue 5(6.7%)followed by arthralgia 4(5.3%),
and chest pain 3(4%). The mean Spo2% was (88+6.6), heart rate was (103+23.3), the mean
respiratory rate was (17.7+4.1), the mean temperature value was (38.1+1.1), and the mean C -
reactive protein rate was (49.8+41.2). The CBC shows that Lymphopenia was reported among
34(45.3%) of the patient, leukocytosis reported among 19 (25.3%) of the patient. Chest CT

revealed that mean lung involvement was (16.6+14.7%).
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Conclusion: The commonest presentation of the patient was dyspnea, followed by fever.
Digestive symptoms and myalgia were common. COVID19 maybe became a stigma in our
community and educational programs were needed to overcome this problem.

Keywords: COVID19 infection, clinical presentation, CT, Iraq.

DOI: https://doi.org/10.32441/kijps.04.02.p5

Al o UgusS G aaldll Lyl (ale¥ly dappud) Gailadl)

-~

4u\yﬂ\ekgd\ﬁ’3ﬁayﬁﬂj)ﬁb,Zwaj\mcu&;éu\)ujlﬁh\}\dghw
) 4, Y] il iladl 3 cpal) o dnem sy, als¥) 3502 ahall ol 2om ¢ lajud) Jual) dsnis?
ok daals , calall S ddinally oyl (ala aud? S5 daala—

sara.k.abed@gmail.com @

Al Al oda cian Ladde Bladl Jal e (383 agh M zling s (o8l (3 Glape i g sS dadla ()

el 8 Ui oS el piially Aoyl (il s

g i pole 1 85 G alall Cpall 2la hdiss ¢ 3hal) (& Canal Luadaia s tullullly Gyl
Uig)sS (S9ams lian Liaipe 75 Wlake die dushy o3 L Lig )5S (S93m agiulal (addi & uape (Ao 2020 sile

¢ (o) gkl ugeailly ¢ JelSl aul) Gandl el a5 ¢ ormpall JalSH pimpall oyl 380 3 L Aadl) b
¢ (£49.3) 37 (33 50-30) ajlecl cpdlll b o) ampall (gpandl qisill oS sl . anal) el laa¥lg

43 ,5S g Gaugall puind) OIS Al e (48) 6 Joa (istiar 1551S Lale 30 g aaslacl Jis cpdll il
49 Gl Lo ) all ¢ A5 duiage (il Oslan (il e (£77.3) 58 s -(%57.3)

e (146.7) 35 G sl 295 .(753.3) 40 Gu @Sall sha ¢ (£62.7) 47 a3l b ¢ iyl ¢ (765.3)
<l

51


https://doi.org/10.32441/kjps.04.02.p5
mailto:sara.k.abed@gmail.com

AlKjtab Journal for Pure Science ~

Vol.4 (2), ISSN: 2617-1260 (print), 2617-8141(online) N7
At jormal ForPare cences www.Kjps.isnra.org ] | i 1S3 a3

O ¢« (761.3) 46 e Al ¢ (168) 51 (andl ¢ (£84) 63 Luiil) Gaa o Lsas SV eV ik
¢ (48) 6 Jlew) ¢ (78) 6 Gyl .apesl hai ¢ (£10.7) 8 aald) ¢ (£10.7) 8 e all ¢ (£10.7) 8
S .(74) 3 sl Ay ¢ (75.3) 4 dealaal all 4y (76.7) 5 canill ¢ (78) 6 Jlad) ¢ (78) 6 o adl) ilin
+ 17.7) pul) Jane Jawsia (IS5 ¢ (23.3 £ 103) Q) @iy Jasa (S5 ¢ (6.6 £ 88) 7 Spo2 Lausic
(41.2 + 49.8) JSC Jelall (5,0 Jane Jagiag ¢ (1.1 £ 38.1) shall days dad baugia OS5 ¢ (4.1
sloandl GlLSI ane 5aby clily ¢ ayal) o (4 45.3) 34 (oo Dslaadll AN ali G aall and gl

(7147 £ 16.6) oIS B3 dlal Javgia Gf 4l adaiall gl glal . oayall e (7 25.3) 19 o
Ghall ¢ Giall ¢ G pase ¢ LgyeS anils aAdlal) clalgt)

1. Introduction

The causes of a cluster of cases of pneumonia were established as a novel coronavirus
in Wuhan, China.[1] The outbreak was quickly spread across China, followed by an explosion
of cases in most countries worldwide. As of July 12, 2020 over 12 million confirmed diseases
(including more than 0.5 million deaths) have been recorded around the world. The World
Health Organization (WHO) identified 2019 (COVID-19) as a pandemic].2[

COVID-19 has several different characteristics, such as high infectiousness during
incubation, the time delay from real exposure to the virus to the symptom appearance, the
number of persons will be infected and the effects of different management protocols and
preventive measures to be taken to control the disease . [3]

The rang of incubation period was 3-14 days, but some studies reported that the median
incubation period 5.1 days, and within 11.5 days 97.5% will be symptomatic. Some people
their incubation period may be longer than 14 days (1%). [4]

The majority of COVID-19 patients presented with fever, cough and dyspnea, [5,6]but
also in few reports there was reporting of digestive symptoms as presenting signs and
symptoms in some patients[7,8].

It’s important to understand the clinical history of the disease in any community in
order to control its spread and identify the patient as early as possible. As the researcher

knowledge little was reported about clinical presentation of COVID19 patients in Irag. This
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study aimed at identification of the clinical presentation and laboratory findings of Iraqi
patient with COVID19.

2. Patients & Methods

This cross sectional study done in Salahadeen governorate in Iraq, at Salahadeen
general hospital from the period 1st March to end of May 2020 on patient diagnosed with
COVID 19. A total of 75 patient infected with COVID19 was enrolled in the study. All
patient were confirmed as COVID 19 patient by nasal swab, full history was taken from them.
Full physical examination was done, computerized tomography, and laboratory tests e.g.
blood count CRP and SPO2% were measured. Ethical approval was taken from the research
committee of Salahadeen directorate, as well as verbal approval from the patient was taken.

Data was analyzed using SPSS version 23 for data entry and analysis. P value < 0.05

was considered as significant.

3. Results

The age distribution of the COVID19 patient were commonly aged (30-50 years) 37(49.3%),
followed by those age > 50 years 32(42.7%), and those aged <30 years represented about
6(8%) of the sample. The dominant age was male 43(57.3%), followed by female 32(42.7%).
About 58(77.3%) of the patient had comorbid disease, coronary vascular disease was
49(65.3%), hypertension was found among 47(62.7%), DM was found among 40(53.3%).
Smoking found among 35(46.7%) of the patients, as shown in Table 1.

Table 1. The general characteristics and comorbidity among COVID 19 patients.

Frequency Percent
Age
<30 years 6 8
30-50 years 37 49.3
>50 years 32 42.7
Gender
Male 43 57.3
Female 32 42.7
comorbidity 58 77.3
CvD 49 65.3
Hypertension 47 62.7
DM 40 53.3
Smoking 35 46.7
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The commonest symptoms were dyspnea 63(84%), fever 51(68%), Myalgia 46(61.3%), loss

of smell 8(10.7%), vomiting 8(10.7%), sputum 8(10.7%), loss of taste 6(8%), diarrhea 6(8%),
dry mouth found among 6(8%), cough 6(8%), fatigue 5(6.7%)followed by arthralgia 4(5.3%),

and chest pain 3(4%), as shown in table 2.

Table 2. The main symptoms presented among patients

Frequency Percent

Dyspnea 63 84
Fever 51 68
Myalgia 46 61.3
Loss of smell 8 10.7
vomiting 8 10.7
Sputum 8 10.7
Loss of Taste 6 8
diarrhea 6 8
dry mouth 6 8
Cough 6 8
Fatigue 5 6.7
Arthralgia 4 5.3
Chest pain 3 4

The mean Spo2% was (88+6.6), heart rate was (103+23.3), the mean respiratory rate was

(17.7£4.1), the mean temperature value was (38.1+1.1), and the mean C - reactive protein rate

was (49.8+41.2). The CBC show that Lymphopenia was reported among 34(45.3%) of the
patient, leukocytosis reported among 19(25.3%) of the patient. Chest CT revealed that mean
lung involvement was (16.6+£14.7 %), as shown in table 3.

Table 3. The commonest signs, laboratory, and radiological findings of the patients..

Main laboratory and Minimum Maximum Mean | Std. Deviation
radiological features
SPO2%sitting position 70 97 88.0 6.6
Heart rate 61 140 103.2 23.3
Temperature 36.2 40 38.1 1.1
Respiratory rate 11 29 17.7 4.1
CRP 13 170 49.8 41.2
CBC
Normal 22 29.3
Lymphopenia 34 45.3
Leukocytosis 19 25.3
Chest CT results 0 60 16.6 14.7
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4. Discussion

The age distribution of the COVID19 patient were commonly aged (30-50 years) (49.3%),
and those aged <30 years represented about (8%) of the sample. This figure goes with what
reported in Basra south of Iraq by Habib OS et al [9] found that commonly affected age was
30-50 years (42%), and found that those aged < 30 years was (18%). Venkatesan P [10]
reported that there were warning signs of changing in COVID19 demography as the infection
percentage was increased among those aged less than 40 years and percentages of the infected
persons those aged 15-24 years increased from 5.4 to 15% .

Excess statistics among younger people have repercussions for the transmission and
contamination of population groups that are more vulnerable. In Iraq the families were big
consist of parents and grandparents with many children and increased crowding index, all
these increased the possibility of infection of the younger age group. Another point is that
those aged 30-50 years usually the dependable persons in family and responsible for the
shopping and social activities increasing their possibility of exposure to infection.

Males (57.3%) were more affected than females (42.7%). , this goes with Habib OS et al [9]
found that (50.7%) of COVID 19 patients were male and (49.3%) were females. Pan L et al
[8] found male (52.6%) were more than female (47.4%), and Zheng Y, et al [11] found the
same think (54.8%), (45.2%) respectively.

About 58(77.3%) of the patient had comorbid disease. Cardio vascular disease was
49(65.3%), hypertension was found among 47(62.7%),and DM was found among 40(53.3%).
this was higher than what Zheng Y, et al [11] about (23%) of the sample had comorbid
disease, and the commonest comorbid disease among COVID 19 patients were cardiovascular
disease (16.4%) , and endocrine disease was (5.5%) . Pan L et al [8] also found the
commonest comorbid disease was cardiovascular disease (21.6%). Both previous studies
found the commonest co morbid disease was cardiovascular, even though their percentages
was lower than what reported in this study.

The prevalent clinical presentation was dyspnea (84%) followed by fever (61.3%)this was
differ from what reported by Wan S et al [12] that fever is most prevalent presentation (80%),
followed by cough (53%). Yang J et al [13] (86%), cough (670, and dyspnea (30%), This
difference is related may be too difference in the patient deal with the disease and the health

system that differ from other countries. in Irag usually patient no seek treatment until they
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became seriously ill therefore the dyspnea is worrying symptom for them, and they neglect
the fever at this stage, or the presentation is differ in our communities. Another important
point is COVID 19 in cultures like in Irag became a stigma and patient not accepting the idea
of their infection or be rejected by the community due to COVID 19 infection .

In this study (61.3%) of the patient had myalgia, this goes with Yang J et al [13] (51%), Wan
S et al [12] found that more than 20% of patients had myalgia. Zheng Y [11] reported myalgia
among (2.7%) of the patients.

Presentation with Vomiting was among (10.7%), and diarrhea was (8%) this goes with Wan S
et al [12] diarrhea (7%), Zheng Y [11] (7.38%), Yang W et al [14] diarrhea (1.4%). Pan L et
al [8] reported that diarrhea (34%), and vomiting among (3.9%), also he that (50.5%) of the
patient had digestive symptom. chest pain reported among (4%) of the patients, Zheng Y [11]
also reported it but in lower percentage (1.4%). Patients with gastrointestinal symptoms and
muscle soreness, associated with other risk factors, should receive medical attention for early
disease recognition. Another presentations were, loss of smell 8(10.7%), sputum 8(10.7%),
loss of taste 6(8%), cough 6(8%), fatigue 5(6.7%) and arthralgia 4(5.3%) found among the
patients

This is critical because if clinicians track only the symptoms of the respiratory system for
identifying cases for COVID-19, cases with extra pulmonary symptoms can be missed or had
delayed diagnosis until the respiratory symptoms manifested. Therefore those patients didn’t
receive prompt treatment and preventive measures will be delayed also.

The mean C - reactive protein rate was (49.8+41.2). The Lymphopenia was reported among
34(45.3%) of the patient, this supported by the findings of Wan S et al [12] reported
lymphocytopenia among 51%.

Lymphopenia and increased C- reactive protein may be associated with the cytokine storm
induced by the invasion of the changes in peripheral white blood cells and immune cells such

as lymphocytes as a result of virus invasion [15, 16].

5. Conclusions

The commonest presentation of the patient was dyspnea, followed by fever. Digestive
symptoms, and myalgia were common, therefore a good attention should be paid to the

patient with these symptoms. COVID19 may be became a stigma in our community therefore
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health authorities should pay attention for this point and do programs to decrease this effect,

on diagnosing and controlling COVID19.
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ABSTRACT

This study assessed the protective effect of Zizphus jujube (ZJ) extract on 5-FU-induced
alterations in renal function markers and kidney morphology in Dawley rats. Twenty-four
rats were divided randomly into four groups administrated orally with 0.9% normal saline as
the control group, 5-FU (40 mg/kg daily for 5 days), ZJ (500 mg/ kg daily for 5 days), and 5-
FU+ ZJ (for 6 days). further biochemical experiments carried out on blood collected from the
heart. Kidney tissues were obtained for analysis of catalase (Cat), glutathione S-transfers
(GST), and lipid peroxide levels as well as histology analysis. 5-FU significantly reduced the
enzyme activity of Cat and GST and increased levels of lipid peroxidation and plasma
creatinine levels (P < 0.005). Histopathological examination showed severe wide ischemia of
proximal convoluted tubule (PCT), missing in Bowman's space, and edema in the group
treated with 5-FU. In addition, pretreatment with ZJ has significantly improved levels of Cat
and GST and reduced lipid peroxidation and plasma creatinine levels (P < 0.05). Moreover,
the histopathological analysis showed that ZJ relatively prevented the damage in renal tubular
cells compared with 5-FU treated group. Supplementation with ZJ may have clinical benefit

in nephrotoxicity caused by 5-FU.

Keywords: antioxidant; 5-Flurouracil, ziziphus jujube, nephrotoxicity, glutathione S-

transferase, catalase, histological analysis.
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1. Introduction

5-fluorouracil (5-FU) is a pyrimidine fluorinated analog that is classified as an antimetabolite.
It is widely used for the chemotherapeutic treatment of hepatocellular carcinoma. This drug
showed activity with many solid tumors, including stomach, breast, pancreas, esophagus,
liver, head, neck, and colorectal cancers[1]. 5-FU acts via the incorporation of its metabolites
into RNA and DNA, thereby inhibiting thymidylate synthase. Consequently, it causes DNA
damage, cell cycle termination, apoptosis, and necrosis of cancer cells[2]. The extended
activity of 5-FU on RNA and DNA in normal rapidly dividing cells causing cell damage and
death has been associated with its numerous toxic effects[3]. Nephrotoxicity is one of the
most disturbing adverse consequences of therapy with 5-FU characterized by arrays of
features which include kidney histological changes such as glomerular and tubular
degeneration[4]. It is also associated with changes in serum renal biomarkers including
electrolytes and acid—base balance and alteration in glomerular filtration rate[4]. Its

nephrotoxic effect has been associated with its catalyzed product dihydrouracil which is
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cleaved to a-fluoro-B-alanine and other by-products in the liver which are injurious to the
kidney. In addition, its nephrotoxic effect may involve oxidative stress (OS) through free
radical production, inflammation, and the stimulation of apoptic pathways in renal
tissues[5].Ziziphus jujube, a species of Ziziphus (L.) in the buckthorn family Rhamnaceae, an
fascinating deciduous tree with spiny, twisted branches and an open, irregular form ZJ has
been used in folk medicine as demulcent, depurative, bland, emollient, stomachic for
toothaches, astringents and as a mouth wash. It has antioxidant activity which occurs through
the scavenging and neutralization of free radicals [6] and can increase the expression of
enzymes such as superoxide dismutase (SOD) and catalase (CAT) responsible for
maintaining oxidation—reduction balance in cells. It can inhibit lipid peroxidation (LPO) by
removing lipid peroxides produced in membranes, thereby abrogating the harmful activity of
lipid peroxide on biomolecules[7]. ZJ acts as an anti-inflammatory agent by reducing
cyclooxygenase 1 enzyme (COX-1). COX-1 catalyzes the first step in the synthesis of
prostaglandins which can culminate in reactions facilitating the production of free radicals[8].
Furthermore, it can inhibit the activity of pro-inflammatory cytokines thereby preventing
inflammation-mediated damage. ZJ interacts with many receptors, kinases, and other
enzymes that could possibly make major contributions to its biological effects[9]. It has
shown potential in the treatment of neurodegenerative diseases, diabetes, cancer, and
hypertension in animal models[10]. In addition, it has shown protective benefits against
several renal injuries caused by toxic insults in animal models[11]. The purpose of this study
was carried out to investigate the protective effect of ZJ extract which may weaken this

serious toxicity without affecting the efficacy of the drug, in an in vivo model.

2. Materials and Methods

Experimental design
Twenty-four Sprague Dawley rats (male), weighing 160-210 g each and their ages (8- 12
weeks), were obtained from the animal house at JUST, Jordan. They kept at a constant
temperature (22+1 °C) with a regular 12-h light and dark cycle with providing diet and water.
rats randomly divided into four groups (6 for each). Drug was administered orally using a ball
tipped stainless steel gavage connected to a syringe. An individual body weights were
obtained for test animals' prior administration daily. The experimental design included as
follows:

e Group 1: saline- control group. Rats will be orally with 0.9% NaCl for 5 days.
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e Group 2: ZJ extract group. Rats will be administered orally 500 mg/kg .
e Group 3: IF group. Rats will be administered orally an IF 40mg/kg for 5 days
(recommended dose administered for cancer patients).
e Group 4: ZJ extract and IF group. Rats will be administered IF (40 mg/kg) just as the
IF group, except that they will be administered with ZJ extract 1 day before and then
ZJ extract + 5-FU daily for 5 days.
2.1 Ethical Approval
The study was carried out under veterinary supervision, used in full compliance with local,
national, ethical, and regulatory values for animal care and was approved by the Suez Canal
University Research Ethics and Animal Care Committee[201703MAZ2].
2.2 Sample Collection
The animals in all groups were in an ether chamber after 48 h from the last application, after
an overnight fast. Blood samples were taken by the intracardiac puncture and collected into
the heparin tubes. The samples were centrifuged at 3000 rpm for 10 minutes to separate their
plasma and then stored at -18C° until used for determination of biochemical test. The two
kidneys were removed for each rat. One kidney was placed in 10% formaldehyde solution for
processing to histopathology examination by light microscopy. The other kidney was
homogenized with phosphate buffered solution (pH 7.2) to obtain 1: 5 (W/V) homogenate.
The latter was analyzed to determine the glutathione reductase activity, glutathione catalase
activity, glutathione peroxidase activity, glutathione S-transferase activity and lipid
peroxidation.
2.3 Plasma Biochemistry test
Urea and creatinine activity were measured using Biorex Urea and Biorex creatinine Kits,
respectively (Biorex, diagnostic reagents for laboratories, United Kingdom) according to the
manufacturer’s instruction.
2.4 Histological analyses
The left kidneys of each rat were removed and fixed immediately in 10% formaldehyde, and
then the fixed samples were washed in 70% ethanol. Dehydration was performed by passing
the materials in elevated ethanol concentrations as follows: 80%, 90%, 95% and absolute
(two hours in each change) using the processor, and then cleared in xylene for 20 minutes.
Infiltration was carried out using paraffin wax (melting point 60°C), samples were Embedded

with pure melted paraffin wax and poured in a cassettes. Thereafter Blocks were trimmed.
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Then, serially sections of 5 pum thickness were done using a Wild microtome. The serial
sections were put on glass slides and then immerged in hot water (45-50°C) for few second.
Serial sections that stained by using Ehrlich hematoxylin and eosin Y stains (H&E), were
mounted with dibex and examined on Leitz Laborlux 11 microscope and photographed.
2.5 Determination of enzymes activities
Glutathione S-transferase activity was measured spectrophotometrically at 340 nm for the
rate of conjugation of 1-chloro-2,4-dinitrobenzene (CDNB) with GSH as a function of
time[12]. The assay mixture contained the following: 2900 ul of 0.1 M potassium phosphate
buffer pH 6.5, 50 ul of 0.1 M GSH, 30 pl of 0.1 M CDNB dissolved in minimum volume of
absolute ethanol and 20 pl of the crude. The specific activity of the enzyme was expressed as
units per mg protein. Using an extinction coefficient of 9.6 mM™ cm™. Catalase activity was
measured spectrophotometrically according to Aebi (1984) [13] as the following: To a three
ml reaction, one ml of 30 mM H202 and 1.980 ml of 50 mM phosphate buffer (pH 7.00)
were applied into a quartz cuvette, the reaction was initiated by the addition of appropriate
volume of the crude. The rate of hydrogen peroxide decomposition was monitored at 240 nm
and Specific activity was expressed in units per mg protein[13]. Level of lipid peroxidation
was determined by method described earlier[14]. The final volume of the reaction mixture
was 4 ml. The following were sequentially added: 1.5 ml of 20 % acetic acid, 0.2 ml of 8.1 %
SDS, 1.5 ml of 0.8 % TBA, 0.77 ml distilled water and 30 pl of crude. The reaction was
incubated at 95°C for one hour, after cooling the reactions were centrifuged at 2500 rpm for 8
minutes. The optical density of the chromogen malondialdehyde (MDA) was estimated
versus blank at 532 nm. Finally, Total protein concentration was assessed according to the
method of Bradford, using bovine serum albumin as standard[15].
2.6 Statistical analysis

The results were analyzed using the SPSS software version 20. Results were stated as
a mean = S.D. The data was analyzed using one-way analysis of variance (ANOVA)
followed by LSD multiple range test for the statistical comparison between groups; A P-value

of less than 0.05 was considered statistically significant.

3. Results
3.1 Body weight changes
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Within 48 hours of the last oral administration, no mortality was seen in any of the control, 5-
FU, ZJ, and ZJ+5-FU group. For the duration of the experiment (5 days) was shown an
increase of body weight gain in control, ZJ, and ZJ+5-FU groups, while it decreased
significantly in 5-FU group. Table (1) shows the mean body weight difference expressed as

percentage (%).

Group that given ZJ (500 mg/70 kg) has shown the enhancement in body weight, while group
administrated 5-FU (40 mg/ kg) alone has shown significantly reduced in body weight when
compared with others groups. We can see that the group which administrated ZJ alone

increases in body weight as compared with ZJ+5-FU group.

Table 1: The mean body weight difference expressed as percentage (%) for each group.

Parameter Control (NS) Z) 5-FU ZJ+5-FU

Body weight difference (%) 16% 7.5% -12.5% 0%

3.2 Histological analysis

Haematoxylin and eosin staining (H & E) of the kidney showed mass edema and less number
of tubules and blood congestion in N.S as a control group (Figure 1). The 80mg/kg 5-FU dose
produced significant changes compared to the control group as it was shown in figure (2a+b)
it caused severe wide ischemia of PCT, missing in Bowman’s space. There was also a
significant amount of cell death, hemorrhage, edema and congestion. The rat group that had
been administrated ZJ (500 mg/ kg) showed good structure of glomeruli and tubule and
increase in number of cells and less blood congestion and less edema (Figure 3a). The group
of ZJ (500 mg/kg) with 5-FU (40 mg/kg) showed mild ischemia of PCT and the nephrons
were near of normal (Figure 3b).
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Figure 1: N.S group: Backed glomeruli, less number of tubules, mass edema, water

inside Obliteration of Bow man's spaces, Magnification of X400 for better visualization.

A b

Figure 2a: 5-FU 40 mg/kg group: a lot of congestion glomeruli, mass edema, less number of
tubules ,increases of cell Obliteration of Bow man's spaces, a lot of blood congestion. 2b: 5-

FU 40 mg/kg group, Magnification of X400 for better visualization.

A b

Figure 3a: ZJ group: good structure of glomeruli and tubules, increase of cells, Obliteration
of Bow man's spaces, blood congestion. 3b: ZJ+ 5-FU group: Good structures, less
glomerular congestion, increase of cells, less edema congestion, increase of cell Obliteration
of Bow man's spaces. Magnification of X400 for better visualization.

3.3 Plasma biochemistry test

Plasma creatinine level was significantly increased in rats that received 5-FU (40 mg/kg)
alone when compared with control group. Administration of ZJ (500mg/ kg) + 5-FU reduced
creatinine level with significant. While Groups that received ZJ alone showed that the
creatinine level lower than those in control group. ZJ alone prevented significantly the
elevation of creatinine level when compared with 5-FU group (table 2). ZJ have no clear

effect on plasma urea level.

Table 2: The effects of each experimental group on plasma biochemical parameters in rats
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Parameters Control N.S Z) 5-FU ZJ+5-FU P-value
Creatinine 16.0+ 12.01+ 43.30+ 27.10+
0.001*
(mmol/l) 4.166°" 4.166" 6.2502 7.511°
Urea 20.3+ 28.16+ 19.90+ 20.59+ 0.032
(mmol/l) 1.18 7.57 3.33 4.44

Abbreviations, *: Significant at a=0.005; a: Significant when compared with N.S control group; b:

Compared with 5-FU group. 5-FU; 5-fluorouracil, ZJ; ziziphus jujube. Data expressed as meanzx S.D.

3.4 Activities of antioxidant enzymes

The activities of three different antioxidant enzymes have been measured in all individuals
within the Control group 5-FU, ZJ+5-FU, and ZJ, were in the rats treated with 40 mg/kg 5-
FU, GST activity was lower than that in the group treated with N.S, ZJ+5-FU and ZJ but not
significantly (Table 3), while the activity of CAT in kidney homogenate was significantly
reduced in rats that received 5-FU alone as compared with control group. Group that received
ZJ+5-FU showed an elevation in Cat activity without significant as compared to IF group.
Table 3: The average mean values of the specific activities of the three enzymes for each

experimental group

parameters Control N.S Z) 5-FU ZJ+5-FU P-value
Cat 864.53+ 846.77+ 514.93+ 603.87 0.03*
mmol/l 113.5° 102.1 141.6° +183.7
GST 0.5611+ 0.6121+ 0.337+ 0.5481+ 0.06*
mmol/I 0.335 0.155 0.147 0.097

Abbreviations, *: Significant at 0=0.05; a: Significant when compared with N.S control group; b:
Compared with 5-FU group; N.S: Normal saline; 5-FU: 5-fluorouracil; ZJ: Ziziphus jujube; Cat:

catalase; GST: glutathione S-transferase. Data expressed as meanz S.D: standard deviation.

Malondialdehyde level in the 5-FU-treated animals were higher than those of the control
groups with significant (Table 4). The combined treatment of ZJ plus 5-FU and ZJ were

reduced the elevations of MDA level.

Table 4: The average mean values of the specific activities of lipid peroxidation (MDA) for
each experimental group
Control (N.S) ZJ]

5-FU ZJ+5-FU
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MDA
( y 0.0063+ 0.0076+ 0.0138+ 0.0084+
mmol/m
e )g 0.0032 0.0055 0.0022% 0.0010
protein

Abbreviations: *: Significant at 0=0.05 when compared with IF group. N.S: Normal saline; IF:

Ifosphamide; ZJ: Ziziphus jujube; MDA: Malondialdehyde.
4. Discussion

Nephrotoxicity is a major therapy- limiting side effect of 5-FU. It is thought to be induced by
0OSJ[16]. The present study demonstrates the renal toxicity of the 5-FU in an animal model
and supports previous evidence of nephrotoxicity [4]. A clinically relevant dosage of 5-FU
(80mg/kg) resulted significantly in altered kidney functions as shown by elevations of blood
creatinine. This result is like that recorded by previous studies [17-19]. At the same time, it
produced remarkable oxidative damage as shown by the elevated lipid peroxide levels and
decreased the activity of glutathione S-Transferase in the kidney tissue homogenate. Similar
results were also observed by other studies [1,2].

These observations are correlated well with the renal histological findings in the current
study, the administration of 5-FU (40 mg/kg) induced damage to renal tubules. Similar
changes were also reported by previous studies[20,21].

ZJ, belongs to the family rhamnaceous plant, that used in treatment of various diseases such
as digestive disorders, weakness, liver complaints, obesity, urinary troubles, diabetes, skin
infections, loss of appetite, fever, pharyngitis, bronchitis, anemia, diarrhea, and
insomnia[22,23]. In our study, obtained results showed that ZJ was able to minimize the
elevated levels of serum creatinine. Critically, ZJ reduced the severity of 5-FU-induced renal
toxicity, as evidenced by almost normal morphology of the tubules and glomeruli of animals
that received combined treatment with ZJ and 5-FU. Lipid peroxidation becomes more likely
in cell membranes because of impaired antioxidant defense mechanisms. The measurement of
MDA, product of lipid peroxidation, has been used as an indicator of lipid peroxidation
level[24]. As shown in our findings, the levels of MDA in the IF treated group were increased
when compared with those of the control groups. The impaired renal function was
accompanied by increasing MDA concentrations in kidney tissue. Combined treatment with
ZJ and 5-FU attenuates the elevation of lipid peroxidation level. Glutathione S-transferase is

an enzyme that facilitates the conjugation of GSH with reactive metabolites leading to the
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formation of a thioether bond making less reactive conjugate than the parental compound.
There is some evidence that ZJ can enhance GST activity, and we observed, in the present
study, a non-significant trend towards increased GST activity when ZJ was administered
alone. More importantly, ZJ prevented the decrease of GST activity when it was administered
together with the 40mg/kg concentration of 5-FU. Animals in the 5-FU group showed a
significant loss in body weights. This reduction in body weight is attributed to reduced food
intake and inhibition of protein synthesis due to 5-FU. This is a well-described side effect in
patients treated with anticancer drugs[25] and was also reported in 5-FU-treated rats[4,21].

According to our biochemical findings, this was supported by histopathological evidence,
administration of ZJ minimized some nephrotoxic effects of 5-FU in an in vivo model. These

findings indicate that ZJ supplementation can reduce 5-FU-induced nephrotoxicity.

5. Conclusion
Our study revealed that ZJ provided a significant nephroprotective effect against 5-FU-
induced nephrotoxicity. Thus, ZJ can be considered a potential candidate to minimize

nephrotoxicity that induced by 5-FU which is a major clinical problem.
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