STROBE Statement—checklist of items that should be included in reports of observational studies
	
	Item No
	Recommendation

	Title and abstract
	1
	(a) Indicate the study’s design with a commonly used term in the title or the abstract
The study design was a cross sectional study Page 2

	
	
	 

	
	
	(b) Provide in the abstract an informative and balanced summary of what was done and what was found  Page 2
A cross-sectional study enrolled 40 preeclampsia women with early-onset PE (32–30 weeks . Demographic criteria and hematological indices were collected, including platelet counts and indices (mean platelet volume and platelet distribution width), PLR, Doppler study, which calculated estimated fetal weight (EFW), amniotic fluid index (AFI), resistance index (RI), and pulsatility index (PI). Participants were followed until delivery where maternal outcomes were recorded, including; delivery mode and reason for cesarean section, and neonatal outcomes, including fetal growth restriction (FGR), meconium-stained liquid, five-minute Apgar score, and admission to intensive care unit. Results:  A trend of caesarean section was reported, 7/40 fetuses had FGR, 12/40 had meconium-stained liquor, and 17/40 were admitted to intensive care unit. PLR was positively correlated with AFI and EFW as r =0.98,0.97, P<0.001; PLR showed negative correlations with PI and RI as r=-0.99, -0.98, P <0.001. Apgar score and admission days to intensive care unit showed a positive and negative correlation (0.69, -0.98) P<0.0001, respectively. ROC calculated PLR cutoff value (7.49) that distinguished FGR at 100% sensitivity and 80% specificity

	Introduction

	Background/rationale
	2
	Explain the scientific background and rationale for the investigation being reported Page 2 and 3
Previous research in the field postulated inflammation as a cause of PE, and numerous inflammatory markers were examined for the severity of PE and its related consequences. Platelet turnover increases in the maternal circulation of preeclampsia women, which eventually reduces their numbers along with alterations in platelet size, and functionality. PE is coupled with a maladaptive immune response and a hyper inflammatory state, which leads to increased lymphocyte counts. Platelets to lymphocyte ratio (PLR) has been studied for prognostic and predictive roles in a variety of diseases, including preeclampsia and cancer prognosis, however they presented inconsistent and sometimes contradicting results. [11-13]. Moreover, PLR was not tested in early onset PE

	Objectives
	3
	State specific objectives, including any prespecified hypotheses Page 2;3;4
We hypothesized that the reduction in PLR would predict poor obstetrical and neonatal outcomes in early-onset PE. We aimed to predict fetal growth restriction through biological and ultrasonic markers for patients with early-onset preeclampsia as a primary aim. The secondary aim was to examine the correlation of PLR to predictors of mateno-fetal outcome.

	Methods

	Study design
	4
	Present key elements of study design early in the paper Page 4
A cross-sectional study enrolled 40 preeclampsia women with early-onset PE (32–30 weeks)


	Setting
	5
	Describe the setting, locations, and relevant dates, including periods of recruitment, exposure, follow-up, and data collection Page 5.6
At the University hospital, a cross-sectional study recruited 40 eligible participants for a one-year period beginning in June 2019 and ending in June 2020. Those were preeclampsia women, based on the American College of Obstetricians and Gynaecologists.. We only included severe cases with gestational ages of 30–32 weeks in the study. Gestational age was determined based on history and/or confirmed by an early ultrasound scan. In addition, a detailed history and an obstetrical exam were conducted. Demographic criteria and haematological indices were collected, including platelet counts and indices (mean platelet volume and platelet distribution width), PLR, Doppler study, which calculated estimated fetal weight (EFW), amniotic fluid index (AFI), resistance index (RI), and pulsatility index (PI). Participants were followed until delivery where maternal outcomes were recorded, including; delivery mode and reason for cesarean section, and neonatal outcomes, including fetal growth restriction (FGR), meconium stained liquid, five-minute Apgar score, and admission to intensive care unit

	Participants
	6
	(a) Cohort study—Give the eligibility criteria, and the sources and methods of selection of participants. Describe methods of follow-up

Case-control study—Give the eligibility criteria, and the sources and methods of case ascertainment and control selection. Give the rationale for the choice of cases and controls

Cross-sectional study—Give the eligibility criteria, and the sources and methods of selection of participants

We only included severe cases Page 7 with gestational ages of 30–32 weeks in the study. Gestational age was determined based on history and/or confirmed by an early ultrasound scan. In addition, a detailed history and an obstetrical exam were conducted.

Exclusion criteria;

1.Pregnant women with gestational age outside reference gestational age (>32 and <30 weeks)

2.Medical disorders like kidney and liver diseases, a personal or family history of thyroid, diabetes, or cardiovascular diseases, a personal history of chronic hypertension, and blood dyscrasias.

	
	
	(b) Cohort study—For matched studies, give matching criteria and number of exposed and unexposed

Case-control study—For matched studies, give matching criteria and the number of controls per case

	Variables
	7
	Clearly define all outcomes, exposures, predictors, potential confounders, and effect modifiers. Give diagnostic criteria, if applicable Page 5
Those were preeclampsia women, based on the American College of Obstetricians and Gynecologists. Were recruited where collection was made to Demographic criteria and hematological indices were collected, including platelet counts and indices (mean platelet volume and platelet distribution width), PLR, Doppler study, which calculated estimated fetal weight (EFW), amniotic fluid index (AFI), resistance index (RI), and pulsatility index (PI). Participants were followed until delivery where maternal outcomes were recorded, including; delivery mode and reason for cesarean section, and neonatal outcomes, including fetal growth restriction (FGR), meconium stained liquid, five-minute Apgar score, and admission to intensive care unit.

	Data sources/ measurement
	8*
	 For each variable of interest, give sources of data and details of methods of assessment (measurement). Describe comparability of assessment methods if there is more than one group Page 6,7 
The early-onset fetal growth restriction was defined as (1) ultrasonic EFW or fetal abdomen circumference less than the 3rd percentile using population chart or EFW or fetal abdominal circumference less than the 10th percentile correlated with umbilical artery PI more than 95th centile or a cerebroplacental ratios less than the 5th percentile .  For patients who satisfied our criteria, the primary criteria were recorded, including systolic and diastolic blood pressure readings. Total protein excreted was estimated from urinary specimens by albumin/creatinine ratios. Three millimeters of blood were collected in an ethylene diamine tetra acetic acid tube to estimate the platelet indices (distribution width and mean volume) using an automated hematology analyzer (Beckman Coulter SnBC010420. Germany), and we calculated the PLR ratio. On the same day of lab testing, an ultrasound exam was conducted using a B-mode ultrasound. A transabdominal approach was used to conduct a color Doppler spectral study. In every case, the amniotic fluid index, EFW, and Doppler indices (PI and RI) were measured . Cases were followed until delivery, at which point maternal outcomes including; the mode of delivery and reason for a C-section were recorded. In addition, the neonatal outcome included meconium-stained liquor, a 5-minute Apgar score, and admission to the neonatal intensive care unit (NICU). Information 

	Bias
	9
	Describe any efforts to address potential sources of bias
Not applicable 

	Study size
	10
	Explain how the study size was arrived at

The cases were sequentially recruited then by applying our inclusion and exclusion criteria we reached to the current study size Page 6

	Quantitative variables
	11
	Explain how quantitative variables were handled in the analyses. If applicable, describe which groupings were chosen and why

We have only one group preeclampsia women, based on the American College of Obstetricians and Gynecologists Page 5

	Statistical methods
	12
	(a) Describe all statistical methods, including those used to control for confounding

	
	
	(b) Describe any methods used to examine subgroups and interactions

	
	
	(c) Explain how missing data were addressed

	
	
	(d) Cohort study—If applicable, explain how loss to follow-up was addressed

Case-control study—If applicable, explain how matching of cases and controls was addressed

Cross-sectional study—If applicable, describe analytical methods taking account of sampling strategy Page 5
The statistical analysis of the data was carried out through Microsoft Office Excel 2016 and the SPSS 26 program (Statistical Package for Social Sciences). The numeric data was expressed as mean ± SD. Categorical data were presented as number and percentage. Linear regression assessed the correlation between PLR and the study parameters, including the maternal and neonatal outcome. The ROC curve was constructed to calculate the PLR that correlates with FGR at the highest sensitivity and specificity

	
	
	(e) Describe any sensitivity analyses Page 8
The ROC curve was constructed to calculate the PLR that correlates with FGR at the highest sensitivity and specificity


Continued on next page

	Results

	Participants
	13*
	(a) Report numbers of individuals at each stage of study—eg numbers potentially eligible, examined for eligibility, confirmed eligible, included in the study, completing follow-up, and analysed
All was explained in details in the study flow chart Page 6

	
	
	(b) Give reasons for non-participation at each stage
Inclusion criteria was too tight and any missing data were a cause for exclusion Page 6

	
	
	(c) Consider use of a flow diagram
It was provided in the study Page 5

	Descriptive data
	14*
	A Give characteristics of study participants (eg demographic, clinical, social) and information on exposures and potential confounders Page 7
Study participant were  40 pregnant women diagnosed with severe PE at a gestational age of 32-30 weeks. The mean maternal age was 27±2.6 years, PLR ratio was 7.86 ± 1.75, estimated fetal weight was 1.30 ± 0.08, days of admission to NICU were 7.09±2.05 days and mean Apgar score was 6.54 ±1.6. The maternal outcome in terms of cesarean section (C-section) that showed a trend of higher percentage 26 vs 13 cases (65% vs 35%) vaginal delivery with no statistical significance. The neonatal outcome of the delivered newborn, 2 cases (5%) were dead upon delivery, 12 cases (30%) suffered of meconium stained liquor with insignificant P value. Five –min Apgar score of 5-7 showed a meaningful difference among newly born with P<0.001. 17 cases (42.5%) of the newborn were admitted to NICU with significant P<0.001. In Table 4.  by linear regression PLR taken as an independent variable, was correlated with the FGR parameters (AFI, EFW, PI, and RI).

	
	
	b.Indicate number of participants with missing data for each variable of interest
Not applicable 

	
	
	(c) Cohort study—Summarise follow-up time (eg, average and total amount)

	Outcome data
	15*
	Cohort study—Report numbers of outcome events or summary measures over time

	
	
	Case-control study—Report numbers in each exposure category, or summary measures of exposure

	
	
	Cross-sectional study—Report numbers of outcome events or summary measures Page 8
:  A trend of caesarean section was reported, 7/40 fetuses had FGR, 12/40 had meconium stained liquor, and 17/40 were admitted to intensive care unit. PLR was positively correlated with AFI and EFW as r =0.98,0.97, P<0.001; PLR showed negative correlations with PI and RI as r=-0.99, -0.98, P <0.001. Apgar score and admission days to intensive care unit showed a positive and negative correlation (0.69, -0.98) P<0.0001, respectively. ROC calculated PLR cutoff value (7.49) that distinguished FGR at 100% sensitivity and 80% specificity

	Main results
	16
	A Give unadjusted estimates and, if applicable, confounder-adjusted estimates and their precision (eg, 95% confidence interval). Make clear which confounders were adjusted for and why they were included
Page 8
All confounder of the study was addressed in sampling that was done carefully in one centre, no 95% confidence interval was used  

	
	
	B Report category boundaries when continuous variables were categorized
They were only single group and all continuous variables were expressed as means and standard deviation 

	
	
	(c) If relevant, consider translating estimates of relative risk into absolute risk for a meaningful time period  not applicable 

	Other analyses
	17
	Report other analyses done—eg analyses of subgroups and interactions, and sensitivity analyses  

no subgrouping was done and sensitivity and specificity test was done by ROC analysis

	Discussion

	Key results
	18
	Summarise key results with reference to study objectives Page 7,8
and EFW and a strong positive correlation to PI and RI, respectively, with a significant P-value in discriminating FGR, which indicates the reliability of PLR in FGR prediction. The relationship of PLR to neonatal outcome showed a strong positive correlation to Apgar score, and a negative correlation to NICU admission days, which implies good prediction of the neonatal outcome

	Limitations
	19
	Discuss limitations of the study, taking into account sources of potential bias or imprecision. Discuss both direction and magnitude of any potential bias Page 9
We have to acknowledge some of the inconsistencies in earlier studies regarding the value of PLR. According to Morisaki et al. technical report who examined different blood ratios according to gestational age, they attributed these inconsistencies to being a reflection of different maternal criteria, gestational age, and differences in inflammatory response among pregnant women. Since delivery is the only treatment for PE progression, we must evaluate maternal risk against newborn problems; for that, early and acute detection is necessary

	Interpretation
	20
	Give a cautious overall interpretation of results considering objectives, limitations, multiplicity of analyses, results from similar studies, and other relevant evidence Page 9,10
PLR was intimately linked to FGR parameters; moreover, it correlated with important predictors of neonatal outcome. PLR is simple, inexpensive, and its significant correlation to FGR in early-onset PE with high sensitivity and specificity (100%, 80%) and a significant AUC of 0.9, P<0.001 makes it a valuable predictor. PLR can guide clinicians and assist with timely referral of affected women to tertiary care centers to halt adverse fetal outcomes. Further studies are needed to explore the future implications of PLR on fetal and maternal health and their predictive value for early childhood and adult-onset diseases.

	Generalisability
	21
	Discuss the generalisability (external validity) of the study results
Although PLR was examined for late onset PE, early-onset PE was not addressed earlier. This paper emphasizes the significance of PLR in predicting early onset PE associated with FGR . Since PLR was already validated for late onset PE and its related co-morbidities, we needed no external validation. FGR is responsible for 50% of unexplained stillbirths. Its implications extend beyond postpartum as it increases neonatal morbidity and the risk of cardiovascular diseases in the offspring

	Other information

	Funding
	22
	Give the source of funding and the role of the funders for the present study and, if applicable, for the original study on which the present article is based
No funding was received  

No earlier study examined the role of PLR in early onset PE only late onset PE was addressed 


*Give information separately for cases and controls in case-control studies and, if applicable, for exposed and unexposed groups in cohort and cross-sectional studies.

Note: An Explanation and Elaboration article discusses each checklist item and gives methodological background and published examples of transparent reporting. The STROBE checklist is best used in conjunction with this article (freely available on the Web sites of PLoS Medicine at http://www.plosmedicine.org/, Annals of Internal Medicine at http://www.annals.org/, and Epidemiology at http://www.epidem.com/). Information on the STROBE Initiative is available at www.strobe-statement.org.
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