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ABSTRACT  

 

Introduction and aims  

 Hypertensive disorders of pregnancy, in particular, pre-eclampsia, remains an enigmatic problem 

with global disease burden shared amongst industrialised and non-industrialised countries. It has 

been estimated that hypertensive disorders complicate 5 – 10% of pregnancies.
 
 The leading cause 

of maternal deaths in sub-saharan Africa is AIDS (43.7%). The Saving Mothers Guidelines for the 

tri-ennium 2005 – 2007 in South Africa found that hypertensive disorders were directly linked to 

maternal deaths in 15.7% of cases, of which 83% represents pre-eclampsia. Additionally South 

Africa now faces the challenge of obesity. These three conditions (HIV, pre-eclampsia and 

obesity) impact on each other causing adipokine dysregulation. The aim of the study was to 

examine the levels of adiponectin/leptin/TNF-α and resistin amongst non-pregnant, normotensive 

and pre-eclamptic pregnant cohorts in respect of their BMI and HIV status. 

 

Methods 

Following institutional ethical approval and informed consent, serum was obtained from a total 

of 328 women attending the RK Khan Hospital, a regional and district hospital in eThekwini, 

KwaZulu-Natal. Women were recruited into two groups ie., non-pregnant (n = 120; 36.58%) 

and pregnant  group (n = 208; 63.41%). Pregnant women were further, categorised into the 

normotensive pregnant (n = 118; 35.97%) and the pre-eclamptic (n = 90; 27.43%) groups. The 

pregnant cohort was also sub-stratified in accordance with their HIV status.  Clinical 

demographics, height, weight, body mass index (BMI), mid upper arm circumference (MUAC), 

triceps skin fold thickness were recorded. Indications and mode of delivery as well as 

associated complications, fetal ultrasound abnormalities, neonatal outcomes (APGARS), 



 xx 

weight, placental shape weight and appearance were noted. Serum was assessed by a double 

antibody sandwich ELISA technique using the DuoSet ELISA Development System for human 

adiponectin and TNF-α. Additionally, serum leptin and resistin was detected by the Bioplex 

immunoassay (Biorad). Absorbance was read spectrophotometrically at 450 nm (Systems).  

SPSS version 21 was used to analyse the demographic and experimental data. A p value < 0.05 

was considered as statistically significant. 

 

Results  

Irrespective of the HIV status, body mass index and maternal weight (p = 0.325 vs 0.138) were 

not statistically significantly different between the normotensive and pre-eclamptic groups 

respectively.  Likewise, the distribution of BMI was the same across the study groups with 

respect to HIV status (p = 0.124). 

 

Mean adiponectin levels varied between 897.93±126.18, 17.19±11.56, 23.16±21.39 and 

24.61±12.869 in the non-pregnant, normotensive pregnant, EOPE and LOPE groups respectively.  

Leptin levels varied from 4887.25±705.29, 2732.27±580.18, 955.75±527.64 and 310.23±177.43 in 

the non-pregnant, normotensive pregnant, EOPE and LOPE groups respectively.  TNF-α was 

undetected in the non-pregnant group as compared to 608.52±84.89, 661.03±202.60 and 

616.43±117.53 in the normotensive pregnant, EOPE and LOPE groups respectively. Resistin 

varied from 7497.13±1921.95 in the non-pregnant group compared to 3536.50±730.04, 

1017.63±69.58 and 286.92±160.30 in normotensive pregnant, EOPE and LOPE groups 

accordingly. 

 



 xxi 

The levels of TNF-α, leptin and resistin were significantly different within the normotensive 

pregnant versus pre-eclamptic groups. Except for adiponectin (p < 0.292); TNF-α (p < 0.044), 

leptin (p < 0.004) and resistin (p < 0.006) were statistically significantly different within the 

pregnant cohorts. The study demonstrated statistically significant differences in adiponectin/ 

leptin/ TNF-α and resistin between non-pregnant, normotensive and pre-eclamptic cohorts with 

respect to HIV status and BMI. There were significant differences in the levels of 

adiponectin/leptin/resistin and TNF-α with respect to HIV status (p=0.00). Additionally, a 

statistically significant difference in the level of adiponectin in the non-pregnant as compared to 

the normotensive cohorts (p<0.00) was noted. Furthermore,, there were statistically significant 

differences in the levels of TNF-α, leptin and resistin in the normotensive as compared to pre-

eclamptic cohorts (p<0.000). This study was able to depict baseline adiponectin / leptin / resistin 

and TNF-α levels according to BMI in the local population. 

 

Conclusion 

This study was expedient in the fact that patients were all standardized according to ethnicity, sub-

analysed according to BMI and all samples taken from the third trimester of pregnancy – one of 

the first such studies to be performed within South Africa as well as globally.  This study reports 

significant differences in the BMI of the non-pregnant and pregnant groups, but no significant 

differences within the pregnant cohorts.  In conclusion this study establishes an adipokine baseline 

for future reference with regards to South African Black pregnant and non-pregnant women.  

Albeit at term, the study shows a statistically significant difference in the levels of 

adiponectin/leptin/resistin and TNF-α in HIV positive patients within the non-pregnant versus 

pregnant population. Within the pre-eclamptic cohort there was no statistically significant 

difference in EOPE versus LOPE.  
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CHAPTER ONE 

BACKGROUND AND LITERATURE REVIEW 

 

1.1 NORMAL PREGNANCY 

Pregnancy is a unique condition in that a growing fetus with its own foreign genetic make-up 

requires nutritional support from the mother, however direct maternal leucocyte interaction 

with fetal cells creates a hostile milieu.  This hurdle is overcome via the placenta, which plays a 

critical role at the materno-fetal interface.  

 

Placental development is a highly specialized series of events critical for normal fetal growth 

and development. Some of the essential roles of the placenta include formation of the materno-

fetal interface preventing rejection of the fetal allograft, allowing gaseous exchange, transport 

of nutrients/excretion of fetal waste and acting as an endocrine organ releasing peptides and 

hormones (Fig.1.1)(Jansson and Powell, 2000, Cunningham et al., 2009).  

 
Figure 1.1: Materno-fetal interaction via the placenta as adapted from Jansson and Powell, 2000  

 

  

Placenta 
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1.2 PLACENTATION AND EARLY DEVELOPMENT 

The development of the fetus and placenta is a continuum of events commencing at 

fertilisation. Post fertilisation, the zygote (Fig 1.2a) undergoes rapid mitosis (Fig 1.2b) to form 

the morula (Fig 1.2c), which on day 5, enters the uterus and forms the blastocyst. The 

blastocyst becomes a fluid filled cavity and allows polarisation of cells (Fig 1.2d). The 

formation of the human placenta begins with the trophectoderm, which is the first tissue to 

differentiate at the morula stage of development, giving rise to a layer of trophoblastic cells 

encircling the blastocyst (Cunningham et al., 2009; (Marieb, 2003). The outer trophoblastic 

layer of the blastocyst goes on to form the placenta and fetal membranes. On day 6, 

implantation entails movement of the blastocyst to an optimal position (usually the mid to 

upper anterior or posterior uterine wall), adhesion and invasion into the uterine wall (Fig 1.2e) 

where it has access to the glycogen nourishment (Cunningham et al., 2009, Marieb, 2003). 

 

 

Figure 1.2: Schematic diagram illustrating stages of cleavage of the zygote, to form the 

blastocyst. Adapted from (Marieb, 2003). 
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As the trophoblast erodes deeper into the decidua, vacuoles form and become confluent to form 

lacunae by day 13. The lacunar space in due course becomes the intervillous space.  The stem 

cell line of the placenta is the progenitor cytotrophoblasts (CT). Differentiation of CTs occur 

along one of two pathways, ie formation of the villous cytotrophoblast ultimately forming the 

syncytiotrophoblast (ST) or the extravillous cytotrophoblast (EVT) layer (Cunningham et al., 

2009).  

 

The specialised syncytiotrophoblast has several functions, including transport of gases, 

nutrients, and waste products and synthesis of peptide and steroid hormones that regulate 

placental, fetal, and maternal systems. Extravillous trophoblasts have both a proliferative and 

invasive cohort. There is also a migratory EVT, which is neither invasive nor proliferative. 

These cells populate the cell islands, septum, chorionic plate and chorion leave (Cunningham et 

al., 2009). 

 

During the 4
th

 – 5
th

 week of pregnancy the EVT erupts into 2 columns with a proliferative 

aspect at the base and invasive aspect at the distal portion of the column. Invasive EVTs that 

invades the decidua are called interstitial EVTs, whereas those that invade and remodel the 

spiral arteries are called endovascular EVTs. Endovascular invasion (intramural or intra-

arterial) involves replacement or displacement of vascular smooth muscle and endothelial cells 

with a flaccid fibrinoid type material. This leads to transformation of the narrow spiral arteries 

into wide bore utero-placental arteries/sinusoids.  This physiological conversion of a small 

calibre spiral artery into a large bore flaccid conduit with a low resistance high flow supply of 

blood, ensures oxygen and nutrient demands of the fetus are met (Kaufmann et al., 2003). 
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1.2.1 Other functions of EVTs 

Extravillous trophoblast cells express specific proteins defining the stage and role of the 

differentiation and invasion process. These include integrin cell-extracellular matrix antigens, 

matrix metallo-proteinases (MMPs), signal transduction proteins such as transforming growth 

factor-ß (TGF-ß), vascular endothelial growth factor (VEGF) and VEGF receptors, and insulin-

like growth factor 2 (IGF2) (Kaufmann et al., 2003). 

 

Invasion of the decidua and myometrium by the EVT is achieved with degradation of the 

extracellular matrix by means of several members of the MMP protease family. The activity of 

these MMPs is regulated by their tissue inhibitors (TIMPs) (Huppertz et al., 1998, Kaufmann et 

al., 2003, Huppertz et al., 2006, Xu et al., 2000, Lunghi et al., 2007). TIMP-1, an inhibitor of 

all MMPs, and TIMP-2 have been found in decidual cells (Charnock-Jones and Burton, 2000, 

Caniggia et al., 1999) and EVTs (Wolf et al., 1991, Liu et al., 2012, Kaufmann et al., 2003). 

Hepatocyte growth factor (HGF) stimulates trophoblast invasion via the met receptor and 

induction of MMP-9. The decidua prevents uninhibited EVT invasion by secreting locally 

acting factors (cytokines, protease inhibitors), which modulate trophoblast invasion (Huppertz 

et al., 1998, Plaisier, 2011). 

 

Metabolic and endocrine function is a tightly controlled orderly process in healthy pregnancies. 

The placenta is not innervated, and hence any communication between it, the mother, and the 

fetus must involve humoral agents. The signalling molecules from the placenta act locally 

through paracrine and autocrine regulation. The hormones produced by the placenta can be split 

into two categories: peptide hormones (human chorionic gonadotropin [hCG], human placental 

lactogen [hPL], cytokines, growth hormone [GH], insulin-like growth factors [IGF's], 
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corticotropin releasing hormone [CRH], vascular endothelial growth factor [VEGF], placental 

growth factor [PIGF]) and steroid hormones (estrogens, progesterone and glucocorticoids) 

(Cunningham et al., 2009). 

 

 

 

Figure 1.3: Diagram illustrating the concept of two waves of trophoblastic invasion into the 

spiral artery. On the left hand side one can see the endovascular trophoblast migration into the 

decidual segments of the spiral arteries which occurs during the first trimester. On the right 

hand side which is illustrating a second semester spiral artery, this endovascular migration is 

seen extending into the myometrial segments the of the spiral arteries. In addition, the 

intramural trophoblast invasion which transforms the vessel walls and alters vasoreactivity is 

illustrated. Red arrow: direction of blood flow; black arrow: direction of endovascular 

trophoblast migration.  Adapted from (Pijnenborg et al., 2006). 
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1.3 HYPERTENSIVE DISORDERS OF PREGNANCY 

Hypertensive disorders of pregnancy, in particular, pre-eclampsia, remain an enigmatic 

problem with global disease burden shared amongst high and low income countries. It has been 

estimated that worldwide, hypertensive disorders complicate 5 – 10% of all pregnancies 

(Cunningham et al., 2009). The recent South African Saving Mothers Guidelines for the tri-

ennium 2008 –2010 demonstrates that hemorrhage and hypertensive disorders of pregnancy are 

the commonest direct cause of maternal deaths (2012 Saving Mothers). Additionally, their 

previous report for the tri-ennium 2005 – 2007, 83% of maternal deaths were attributed to pre-

eclampsia (NCCEMD, 2007).  

 

1.3.1 Classification and characteristics of hypertensive disorders 

Pre-eclampsia is part of a spectrum of hypertensive disorders that may complicate pregnancy. 

As specified by the National High Blood Pressure Education Program (NHBPEP) Working 

Group (National High Blood Pressure Education Program Working Group on High Blood 

Pressure in, 2000), the classification is as follows
 
:  

 

a) Gestational hypertension 

Gestational hypertension is characterised by: 

 BP of 140/90 mm Hg or greater on 2 separate occasions at least 6 hours apart after 20 

weeks gestation 

 Proteinuria < 0.3 g/24 h 

 BP returns to normal less than 6 weeks' postpartum 

 The final diagnosis is only confirmed once the postpartum period is complete 

 

javascript:showrefcontent('refrenceslayer');


 - 7 - 

b) Chronic hypertension 

Chronic hypertension may be diagnosed when:   

(a) BP 140/90 mm Hg or greater occurs before pregnancy or diagnosed before 20 weeks' 

gestation; not attributable to gestational trophoblastic disease or  

(b) there is hypertension first diagnosed after 20 weeks' gestation and persistent after 12 weeks’ 

postpartum.  

 

Preexisting chronic hypertension may present with superimposed pre-eclampsia presenting as 

new-onset proteinuria after 20 weeks' gestation.  

 

c) Pre-eclampsia/eclampsia 

Pre-eclampsia/eclampsia is diagnosed with a BP of 140/90 mmHg or greater measured on 2 

separate occasions at least 6 hours apart after 20 weeks' gestation in women with previously 

normal BP. The presence of proteinuria (≥ 0.3 g protein in 24 h urine specimen) is also a 

prerequisite.  

 

Eclampsia is defined as seizures that cannot be attributable to other causes, in a woman with 

pre-eclampsia. 

 

d) Superimposed pre-eclampsia 

Superimposed pre-eclampsia (on chronic hypertension) is characterized by:  

(a) the new onset of proteinuria (≥300 mg/24 h) in a woman with hypertension but no 

proteinuria before 20 weeks' gestation or;  
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(a) a sudden increase in proteinuria or BP, or a platelet count of less than 100 000/mm
3
, in a 

woman with hypertension and proteinuria before 20 weeks' gestation.  

 

1.3.2 Pre-eclampsia 

Pre-eclampsia is a systemic pregnancy syndrome that is typically characterised by new onset 

hypertension ie., blood pressure (BP) ≥ 140/90 mmHg on two separate occasions at least six 

hours (h) apart) after 20 weeks gestation in the presence of proteinuria (with proteinuria defined 

as the urinary excretion of ≥ 300 mg protein in a 24 h urine collection) (National High Blood 

Pressure Education Program Working Group on High Blood Pressure in, 2000).  Blood 

pressure returns to normo-tension within 6 weeks’ following delivery. It is a multi-organ 

disease, characterised by a generalised endothelial dysfunction and an exaggerated systemic 

inflammatory response (Redman and Sargent, 2005).  Pre-eclampsia is associated with a 

shallow trophoblast invasion of spiral arteries (Kaufmann et al., 2003). A consequence of this 

lack of physiological conversion of the maternal spiral arteries, is that they remain small bore 

conduits hence there is restricted oxygen and nutrient supply to the fetus (Kaufmann et al., 

2003).  The resulting hypoxia triggers the clinical symptoms of pre-eclampsia. The only 

effective intervention to reverse the syndrome is delivery of the placenta.  

 

1.3.3 Clinical parameters for pre-eclampsia diagnosis 

 

a) Blood pressure 

Blood pressure must be measured with the parturient in a seated position and the right upper 

arm lying at the level of the heart. The paturient should not be in a decubitus position, so that 

the arm is above the right atrium. The blood pressure is taken according to the Korotkoff 

sounds (Shennan et al., 1996). 
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The correct cuff size is dependent on the mid upper arm circumference: 

 for arm circumference of up to 33 cm – standard size (13x23 cm) 

 for arm circumference between 33 - 41 cm – large size (33x15 cm) 

 for an arm circumference of 41 cm or more – a thigh cuff (18x36 cm) 

 use a larger cuff  rather than too small a cuff size,  minimize errors (Milne et al., 2005) 

 

Table 1.1 Correlation of Korotoff sound with auscultation of blood pressure 

 

 

 

 

 

 

 

 

 

 

 

 

b) Urine tests 

Proteinuria is defined as the presence of at least 300 mg of protein in a 24 h urine sample 

(Schroeder, 2002). Additionally, significant proteinuria should be diagnosed on a 24 h urine 

total protein collection preferably. Studies show that up to 30% of supposed gestational 

hypertensive patients diagnosed on the basis of trace proteinuria on random clean catch 

midstream urine have 300 mg of protein on a 24 h urine total protein (Andrus and Wolfson, 

2010). However a finding of 1+ proteinuria on a clean-catch mid-stream urine is sufficient to 

make a diagnosis of significant proteinuria.  

 

Korotkoff sound Auscultation   Implication 

I Clear cut snapping tone Systolic blood pressure 

II Succession of murmurs  

III Disappearance of murmurs  

IV Muffling of sounds Diastolic BP in pregnancy 
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There may also be a role for the use of protein-creatinine ratio in the diagnosis of proteinuria 

using random urine samples. Values of 0.14 – 0.3 mg have been used to diagnose proteinuria. 

There is no consensus as to the best threshold for diagnosis of significant proteinuria. 

 

However, up to 10% of pre-eclamptics and 20% of eclamptics are aproteinuric (Waugh et al., 

2005); (Durnwald and Mercer, 2003). The HELLP syndrome may also occur in the absence of 

proteinuria. Hyperuricaemia may be one of the earliest manifestations of pre-eclampsia, 

however the sensitivity is low (0 – 55%) whilst the specificity is relatively high (77 – 95%) 

(Buhimschi et al., 2009). Baweja et al (2011) suggested measuring spot urinary albumin: 

creatinine ratio (ACR) values (Baweja et al., 2011).  If measured early in the second trimester, 

an ACR of 35.5 mg/mmol or higher may predict pre-eclampsia before clinical symptoms 

develop (Baweja et al., 2011).   

 

 

1.3.4 Classification  

Pre-eclampsia may be sub classified according to the stage of placentation: 

a) Early onset pre-eclampsia (< 34 weeks; EOPE):  these individuals are characterised by 

abnormal placentation (as interstitial and endovascular trophoblastic invasion is 

completed within 15 weeks of gestation).  

 

b) Late onset pre-eclampsia (> 34weeks; LOPE):  is more often associated with adequate 

placentation but excessive foetal demands.  

 

Early onset pre-eclampsia is associated with  a four-fold increased risk of stillbirth in 

subsequent pregnancy as compared to no elevated risk of stillbirth in women with late onset 
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disease (Scherer et al., 1995).  Comparison of 456 668 singleton deliveries between early and 

late onset pre-eclamptics has revealed that the rate of all adverse birth outcomes, except for 

large for gestational age (LGA), were significantly higher amongst women with EOPE 

compared with women without early-onset disease (Lisonkova and Joseph, 2013). Amongst the 

women with EOPE, approximately 12% delivered at 34 weeks' gestation or later, and almost 

one half of babies (49.5%) were very low ie., birth weight < 1500 g. With the exception of 

neonatal death rates, all other adverse birth outcomes were significantly higher among mothers 

with LOPE compared with those without pre-eclampsia. 

 

Notably the rate of fetal death is approximately 6 times higher, whilst the rate of perinatal death 

or serious neonatal morbidity is 16 times higher amongst women with EOPE (Lisonkova and 

Joseph, 2013). 

 

Alternatively, pre-eclampsia may be sub-classified on the severity of blood pressure (National 

High Blood Pressure Education Program Working Group on High Blood Pressure in, 2000): 

     

  a) Mild pre-eclampsia is generally considered to be a BP ≥ 140/90 mmHg on 2 

occasions, at least 6 hours apart, but without evidence of end-organ damage, in a woman 

who was normotensive before 20 weeks' gestation. In a patient with pre-existing essential 

hypertension, superimposed pre-eclampsia is diagnosed if systolic blood pressure (SBP) 

has increased by 30 mmHg or if diastolic blood pressure (DBP) has increased by 15 

mmHg. 

b) Severe pre-eclampsia is defined as SBP of 160 mmHg or higher or DBP of 110 mmHg 

or higher on 2 occasions at least 6 hours apart, with or without proteinuria of more than 5 g 
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in a 24-h collection or more than 3+ on 2 random urine samples collected at least 4 hours 

apart; pulmonary edema or cyanosis; oliguria (< 400 mL in 24 hours); epi-gastric pain 

and/or impaired liver function; thrombocytopenia and oligohydramnios. 

 

       c) Decreased fetal growth or placental abruption Decreased fetal growth is the failure of 

the fetus to achieve expected growth norms as established by ethnic specific growth charts. 

Placental abruption is the premature separation of a normally situated placenta from the 

uterine wall prior to the delivery of the baby. 

 

1.3.5 Risk factors for pre-eclampsia  

1. Primiparity – a meta-analysis of 26 eligible studies found a summary odds ratio (OR) 

for PE in primiparous women compared to their multiparous counterparts of 2.42 (95% 

CI: 2.16- 2.71) with a range of 1.4 to 5.5 (Luo et al., 2007)
 
. 

2. Previous pre-eclampsia – a previous normal pregnancy is associated with a reduced 

incidence of PE in a subsequent pregnancy (Trogstad et al., 2001), however previous 

PE is a strong risk factor for PE in multiparous women. The recurrence risk is about 

14%. 

3. Maternal pre-pregnancy body mass index (BMI) – High BMI is consistently found to 

increase PE risk. The odds ratio in obese women (BMI > 30 units) is reported to vary 

from 3 - 5 compared to their normal weight counterparts (Duckitt and Harrington, 

2005). This finding however is mainly associated with LOPE rather than EOPE. 

4. Underlying medical conditions – conditions associated with endothelial damage e.g. 

diabetes mellitus, antiphospholipid antibodies, autoimmune or renal disease, are 

associated with increased risk of PE development (Chappell et al., 2008). Chronic 



 - 13 - 

hypertension is an important risk factor for the development of superimposed PE 

(Conde-Agudelo et al., 1999). 

5. Smoking in pregnancy – this is associated with a reduced risk of PE development (OR: 

0.5 - 0.8) compared with non-smokers (England and Zhang, 2007, Sibai et al., 2000). 

6. Pregnancy specific factors – multiple gestations carry a two to three time’s greater risk 

for PE development compared with singleton gestations (Prasannan-Nair et al., 2006). 

Twin and molar pregnancies are associated with greater placental mass, the subsequent 

increased placental debris is believed to result in a maternal systemic inflammatory 

response, lowering the threshold for PE development (Wong et al., 2007, Mbah et al., 

2010).  Alternatively the increased paternal genetic contribution may be an explanation. 

Glutathione S-transferase P1-1 is a major biotransformation enzyme in placenta and 

decidua. The 105I Le→Val polymorphism in the glutathione S-transferase P1 gene is 

associated with lower enzyme detoxification capacity. This polymorhism is contributed 

by paternal genes and may lead to pre-eclampsia (Zusterzeel et al., 2002, Zusterzeel et 

al., 2001). 

7. Ethnicity – Black nulliparous women carry twice the risk of developing PE compared to 

Whites (ACOG, 2002). 

 

Heterogeneity of the disease has been suggested by numerous studies, however the exaggerated 

inflammatory response noted in pre-eclampsia, is now speculated to be due to either an 

excessive placental stimulus or due to an overactive maternal response to a normal placental 

stimulus (Figure 1.1).   Focus has recently shifted to adipokines and their possible relationship 

to the development of pre-eclampsia. 
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Figure 1.4: Development of pre-eclampsia: Causal model 
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1.3.6 Placentation in pre-eclampsia  

Abnormal trophoblastic invasion of the uterine vessels is considered the main protagonist of the 

pre-eclampsia syndrome (Ishihara et al., 2002). Studies have shown an inverse correlation 

between the degree of spiral arteriole invasion and the severity of the pre-eclampsia (Ishihara et 

al.; 2002). Because of the placental hypo-perfusion following incomplete trophoblastic 

invasion as a result of the release of systemic vasoactive compounds there is an exaggerated 

inflammatory response, vasoconstriction, endothelial damage, capillary leak, 

hypercoagulability, and platelet dysfunction, all contributing to organ damage and the clinical 

manifestations of the disease.  

 

The shallow placentation results from the fact that the invasion of the decidual arterioles by 

cytotrophoblasts is incomplete which may in itself arise from failure in alteration of the 

molecular expression necessary for the differentiation of the cytotrophoblasts, as required for 

pseudovascularization.  

 

The invasive cytotrophoblasts fail to replace the tunica media, which means that the mostly 

intact arterioles capable of vasoconstriction are still present. Previous studies evaluating the 

histology of the placental bed demonstrates few cytotrophoblasts beyond the decidual layer.  

 

Dramatic changes in trophoblast differentiation occur in various pathophysiological situations 

and may underlie pregnancy disorders, such as pre-eclampsia and fetal growth restriction 

(IUGR). Interstitial EVT density, however, does not differ between normal pregnancy and pre-

eclampsia. Compared to the minimal EVT apoptosis seen in normal pregnancy, in pre-
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eclamptics it has been found that 15 - 50% of cells are apoptotic, a finding associated with 

macrophages around spiral arteries (Myatt, 2002, Lyall and Myatt 2002).  

 

In normal pregnancy, shedding of syncytiotrophoblast fragments into the maternal circulation 

(approximately 100 000 fragments/day) as a result of apoptosis or necrosis, does not elicit a 

maternal immune response. However, the rate of syncytiotrophoblast apoptosis is increased 

from 2 - 3%  in normal pregnancy to 5 - 6% in pregnancies complicated by IUGR (Ishihara et 

al., 2002) or pre-eclampsia (Leung et al., 2001).  

 

Additionally, in a recent study, the protein expression of the anti-angiogenic soluble fms-like 

tyrosine kinase receptor (sFlt1) and soluble endoglin (sEng) was found to be increased in 

contrast to the proangiogenic placental growth factor and transforming growth factor beta 1 in 

pre-eclamptic compared with normotensive pregnancies, irrespective of the HIV status 

(Govender et al., 2014).  

 

 

1.4 ADIPOKINES 

Human pregnancy is typified by endocrine and metabolic maternal adaptations including 

increase in weight, body fat mass, and insulin resistance (Cunningham et al., 2009).  These 

changes reflect a physiological adaptation necessary to meet the energy demands of the fetus 

and prepare the mother for delivery and lactation. Adipose tissue is recognised as both a 

metabolic and endocrine organ, secreting several proteins such as adiponectin, leptin, resistin, 

and tumor necrosis factor alpha (TNF-α).  During pregnancy, the placenta is an additional 

source of these proteins.  
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1.4.1 Adiponectin 

Adiponectin is also known as adipocyte complement-related protein of 30 kDa (ACRP30), 

adipoQ, adipose most abundant gene transcript 1 (apM1), and gelatin-binding protein of 28 

kDa (GBP28). It is an adipocyte-specific, secreted protein with roles in glucose and lipid 

homeostasis. Circulating adiponectin occurs in relatively high concentrations of 5-30 µg/ml, 

and occupies 0.01% of plasma proteins (Ukkola and Santaniemi, 2002). The hormone reflects 

sexual dimorphism and is inversely correlated with percentage of body fat in adults (Gable et 

al., 2006). This hormone has been found to be an insulin sensitising factor, modulating the 

endothelial inflammatory response with a direct anti-arthrogenic effect (Nakatsukasa et al., 

2008).  

 

Adiponectin itself is encoded on chromosome 3q27, a region that has been highlighted as 

affecting genetic susceptibility to non-insulin dependent diabetes mellitus and obesity (Mori et 

al., 2002).   Adiponectin exerts its insulin-sensitizing action via its reducing hepatic glucose 

production and enhancing insulin activity in the liver. Its circulating levels are downgraded in 

insulin-resistant states such as obesity and type 2 diabetes.(Yamauchi et al., 2002, Kadowaki et 

al., 2007).  

 

1.4.1.1 Adiponectin structure 

Structurally, adiponectin is a 244 amino acid (aa) long polypeptide with four distinct regions,  

a)  a short signal sequence that targets the hormone for secretion outside the cell,  

b) a short species specific aa sequence,  

c) a 65 aa with similarity to other collagenous proteins and,  

d)  a globular domain.  
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Adiponectin self-associates into large structures, the protein trimers continue to self-associate 

to form hexamers/dodecamers (Figure 1.5). The full length (fAd) can be proteolytically 

processed to generate a globular (gAd) truncated 16.5 kDa protein, which represents the active 

form.  

 

 

Figure 1.5: Structure of adiponectin (Goldstein et al., 2009) 

 

1.4.1.2 Receptors for Adiponectin 

The receptors for adiponectin, AdipoR1, and AdipoR2, have distinct expression patterns and 

bind to the different adiponectin isomers with different affinities. AdipoR1, expressed with the 

highest levels in skeletal muscle, primarily binds globular forms of adiponectin. AdipoR2, 

mainly expressed in the liver, binds fAd with higher affinity than gAd.  
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1.4.1.3 Adiponectin in pregnancy 

Data on the circulating levels of adiponectin in pre-eclamptic women are contradictory. Some 

studies have shown that serum levels of adiponectin are higher in women with pre-eclampsia 

compared to normal healthy pregnant women (Ouyang et al., 2009); (Haugen et al., 2006); 

(Hendler et al., 2005a); (Kajantie et al., 2005); (Lu et al., 2006); (Naruse et al., 2005); (Ramsay 

et al., 2003). Conversely, low serum levels of adiponectin have also been reported in pre-

eclampsia (Hendler et al., 2005b); (Cortelazzi et al., 2007); (D'Anna et al., 2005); (Suwaki et 

al., 2006). Others have shown no difference in circulating concentrations of adiponectin 

between normotensive pregnant women and pre-eclampsia (Degawa-Yamauchi et al., 2003). In 

pregnancy adiponectin levels range between 2.7– 25 µg/ml (Nien et al., 2007) whilst in the 

non-pregnant group adiponectin levels range between 3.5 – 22.4 µg/ml.  They also 

demonstrated that no difference in adiponectin concentrations was found between non-pregnant 

and overweight pregnant females at all gestational ages  (Nien et al., 2007). 

 

Moreover, they demonstrated a significantly lower adiponectin concentration in overweight 

pregnant women compared to their normal weight counterparts. Notably, adiponectin levels 

significantly decreased with advancing gestational age (Nien et al., 2007). Table 1.2 - 1.3 

outlines the generalised reference range of adiponectin in pregnancy (Nien et al., 2007) . 
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Table 1.2: Plasma adiponectin concentrations (μg/mL) in normal weight (BMI<25) pregnant 

women. 
GA 10th percentile 25th percentile 50th percentile 75th percentile 90th percentile 

11–14 weeks 5.6 7.7 10.2 12.9 17.4 

15–18 weeks 4.8 7.6 9.5 11.9 14.8 

19–22 weeks 5.7 7.2 9.0 11.5 14.6 

23–26 weeks 5.6 7.2 8.6 10.8 14.1 

27–29 weeks 4.2 6.4 8.3 10.9 12.2 

31–34 weeks 4.6 5.5 8.2 10.4 12.2 

>37 weeks 5.0 6.7 8.6 11.3 13.4 

 

Table 1.3: Plasma adiponectin concentrations (ug/mL) in overweight BMI>25 pregnant women 

GA 10th percentile 25th percentile 50th percentile 75th percentile 90th percentile 

 

11–14 weeks 4.2 6.2 7.9 9.7 11.9 

15–18 weeks 5.3 7.1 8.2 11.2 16.1 

19–22 weeks 4.3 5.4 6.5 8.4 12.2 

23–26 weeks 4.8 5.7 6.7 9.5 12.4 

27–29 weeks 4.3 4.6 7.5 9.7 13.9 

31–34 weeks 4.9 5.6 6.5 8.3 9.6 

>37 weeks 5.1 6.0 7.2 9.1 11.3 
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The limitation of the latter study however, was that the samples were randomly drawn from the 

NIH sample bank.  Results were confounded by race, diet and sub-categorisation for 

complicated pregnancies and their effect on adiponectin levels. 

 

Adiponectin has been found at the feto-maternal interface during the process of spiral artery 

remodelling. Although preceding reports suggest it is produced and secreted by the human 

placenta, more contemporary studies cast doubt on these initial observations (Caminos et al., 

2005, Chen et al., 2006, Corbetta et al., 2005, Pinar et al., 2008).  These reports demonstrate 

that human first trimester trophoblasts express AdipoR1 and AdipoR2 receptors through which 

adiponectin exerts its function and influences placental functions (Tie Weiwei et al., 2009).  

 

1.4.2 Leptin 

Body weight is synchronized by a complex system, including both peripheral and central 

factors. One of the two hormones that plays an important role in the adaptation of food intake 

and body weight is leptin. Leptin is an important hormone in satiety and fatty acid oxidation 

and is directly correlated with the percentage of body fat (Henson and Castracane, 2006). It is 

secreted by adipose tissue in a pulsatile mode usually 2–3 h after meals at a frequency 

dependent on the adipose tissue mass. Circulating leptin levels (normal range: 1–15 ng/mL) 

diametrically reflects the amount of energy stored in the adipose tissue and is proportionate to 

the body adipose mass. 

 

In 1994, the human obese (OB) gene and its product leptin was identified and characterized 

(Zhang et al., 1994b). The OB gene is located on chromosome 7 (7q31.3) and is composed of 

three exons and two introns spanning 18 kb (Masuzaki et al., 1995, Isse et al., 1995); (Gong et 
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al., 1996). It encodes a protein consisting of 166 amino acids with a putative signal sequence 

(Masuzaki et al., 1995). Only one OB mRNA species has been found in abundance in human 

adipose tissues (Masuzaki et al., 1995). 

 

1.4.2.1 Leptin structure 

Human leptin is a 167 aa protein, manufactured primarily in white adipose tissue and is directly 

proportional to total body fat content (Fig. 1.6). Leptin acts on the central nervous system, in 

particular the hypothalamus, suppressing food intake and stimulating energy expenditure (La 

Cava et al., 2004). Additionally, it is produced in the placenta, ovaries, mammary tissue and 

liver.  It is a pro-inflammatory cytokine that belongs to the type I cytokine superfamily and has 

structural similarity with interleukin-6 (La Cava et al., 2004). 

  

1.4.2.2 Leptin receptors 

Leptin acts through the leptin receptor (LEPR or OBR).  The OBR gene is located on 

chromosome 1 (1p31), is constituted of 18 exons and 17 introns, and encodes a protein 

consisting of 1162 amino acids (Chung et al., 1996); (Meier and Gressner, 2004). One of the 

splice variants of the OBR gene, the one with the longest intracellular domain (OB-Rb) and full 

signalling capabilities, is widely expressed in the human brain (Campfield et al., 1996); 

(Burguera et al., 2000); (Hegyi et al., 2004)). OB-Rb is highly expressed in the hypothalamus 

and cerebellum (Burguera et al., 2000);  (Considine et al., 1996). In addition, the leptin 

receptor is expressed in other tissues, such as the human vasculature, stomach and placenta 

(Sobhani et al., 2000); (Henson et al., 1998); (Sierra-Honigmann et al., 1998). Both long and 

short leptin receptor (OBR) isoforms are present in placenta, and are co-localized with leptin to 

the syncytiotrophoblast at the maternal interface (Bodner et al., 1999). 
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1.4.2.3 Leptin and pregnancy 

Recent studies suggest that leptin is essential to trophoblastic proliferation and survival, as well 

as to regulating cell proliferation, inhibiting apoptosis, stimulating protein synthesis and 

regulating fetal growth and development (Postovit et al., 2001, Otero, 2005). In a recent study, 

a direct relationship between leptin and BMI, but not between leptin and pre-eclampsia was 

noted (Hendler et al., 2005a).  The correlation  of leptin levels with pre-eclampsia were 

investigated by others as well  (Kafulafula et al., 2002); (Arita et al., 1999). 

 

In contradiction to the aforementioned studies, an increase in leptin levels in pre-eclamptic 

patients was noted (McCarthy et al., 1999); (Ning et al., 2004); whilst Khosrowbeygi and 

Ahmadvand (2013) showed a significant increase in the leptin/adiponectin ratio in pre-

eclamptic Bangladeshi women (Khosrowbeygi and Ahmadvand, 2013). However, all the above 

studies were small in number and could not be generalised to the local population. They also 

failed to take into account possible effects of HIV and antiretroviral drugs.  

 

 

Figure 1.6: Leptin attaching to adipose tissue as depicted by (Andrade, 2014) 
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1.4.3 Resistin 

Resistin is a cytokine that was discovered in 2001 by Steppan et al., (Steppan, 2001). Resistin 

circulates at high concentrations in diet-induced and genetic varieties of obesity and has been 

found to modulate insulin action on hepatic glucose (Chen et al., 2005).  Circulating levels of 

resistin are proportional to adiposity.  High levels of resistin have been observed in normal 

pregnant women at term, while this increase is less evident in women with PE (Milan et al., 

2002). 

 

Resistin itself is a cysteine-rich protein that is encoded by the RETN gene in humans. It is a 

signalling molecule expressed in monocytes, macrophages and adipocytes. In adipocytes, 

resistin gene expression is induced during fat cell differentiation.  Resistin has been shown to 

increase transcriptional events, leading to an increased expression of several pro-inflammatory 

cytokines including (but not limited to) interleukin-1 (IL-1), interleukin-6 (IL-6), interleukin-12 

(IL-12), and tumour necrosis factor-α (TNF-α) (Silswal et al., 2005, Maffei et al., 1995). 

 

1.4.3.1 Structure and synthesis 

Human resistin, a 12.5-kDa protein, contains 108 amino acids as a propeptide. Its hydrophobic 

signal peptide is cleaved before its secretion. Resistin circulates in human blood as a dimeric 

protein consisting of two 92-amino acid polypeptides that are linked by a disulfide bridge 

(Aruna et al., 2003) at Cys-26. Holcomb et al. first described the gene family and its tissue-

specific distribution (Holcomb et al., 2000). By comparison of bronchoalveolar lavages from 

control mice with lavages from mice subjected to experimentally induced asthma, they 

identified, by microsequencing, a protein that was up-regulated in the asthmatic lung. This 

novel protein, FIZZ1 (found in inflammatory zone 1) is also known as resistin-like molecule α 
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(RELMα). One of two additional homologs, FIZZ2, also known as RELMβ, was found to be 

localized in proliferating epithelia at the base of the crypts in the intestinal tract.  

FIZZ2/RELMβ is also present in rapidly dividing epithelia by demonstrating a marked increase 

in intestinal tumors compared with control epithelia (Steppan et al., 2001b). RELM is also 

produced in adipose tissue (Steppan et al.; 2001b).  

 

The third homolog, FIZZ3, is known as resistin or adipocyte-specific secretory factor and is 

identical to the fat specific homolog (Rajala et al., 2002). Steppan et al., demonstrated that 

resistin is increased in type II diabetes and is a potential link between obesity and insulin 

resistance (Steppan et al., 2001a). Notably, injection of recombinant resistin into mice reduces 

glucose tolerance and insulin action, whereas neutralization with anti-resistin antibodies 

improves insulin action.  

 

1.4.3.2 Functions 

The potential function of resistin or its homologs requires further, study (Flier, 2001b). As fat 

cells (adipocytes) store more fat molecules and enlarge, they release several products that can 

modify the body’s sensitivity to insulin. Free fatty acids and TNF-α cause insulin resistance, 

and leptin, which regulate energy balance is implicated in development of insulin sensitivity.  

 

Initial studies have demonstrated that obesity induced by a high-fat diet, mutation of the leptin 

gene (ob/ob mice), or mutation in the leptin receptor gene (db/db mice) is associated with 

increased circulating resistin concentration. Resistin increases blood glucose and insulin 

concentration in mice.  It also impairs hypoglycemic response to insulin infusion. In addition, 

anti-resistin antibodies decrease blood glucose and improve insulin sensitivity in obese mice 

(Ukkola, 2002). Resistin suppresses insulin-stimulated glucose uptake in cultured 3T3-L1 
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adipocytes, and this effect is prevented by anti-resistin antibodies. These data suggest that 

resistin provokes insulin resistance and that hyper-resistinemia contributes to impaired insulin 

sensitivity in obese rodents (Shuldiner et al., 2001); (Way et al., 2001b); (Moore et al., 2001b) 

and (Lay et al., 2001).  The latter group also observed lower resistin mRNA in adipose tissue in 

a model of mouse obesity viz., diet-induced obesity.  Likewise, they observed hyper-

insulinemia, hyperglycemia, hypertriglyceridemia, and hypertension in a rat model of obesity.  

 

The physiologic role of resistin in humans remains unclear. Given the incomplete homology 

between human and mouse resistin and the absence of one of the three resistin isoforms, 

resistin in humans may have a different physiologic role to that in mice.  

 

There is no correlation between body weight, adiposity, insulin resistance and resistin mRNA 

concentration. Thus, the role of resistin and other members of the FIZZ/RELM family in 

humans remains to be established. These proteins may be involved in the regulation of cell 

proliferation and differentiation. Given the production of FIZZ1/RELMα and of resistin in 

inflammatory cells it is a  possibility that their involvement in chronic inflammatory reactions 

may be associated with obesity (Gomez-Ambrosi and Fruhbeck, 2001).  

 

1.4.3.3 Resistin in pregnancy 

Resistin is significantly higher in normal pregnant compared to non-pregnant women. Pre-

eclamptic women have significantly lower resistin levels than their normotensive counterparts 

at similar gestational ages (Cortelazzi et al., 2007).  Elevated levels of serum resistin was noted 

in the third trimester of normotensive pregnancy compared to non-pregnant healthy females. In 

comparison, resistin levels were lower in pre-eclamptics matched for gestational age and BMI 
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(Chen et al., 2005). It is plausible to hypothesise that a possible link exists between resistin and 

placental mass. This study will interrogate this correlation. 

 

Figure 1.7: Structure of resistin: An illustration of resistin assembled as a trimer, the less stable 

but more biologically active state of the hormone modified from Amity Tung, Molecules of the 

Quarter UCLA Department of Chemistry and Biochemistry 

 

 

1.4.4 Tumour necrosis factor (TNF) 

TNF is involved in systemic inflammation and is a member of a group of cytokines/adipokines 

that stimulate the acute phase reaction. Although it is primarily produced by macrophages, it is 

also produced by endothelial cells and adipocytes (Locksley et al., 2001). 

 

The TNF gene is located on chromosome 6p21.3, spans 3 kilobases and contains 4 exons. The 

last exon codes for more than 80% of the secreted protein (Nedwin et al., 1985). TNF is 

primarily produced as a 212-amino acid-long type II transmembrane protein arranged in stable 
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http://en.wikipedia.org/wiki/Base_pair#Length_measurements
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http://en.wikipedia.org/wiki/Transmembrane_protein
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homotrimers (Kriegler et al., 1988, Tang et al., 1996). Emanating from this membrane-

integrated form the soluble homotrimeric cytokine (sTNF) is released via a proteolytic cleavage 

via TNF alpha converting enzyme (TACE), also called ADAM17;  (Black et al., 1997). The 

soluble 51 kDa trimeric sTNF tends to dissociate at concentrations below the nanomolar range, 

thereby losing its bioactivity (Black et al., 1997). 

 

1.4.4.1 Tumour necrosis factor receptors 

TNF can bind to two receptors, TNF receptor type 1 (TNF-R1) and TNF receptor type 2 (TNF-

R2). TNF-R1 is expressed in most tissues, and can be fully activated by both the membrane-

bound and soluble trimeric forms of TNF, whereas TNF-R2 is found only in cells of the 

immune system, and responds to the membrane-bound form of the TNF homotrimer (Guoqing 

and Goeddel, 2002). 

 

Upon contact with their ligand, TNF receptors also form trimers, their tips fitting into the 

grooves formed between TNF monomers. This binding causes a conformational change to 

occur in the receptor, leading to the dissociation of the inhibitory protein SODD from the 

intracellular death domain. This dissociation enables the adaptor protein TRADD to bind to the 

death domain, serving as a platform for subsequent protein binding. Following TRADD 

binding, three pathways can be initiated (Guoqing and Goeddel, 2002, Wajant et al., 2003).  

 Activation of NF-κB:  NF-κB is a transcription factor that translocates to the nucleus 

and mediates the transcription of a vast array of proteins involved in cell survival and 

proliferation, inflammatory response and anti-apoptotic factors. 

 Activation of the mitogen activated protein kinase (MAPK) pathways: Of the three 

major MAPK cascades, TNF induces a strong activation of the stress-related Jun N-

http://en.wikipedia.org/wiki/ADAM17
http://en.wikipedia.org/wiki/TNF_receptor
http://en.wikipedia.org/wiki/Immune_system
http://en.wikipedia.org/wiki/Ligand
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http://en.wikipedia.org/wiki/NF-%CE%BAB
http://en.wikipedia.org/wiki/Transcription_factor
http://en.wikipedia.org/wiki/Cell_nucleus
http://en.wikipedia.org/wiki/Inflammatory_response
http://en.wikipedia.org/wiki/Apoptotic
http://en.wikipedia.org/wiki/MAPK
http://en.wikipedia.org/wiki/MAPK
http://en.wikipedia.org/wiki/Stress_(medicine)
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terminal kinase (JNK) group. The JNK pathway is involved in cell differentiation, 

proliferation, and is generally pro-apoptotic. 

 Induction of death signaling: Like all death-domain-containing members of the TNFR 

superfamily, TNF-R1 is involved in death signaling (Gaur and Aggarwal, 2003). 

However, TNF-induced cell death plays only a minor role compared to its 

overwhelming functions in the inflammatory process. 

 

 

Figure 1.8: This is a model of the Tumor Necrosis Factor Receptor1 (TNFR1) for Tumor 

Necrosis Factor Alpha (TNF-α). TNF-α is shown bound to the extracellular ligand-binding 

domain of the transmembrane TNFR1 – modified from: php.med.unsw.edu.au 

 

http://en.wikipedia.org/wiki/JNK
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1.4.4.2 TNF in pregnancy 

In normal pregnancy, at physiologic concentrations, TNF-α acts as a regulatory apoptotic agent 

that limits the invasive abilities of extravillous trophoblastic cells necessary for appropriate 

placental anchorage and blood flow toward the intervillous space (Fukushima et al., 2003). 

TNF-α has been shown to directly increase transcription of the vasoconstrictor peptide 

endothelin (ET), ET-1 (Marsden and Brenner, 1992, Roberts et al., 2006). Because endothelial 

damage is a known stimulus for ET-1 synthesis, increases in the production of ET-1 and 

activation of ETA receptors have been proposed to participate in the pathophysiology of 

hypertension during pre-eclampsia (Roberts et al., 1991, Taylor and Roberts, 1999).
 

Furthermore, plasma concentrations of ET (ET-1) are increased two- to threefold in patients 

with pre-eclampsia compared to normal pregnant women. This increase occurs late in the 

disease process, suggesting that it may play a role in the progression rather than the initiation of 

pre-eclampsia (Roberts et al., 1991, TAYLOR et al., 1990, Taylor and Roberts, 1999, Nova et 

al., 1991, Wang et al., 1994). 

 

The role of certain adipose derived proteins has been implicated in enhancing pro-inflammatory 

responses.  In contrast to HIV infection, pre-eclampsia is associated with immune hyper-

reactivity.  HIV infection is also associated with muscle wasting, hence the levels of these 

hormones may be dysregulated and requires investigation (Matarese et al., 2005, Lago et al., 

2007, Garg, 2004). Additionally, this dysregulation may serve as a predictor test for the 

predisposition to the development of pre-eclampsia. 
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1.5 HIV IN SA 

Sub-Saharan Africa carries the majority of the AIDS disease burden when considering the HIV 

pandemic (UNAIDS, 2008, Ramjee et al., 2012). South Africa has more than six million people 

infected with HIV/AIDS (UNAIDS, 2013) Geographic variations of the epidemic in South 

Africa reflect a provincial difference with KwaZulu-Natal having the highest incidence.  It is 

also  considered the epicentre of this global pandemic (Ramjee et al., 2012).  

 

In South Africa, the national HIV prevalence amongst women has dropped from 30.2% to 

29.1% (Udjo, 2006). Notably, the epidemic has devastating consequences on women of 

reproductive age 15 - 24 y (Moodley and Moodley, 2005). Approximately 30% of South 

African parturients are co-infected with HIV (Kalumba et al., 2013). The latest report of the 

National Committee on Confidential Enquiries into Maternal Deaths in South Africa indicates 

that HIV/AIDS contributes to approximately 41% of all maternal deaths (Dpt of Health South 

Africa, 2012).  As expected, KZN has a  40%  infection rate in pregnant women (Kalumba et 

al., 2013).   

 

1.5.1 Role of HIV in pre-eclampsia 

The change in body fat distribution is a common finding in individuals with HIV infection, 

being treated with antiretrovirals. This condition has many similarities with rare, congenital and 

acquired lipodystrophies. This is associated with depletion of subcutaneous fat, increased 

triglycerides and profound insulin resistance (Addy et al., 2003).  Recent studies have shown 

that these patients have marked changes in circulating levels of adipocyte secreted hormones, 

including leptin and adiponectin. This may contribute to the noted metabolic abnormalities 

(Nagy et al., 2003, Chaparro et al., 2005). 
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In HIV lipodystrophies, adiponectin levels are significantly lower in patients with fat 

redistribution and correlate inversely with serum triglycerides and insulin resistance, with 

levels being lowest in individuals with peripheral lipoatrophy and central lipohypertrophy 

(Chaparro et al., 2005, Verkauskiene et al., 2006, Khan et al., 2006). 

 

A significant increase in pre-eclampsia and fetal death in HIV-infected pregnant women on 

highly active antiretroviral therapy (HAART)  have been reported (Suy et al., 2006). Pregnant 

women attending the Hospital Clinic in Barcelona, Spain were catechised to determine an 

association between pre-eclampsia and/or fetal death and HAART.  During January 2001 - 

August 2003, 8 295 women delivered babies of whom 82 (0.9%) were HIV infected.  Overall, 

237 (2.9%) of the HIV-uninfected women developed pre-eclampsia and 40 (0.5%) was 

associated with fetal death. Alarmingly, the HIV-infected women had a much higher rate of 

pre-eclampsia (11%) development with a significantly higher incidence of fetal death (6.1%) 

(Suy et al., 2006). 

 

Of interest is the mirrored effect of the inflammatory adipokines on HIV susceptibility. HIV-1 

seropositive women with clinical conditions of pro-inflammatory mediator production in the 

placenta were found to be at increased risk of HIV-1 transmission to their fetuses (Parry et al., 

2006). Moreover, inflammatory mediators such as TNF-α produced locally by the placenta 

augment HIV-1 infection and replication (Vigano et al., 1998, Hamamoto et al., 1990). 
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1.5.2 Role of HIV in adipokine formation 

The advent of highly active anti-retroviral therapy (HAART) was a turning point in the history 

of the acquired immune deficiency syndrome. Side effects of HAART therapy include  insulin 

resistance, metabolic abnormalities, and changes in body shape (Carr et al., 1998a). 

 

HIV associated lipodystrophy syndrome (HALS) is one the first and commonest secondary 

effects noted. HALS characteristically occurs as peripheral lipoatrophy of subcutaneous 

adipose tissue (in the face, limbs and buttocks), visceral fat accumulation, and lipomatosis, 

especially in the dorsocervical area (“buffalo hump”) (Giralt et al., 2011).In obesity, secretion 

of peptide hormones such as leptin and adiponectin by adipose tissue is disturbed, a disruption 

that has been associated with insulin resistance, metabolic syndrome, and cardiovascular 

diseases (Kadowaki et al., 2007); Guzik et al., 2006). 

 

Evidence suggests that adipokines play a role in metabolism, energy homeostasis, weight 

regulation, and many other biological processes (Carr et al., 2004).Studies on mice show that 

adiponectin decreases liver and muscle triglycerides by up-regulating the expression of 

molecules involved in fatty acid oxidation and muscle energy expenditure (Fruebis et al., 

2001).  Levels of adiponectin have been found to be lowered in obesity, diabetes, non-alcoholic 

liver disease and some subsets of lipodystrophy including HALS patients – Addy et al., 2003;  

Kadowaki, 2005). 

 

As obesity and HIV have become critical disorders of the South African population and pre-

eclampsia remains one of the instrumental causes of maternal mortality it has been decided to 

design a study to address the impact of all three on one another. 
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1.6 AIMS /OBJECTIVES OF STUDY 

1.6.1 Primary objectives 

1. Compare serum levels of adiponectin, leptin, resistin and TNF-α (adiponectin / leptin / 

resistin / TNF-α) in the pregnant compared to the non-pregnant Black population in the 

maternal serum. 

2. Compare serum levels of adiponectin / leptin / resistin / TNF-α in HIV+ve parturients as 

compared to HIV-ve parturients in the maternal serum. 

3. Compare serum levels of adiponectin / leptin / resistin / TNF-α in patients with early 

onset as compared to late onset pre-eclampsia in the maternal serum. 

4. Compare serum levels of adiponectin / leptin / resistin / TNF-α in patients with 

normotensive pregnancy compared to late onset pre-eclampsia in the maternal serum.  

5. Compare serum levels of adiponectin / leptin / resistin / TNF-α in patients with pre-

eclampsia and HIV as compared to patients with pre-eclampsia but without HIV in the 

maternal serum. 

 

1.6.2 Secondary objectives 

1. Compare the serum levels of adiponectin / leptin / resistin / TNF-α in HIV+ve pregnant 

women with a CD4 count above 350 in the maternal serum. 

2. Compare the levels of adiponectin / leptin / resistin / TNF-α in HIV+ve pregnant 

women with a CD4 count below 350 in the maternal serum. 

3. Compare the levels of adiponectin / leptin / resistin / TNF-α in pregnant HIV+ve 

women on ARVS and those not on ARVs in the maternal serum. 
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1.6.3 Hypotheses 

1. The levels of adiponectin / leptin / resistin / TNF-α differ in the pregnant and non-pregnant 

populations. 

2. The levels of adiponectin / leptin / resistin / TNF-α differ in women who develop early 

onset pre-eclampsia as compared to women who develop late onset pre-eclampsia. 

3. The levels of adiponectin/ leptin /resistin / TNF-α in pre-eclamptics also differ according to 

HIV status. 

4. The difference in levels of adiponectin/ leptin / resistin / TNF-α in women who develop 

early onset pre-eclampsia as compared to women who develop late onset pre-eclampsia are 

also altered by the HIV status of the patients.  
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CHAPTER 2 

MATERIALS AND METHODS 

 

2.1. STUDY SITE, ETHICS APPROVAL AND INFORMED CONSENT 

 

This prospective study was approved by the Institutional Postgraduate Committee (Addendum 

1) and was conducted at RK Khan Hospital in KwaZulu-Natal, South Africa. Ethical approval 

was obtained from the Biomedical Research Ethics Committee (BREC 256 /12 – Addendum 2).  

Permission to perform the study at RK Khan Hospital was obtained from the Hospital Manager 

(Addendum 3). The study was conducted during the period of 1
st
 August 2012 – 30

th
 April 

2014.  Written informed consent was obtained from each participant in both English and Zulu 

(Addendum 4). 

 

2.2. STUDY POPULATION 

 

Participants were recruited at the Obstetric Unit (antenatal ward) of RK Khan Hospital by the 

primary investigator, a qualified obstetrician/gynaecologist, during the antepartum period.  

International standard definitions of pre-eclampsia were employed during the selection process 

(National High Blood Pressure Education Program Working Group on High Blood Pressure in, 

2000). All participants were managed by standard of care policies in accordance with the 

National Department of Health, South Africa. Non pregnant patients were recruited from the 

Gynaecology Unit (contraceptive clinic) at RK Khan Hospital. All non-pregnant participants 

(more than 6 weeks post-partum) in good clinical health and are between the ages of 18 – 45 y 

were eligible for participation. 
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Participants were recruited into one of three groups:  

 non pregnant normotensive population (n = 119),  

 pregnant normotensive population (n = 118) and  

 pre-eclamptics (n = 91).   

 

A schematic outline of the three study groups are shown in Figure 2.1. Each study group was 

further, sub-divided according to HIV status. HIV positive participants were further, stratified 

by their CD4 count and ARV usage.  

 

In addition, all pre-eclamptic patients were further, classified as either early or late onset 

disease. Early onset pre-eclampsia (EOPE) was defined as onset of pre-eclampsia after 20 

weeks of gestation, but prior to 34 weeks completed gestation. Late onset pre-eclampsia 

(LOPE) was defined as the onset of pre-eclampsia after 34 weeks gestation.  
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Figure 2.1: Schematic diagram of pregnant and non-pregnant cohorts. Each cohort was 

stratified according to HIV status 

 

2.2.1. Inclusion Criteria 

All Black South African patients over 18 years of age were eligible for participation in the 

study. HIV status and CD4 count were examined prior to entry into the study. Patients were 

categorised into non-pregnant normotensive, pregnant normotensive and pre-eclamptic cohorts. 

HIV –ve = 60 

 

HIV +ve = 60 

 

Normotensive 

Pregnant 

N = 118 

 

Pre-eclamptics 

N = 90 

 

HIV –ve = 69 

 

HIV +ve = 49 

HIV –ve = 58 

 

HIV +ve = 32 
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The pre-eclamptic group was further, sub-categorised according to gestational age, i.e., ≥ 34 

weeks gestation. The pregnant population was further, compared to a non-pregnant, healthy 

reproductive age female population according to HIV status and CD4 count. Non pregnant 

participants were eligible for entry provided they were between 18 – 45 y. Their HIV status had 

to be known. 

 

2.2.2. Exclusion Criteria 

Exhaustive exclusion criteria were used in an effort to maintain a homogenous study 

population. The following patients were excluded from the study: 

 

a) Patient’s with chronic hypertension 

b) Non-Black African patients 

c) Gestational diabetics 

d) Chronic diabetics 

e) Patients with unknown HIV status  

f) Unbooked patients 

g) Patients with chorioamnionitis 

h) Polycystic ovarian syndrome patients 

i) Patients with thyroid disorders 

j) Patients with chronic renal disease 

k) Patients with cardiac failure 

l) Patients with connective tissue disease / antiphospholipid syndrome 

m) Patients with abruption placentae 
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2.3. SAMPLE COLLECTION 

 

2.3.1. Patient Demographics 

Participant demographics were collated by the researcher into a pre-designed data sheet 

(Appendix 2.4) during the antepartum period. These included maternal age, residential area, 

smoking and drug habits, HIV status and CD4 counts, antiretroviral usage (3-drug versus 

PMTCT regimens), parity, gravidity, previous reasons for miscarriage, blood pressures at 

confirmation of pre-eclampsia, height, weight, body mass index (BMI), mid upper arm 

circumference (MUAC), triceps skin fold thickness, presence and degree of oedema, urine 

dipstick findings at time of diagnosis of pre-eclampsia. Indications and mode of delivery as 

well as associated complications were noted. Fetal ultrasound abnormalities, neonatal outcomes 

in terms of APGARS, baby weight, placental shape and weight and appearance and umbilical 

cord length were recorded. 

 

The Body Mass Index (BMI) was calculated by dividing the body weight (kg) by the height 

squared (m) i.e., 

 

BMI = weight 

           (height)
2
 

  

Obesity was defined as a BMI of at least 30 kg/m
2 

(Kafulafula and Moodley, 2001). 

Additionally, the mid upper arm circumference was taken with a measuring tape at the 

midpoint between the olecranon and the acromion process of the right arm. The triceps skin 

fold thickness was measured with the participant standing upright with arms loosely hanging at 
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her sides. The subcutaneous tissue and skin of the midpoint of the posterior part of the right 

arm was measured with a skin fold caliper. The mid-arm muscle circumference was calculated 

by using the following formula:  

 

Mid-arm muscle circumference = mid-arm circumference – [3.14 X triceps skin fold thickness] 

(Huang et al., 2001).  

 

2.3.2. Blood collection 

Peripheral venous blood was collected during the antepartum period as pre-eclampsia rapidly 

resolves post-partum. Four vials each containing 10 ml of blood were collected per patient in 

EDTA anti-coagulant tubes and plain vials, after application of a tourniquet above the ante-

cubital fossa. HIV tests and CD4 counts are offered as part of the standard of care in the ante-

natal clinic. Only those patients agreeing to HIV-testing were offered placement in the study.  

 

Each patient data analysis form had a hospital identification number. In an effort to maintain 

participant anonymity, each patient was allocated a study identification number. The study 

identification number was written onto specimen collection vials. Blood samples were then 

transported in a cooler box within two hours of collection to the Optics and Imaging Centre, 

Doris Duke Medical Research Institute at the Nelson R. Mandela School of Medicine to be 

centrifuged at 4000 rpms for 20 minutes. The specimens were then stored at -80
o
C until 

required. 

 

In September 2014, these specimens were subsequently transferred by an international courier 

at -80
o
C to the Staten Serum Institute, Copenhagen, Denmark. Conformance to international 
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standards of specimen export and transportation were strictly adhered to (Addendum -2.5). The 

experimental procedures were performed under combined supervision of the primary 

investigator and collaborators at the Statens Serum Institut.  

 

2.4. ENZYME-LINKED IMMUNOSORBENT ASSAY DETERMINATION OF SERUM 

ADIPONECTIN AND TNF- α 

 

2.4.1. Principle of serum adiponectin and TNF-α detection 

This technique was first described by Engvall and Perlmann in 1972 and once more in 1982 by 

Gaastra (Engvall and Perlmann, 1972, Gaastra, 1984). It has been described as the double 

antibody sandwich technique. Antibodies against the antigen to be measured are adsorbed to a 

solid phase support and antigen is then added to the adsorbed antibodies. Thereafter a second 

enzyme labelled antibody is added. The addition of an enzyme substrate allows measurement as 

the degree of colour is proportional to the original bound antigen-antibody (Gaastra, 1984). 

 

The ELISA testing was performed using the DuoSet ELISA Development System and 

instructions followed from the human Adiponectin (Acrp30 catalogue: DY 1065) 

 Capture antibody – 360 µg/ml of mouse anti-human adiponectin was reconstituted with 

1.0 ml of PBS and 720 µg/ml of mouse anti-human TNF-α is reconstituted in 1.0 ml of 

PBS. 

 Detection antibody – 360 µg/ml of biotinylated mouse anti-human adiponectin was 

reconstituted with 1.0 ml of reagent diluent and 90 µg/ml of biotinylated goat anti-

human TNF-α is reconstituted with 1.0 ml of reagent diluent) 
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 Standard – 70 ng/ml of recombinant human adiponectin was reconstituted with 0.5 ml 

of reagent diluent. The standard was allowed to incubate for a minimum of 15 minutes 

with gentle agitation prior to further, dilutions and 370 ng/ml of recombinant human 

TNF-α is reconstituted with 0.5 ml of reagent diluent and gently agitated for a minimum 

of 15 minutes. 

 Streptavidin-HRP – 1.0 ml of streptavidin was conjugated to horseradish –peroxidase. 

 

The adiponectin, and TNF-α assay utilizes either a mouse anti-human adiponectin or TNFα, 

antibody as appropriate for immobilization on the microtiter wells. Biotinylated mouse anti-

human adiponectin antibody along with streptavidin conjugated to horseradish peroxidase 

(HRP) is added to enable detection of the antigen through colour change. This is followed with 

the addition of a reagent diluent (200µl) and incubated as directed by the kit being used. Post 

washing a HRP substrate, tetra-methylbenzidine (TMB), was then added with the resultant 

development of a blue colour (Figure 2.2). Progress of colour development was stopped by the 

addition of Stop Solution – this changed the colour to yellow. The concentration of adiponectin 

and TNF-α was directly proportional to the colour intensity of the test sample. Absorbance was 

read spectrophotometrically at 450 nm (Systems). 
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Figure 2.2: Schematic diagram illustrating ELISA procedure – adapted from (Ramawi, 2012) 

 

2.4.2. Procedure for adiponectin and TNF-α detection by ELISA (RnD Systems) 

Table 2.1 Table outlining the ELISA procedure for the determination of serum adiponectin and 

TNF-α 

Step Process  Method Time 

1 diluted samples  100 µl of sample in reagent diluent  2 h (1 h preparation + 1 

h incubation) 

2 wash wells Wash buffer  40 min 

3 detection antibody 100 µl detection Ab diluted with 

reagent diluent 

40 min 

4 wash wells Wash buffer x3 

5  Streptavidin-HRP 100 µl of Streptavidin-HRP  40 min 

6 stop solution  50 µl stop solution  20 min 
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2.4.3. Detection limits and co-efficient of variation (CV) 

The coefficient of variation (CV) was defined as the ratio of the standard deviation σ to the 

mean µ: 

 

Cv =  σ 

 µ 

 

 CV shows the extent of variability in relation to mean of the population. 

 

The detection limit for the adiponectin assay was 1.43 µg/l; coefficient of variation (CV) within 

and between assays was < 4.58%.  For the TNF assay the detection limit was 1.39 µg/l; CV 

within and between assay was < 3.02%. 

 

2.5. DETERMINATION OF SERUM LEPTIN AND RESISTIN BY BIOPLEX 

IMMUNOASSAY 

 

2.5.1. Principle of serum leptin and resistin detection by Bioplex assays 

Bioplex cytokine assays are multiplex bead assays designed to quantify multiple cytokines in 

diverse matrices, including serum, plasma and tissue samples. This multiplexing allows 

quantification of multiple cytokines in a single well. The advantage of this method is that it 

allows for the creation of a complete cytokine profile from limited samples and is more time 

efficient. 
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The principles behind the procedure are: 

1. Fluorescently dyed beads are present to which biomolecules are bound. 

2. A flow cytometer with 2 lasers and associated optics are needed to measure the 

biochemical reactions that occur on the surface of the beads. 

3. A high speed digital signal processor is used to manage the fluorescent output. 

 

Each colour-coded bead is conjugated to a specific reactant, which is specific for a target 

molecule. The assay is designed in a capture sandwich immunoassay format. 

In this study a specific antibody is directed against the cytokine of interest and is covalently 

coupled to colour coded beads which reacts with the sample containing an unknown amount of 

the cytokine. 

 

As in other multiplex assays reaction mixture is subsequently detected by the addition of 

Streptavidin-phycoerythrin (SA-PE). This binds to the biotinylated detection antibodies. The 

constituents of each well are drawn up into a flow based suspension array system which 

identifies and quantifies each specific reaction based on bead colour and fluorescence.  

 

The magnitude of the reaction is then measured using fluorescently labelled reporter molecules 

associated with each target protein. Unknown cytokine concentrations of the sample are 

calculated from a standard curve that has been derived from a recombinant cytokine standard. 

These standard curves are provided by the multiplex assay used – in this case the Bioplex Pro 

assay kit was used (BIORAD, 2014). 
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2.5.2 Preparation and procedure: 

The plate layout was planned ahead of the experiment. Approximately 30 minutes were 

required to bring the assay buffer, wash buffer and sample diluent to room temperature. The 

vacuum manifold was set to -1 to -3 mmHg for the filter plate. A single vial of standard was 

reconstituted in 500 µl of diluent similar to the final sample type (matrix). This was vortexed 

for 5 seconds and thereafter incubated on ice for 30 minutes. 

 

A fourfold standard dilution series and blank were prepared. The standard dilutions were 

vortexed for 5 seconds in between liquid transfers. The serum samples were prepared in 1:4 

dilution with the sample diluent. The coupled beads were vortexed for 30 seconds and were 

diluted to 1X assay buffer – this is light sensitive hence it was performed away from light. 

 

The plates were subsequently washed three times with 100 µl wash buffer. The diluted 1X SA-

PE was vortexed and 50 µl was added to each well and then vortexed for 5 seconds and 

incubated on ice for 30 minutes. The plate was then washed three times with 100 µl wash 

buffer. The beads were then resuspended in 125 µl assay buffer. The plate was covered and 

centrifuged at 850 rpm for 30 seconds. The sealing tape was then removed and the plate was 

read using  Bioplex Manager Software (BIORAD, 2014). 

 

A series of known concentrations of an analyte was used to construct a plot of signal intensity 

vs concentration. The plot was mathematically modelled to derive an equation that may be used 

to predict the concentration of the unknown samples. Both, the type of mathematical model as 

well as the fit of the model were considered as they have a direct effect on the accuracy of the 

results. Curve fitting was a critical component of immunoassay performance.  
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Figure 2.3:  Diagram of Bioplex test procedure as adapted with permission from Biorad 
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Figure 2.4: Schematic Bioplex workflow (BIORAD, 2014) 
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2.5.3 Linear regression 

This is the simplest method for determining concentration from a standard curve. The plot was 

constructed on concentration vs response. This method has been used traditionally to quantitate 

results of ELISA and other immunoassays (Wild, 2005). 

 

 2.5.4 Logistic regression: 

Immunoassay data may also be used in a non-linear regression routine. The log of the 

concentration was plotted on the X-axis  vs the response (fluorescence intensity) plotted on the 

Y-axis (Wild, 2005). 

 

 

 

Figure 2.5: Logistic regression curve 
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2.6 STATISTICAL ANALYSIS 

 

SPSS version 21 was used to analyse the data. A p value < 0.05 was considered as statistically 

significant. Demographic variables were summarised using mean, standard deviation and range 

for continuous variables, and frequency tables for categorical variables. Outcome variables 

were extremely non-normally distributed, therefore non-parametric tests were used to compare 

median levels between groups. Two independent groups were compared using Mann-Whitney 

U tests. Kruskal-Wallis tests were used to compare more than two independent groups. 
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CHAPTER 3 

RESULTS 

 

3.1 STUDY POPULATION 

A total of 328 women attending RK Khan Hospital, a regional and district hospital in 

Chatsworth, a suburb in the eThekwini health district, KwaZulu-Natal were studied. Based on 

inclusion and exclusion criteria (2.2.1 and 2.2.2), women were recruited into two groups ie., 

non-pregnant (n = 120; 36.58%) and pregnant  group (n = 208; 63.41%). Pregnant women were 

further, categorised into the normotensive pregnant (n = 118; 35.97%) and the pre-eclamptic (n 

= 90; 27.43%) groups (Figure 3.1). 

 

The pregnant cohort was also sub-stratified in accordance with their HIV status.  Of the 118 

normotensive pregnant women, 49 (41.52%) were HIV positive whilst 69 (58.47%) were HIV 

negative. Likewise the pre-eclamptic women were also stratified according to their HIV status 

into HIV positive (n = 32; 35.55%) and HIV negative (n = 58; 64.44%; Fig 3.2). 
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Figure 3.1: Schematic outline of study population 

 

 

 

 

 

 

 

 

 

 

Figure 3.1: Schematic outline of subcategories within the pregnant cohort based on HIV 

infection 
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3.2 DEMOGRAPHIC AND CLINICAL DATA OF STUDY POPULATION  

 

3.2.1 Maternal Age  

Age was not normally distributed amongst the study groups.  Additionally, both log and square 

root transformations of the age data failed to achieve normality.  A Kruskal-Wallis H test was 

then used to analyse mean ranks of age (raw data) across the study groups. 

 

Patient age ranged between 18 - 45 y across all the study population (Table 3.1; Figure 3.3). 

The mean age of study participants in the non- pregnant group was 27.75 ± 7.8 y (range: 21 – 

37 y) compared to 27.30 ± 5.7 y (range: 18 - 41 y) in the normotensive group.  The mean age of 

participants in the EOPE group was 26.38 ± 6.1 y (range: 18 - 31 y) compared to 26.62 ± 7.5 y 

(range: 19 – 38 y) in the LOPE group. Upon initial inspection there appeared to be no 

significant difference in and between study groups. However, there was a statistically 

significant difference in the distribution of age across the categories according to HIV status (p 

< 0.00). Patients were older in the HIV+ve group as compared to the HIV-ve group. 
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Figure 3.2: Boxplot of maternal age (y) across the study population  
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Figure 3.3:  Boxplot illustrating maternal age (y) across the HIV positive groups 

 

A Kruskal-Wallis H test showed that there was a statistically significant difference in age 

between the different groups, [χ
2
(3) = 69.723; p < 0.000], with a mean rank age score of 217.28 

for non-pregnant, 125.27 for normotensive pregnant, 161.32 for EOPE and 121.49 for the 

LOPE groups.  The effect size (η
2
) of the group was 21.7% [calculated as χ

2
/(n-1)]. 

 

Pairwise Mann Whitney U comparisons were made between pairs of groups to identify which 

groups were different.  A Bonferroni post hoc analyses (adjusted p < 0.008) revealed that there 

were statistically significant differences between median ages of the non-pregnant group versus 

normotensive pregnant, EOPE and LOPE groups respectively (U: 3035.5; p < 0.000; U:1175;  
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p < 0.001; U:1267; p < 0.000).  There were no significant differences between normotensive 

pregnant versus EOPE and LOPE group combinations. 

  

When comparing the HIV positive versus the HIV negative participants, the Levene’s test of 

equal variances using a 2 tailed T-test showed a statistically significant difference in age 

between the 2 groups (p < 0.000). 

 

Furthermore, when considering the effect of HIV, post Kruskal-Wallis H test and Bonferroni 

post hoc analysis, a statistically significant difference between the different groups, [(χ
2
(7) = 

85.486); p < 0.000], was found across the categories (Table 3.1; Figure 3.5). 

 

Figure 3.4: Boxplot illustrating maternal age (y) based on HIV status 
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3.2.2 Blood Pressure 

3.2.2.1 Systolic blood pressure 

The mean systolic blood pressure for non-pregnant participants was 133 ± 26.47 mmHg versus 

117.7 ± 9.31 mmHg of the normotensive pregnant participants. The mean systolic blood 

pressure for EOPE was 168 8.07 mmHg compared to 161.08 ± 22.55 mmHg in the LOPE 

group.  A detailed statistical assessment of systolic blood pressure across the study groups is 

outlined in Table 3.3 and Figure 3.6 respectively. 

  

There was a statistically significant difference between groups as determined by one-way 

ANOVA (F(3,322) = 308.790, p = 0.000). A Fisher’s least significant difference (LSD) post-

hoc test revealed that the systolic blood pressure was statistically significantly lower in the non-

pregnant group (118.903 ± 10.907 mmHg, p = 0.000) compared to the early onset (168.654 ± 

15.552 mmHg, p = 0.000) and late onset pre-eclamptic groups (163.38 ± 16.787 mmHg; Figure 

3.6). There were no statistically significant differences between the non-pregnant and 

normotensive groups (p > 0.05). There were no statistically significant difference of the systolic 

blood pressure between the EOPE and LOPE groups (p > 0.050).  

 

However, of interest is the fact that when Levene’s test where equal variances was not assumed 

and a 2 tailed T-test was then performed, a statistically significant difference of p = 0.000 was 

found between all groups. 

 

After  considering the effect of HIV, the Kruskal-Wallis H test and Bonferroni post hoc 

analysis, demonstrated a statistically significant difference between the systolic blood pressure 

across different groups,[(χ
2
(7) = 192.040); p = 0.000], was demonstrated (Figure 3.7). 
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Figure 3.5: Boxplot showing the systolic blood pressure (mmHg) across groups 



 - 60 - 

 

Figure 3.6: Boxplot illustrating systolic blood pressure (mmHg) based  on HIV status 
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 3.2.2.2 Diastolic blood pressure 

The mean diastolic blood pressure for non-pregnant participants was 77.25 ± 15.17 mmHg (p < 

0.003) compared to 73.34 mmHg normotensive pregnant group. The mean diastolic blood 

pressure was 109.13 ± 14.567 mmHg compared to 96.54 ± 7.6 mmHg in the EOPE and LOPE 

groups respectively. 

 

There was a statistically significant difference in the mean ± standard deviation of the diastolic 

blood pressure between groups as determined by one-way ANOVA [F(3,322) = 146.320, p = 

0.000]. A Fisher’s least significant difference post-hoc test revealed that the mean diastolic 

blood pressure was statistically significantly lower in the non-pregnant group (72.34 ± 11.247 

mmHg) compared to the EOPE (104.91 ± 14.567 mmHg,) and the LOPE groups (100.97 ± 

7.655 mmHg)  (p = 0.000; Figure 3.8).  There were no statistically significant differences 

between the non-pregnant and normotensive groups (p = 0.607). Likewise, there were no 

statistically significant differences between the EOPE and LOPE groups (p = 0.107). 

 

Only when, the Levene’s test compared the pre-eclamptic group as a whole to the normotensive 

group (irrespective of equal variance or not), the 2 tailed T-test showed a statistical significance 

of p = 0.000 (Table 3.1). 

 

When considering the effect of HIV, the Kruskal-Wallis H test and Bonferroni post hoc 

analysis demostrated a statistically significant difference between the different groups, [(χ2(7) 

= 170.898); p = 0.000] (Figure 3.9). 
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Figure 3.7: Boxplot of diastolic blood pressure (mmHg) across study  groups 
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Figure 3.8: Boxplot illustrating diastolic blood pressure (mmHg) based on HIV status 
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3.2.3 Gestational Age 

The mean gestational age of normotensive pregnant participants was 38.98 ± 1.5 weeks. The 

mean gestational age of participants with EOPE was 32 ± 3.8 weeks versus 36.92 ± 1.847 

weeks in the LOPE groups. 

 

Gestational age was not normally distributed but there was homogeneity of variance amongst 

groups. Therefore a Kruskal Wallis omnibus test was performed to check for a difference 

amongst the groups.   The Kruskal-Wallis H test showed a statistically significant difference in 

gestational age between the different groups, [(χ
2
(2) = 83.196); p = 0.000], with a mean rank 

gestational age score of 131.50 for normotensive, 28.98 for EOPE and 87.33 for the LOPE 

groups.  The effect size (η
2
) of the difference in mean ranks was 40.6% [calculated as χ

2
/(n-1) = 

83.196 divided by 206-1] demonstrating the effect of the mean rank on gestational age. 

 

Mann Whitney U tests performed indicated that the normotensive groups was significantly 

higher than both the EOPE (U=190.50; p < 0.000) and LOPE groups (U = 1654.00; p = 0.000). 

The pregnancies EOPE groups terminated at an earlier gestation than the LOPE groups (U = 

205.0; p = 0.000). 

 

Furthermore, the Levene's test followed by a 2 tailed T-test compared the pre-eclamptic group 

as a whole (EOPE + LOPE) to the normotensive group (irrespective of equal variance or not), a 

statistical significance of p = 0.000 was demonstrated. In addition, when the Levene's test 

compared the EOPE and LOPE groups (irrespective of equal variances or not) and a 2 tailed T-

test then performed, a statistically significant difference of p = 0.000 was noted (Table 3.1). 
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The study demonstrated there was no statistically significant difference in the distribution of 

gestational age across the pregnant categories according to HIV status (Figure 3.10). 

 

 

Figure 3.9: Boxplot of gestational age (weeks) across pregnant groups 

 

 

3.2.4 Indications for delivery 

Within the pregnant cohort (normotensive pregnant + pre-eclamptic); 65.9% of deliveries were 

in fetal interest as compared to maternal indications. The Pearson Chi-square test showed a 

statistically significant difference between the groups of p = 0.000. Pregnant patients (45.4%) 

had elective caesarean section compared to the 27.4% requiring emergency caesarean section.  
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Over four percent (4.6%) required induction of labour whilst 22.6% had a spontaneous normal 

vaginal delivery. 

 

3.2.5 Clinical complications in the pre-eclampsia groups 

Clinical complications included one case of abruption placentae, 9 cases of eclampsia, 5 cases 

of imminent eclampsia and 12 cases of severe pre-eclampsia. Moreover, there were 6 cases of 

stillbirths. In the EOPE group, there were 5 patients that developed eclampsia and one case of 

abruption placentae. 

 

3.2.6 Birth weights across study groups 

Babies of normotensive participants had a mean birth weight of 3.237 ± 0.40 kg. The weight of 

babies in the EOPE group was 1.623 ± 0.78 kg compared to 2.718 ± 0.51 kg in the LOPE group 

(Figure 3.11). 

 

Baby weights were not normally distributed amongst the study groups.  A Kruskal-Wallis H 

test showed that there was a statistically significant difference in baby weight between the 

different groups, [χ
2
(2) = 76.430; p < 0.000].  The effect of size (η

2
) on the difference in mean 

ranks was 37.7%. 

 

Pairwise Mann Whitney U tests with Bonferroni post hoc analyses (adjusted p < 0.016) showed 

that the normotensive pregnant baby weight differed significantly compared to EOPE (U: 

165.0, p = 0.000) and LOPE groups (U: 1804.5 p = 0.000).  There was a significant difference 

between early onset and late onset groups (U: 268.5; p = 0.000). 
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Furthermore, when the Levene's test was performed comparing the pre-eclamptic group as a 

whole (EOPE + LOPE) to the normotensive group (with/out equal variance), the 2 tailed T-test 

showed a statistical significance of p = 0.000 between babies of the pre-eclamptic mothers 

compared to the normotensive mothers. 

 

 Further,, when considering the effect of HIV on baby weight, the Kruskal-Wallis H test and 

Bonferroni post hoc analysis, demonstrated a statistically significant difference between the all 

cohorts, [(χ
2
(5) = 78.678); p < 0.000; Figure 3.12]. 

 

 

Figure 3.10: Boxplot showing birth weight (kg) across study groups 
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Figure 3.11: Boxplot illustrating baby weight (kg) across all groups based on  HIV status 

 

 

3.2.7 Placental weights across pregnant groups 

In normotensive pregnant patients the mean weight ± standard deviation of the placenta was 

612.45 ± 81.57 g. The mean placental weight in the EOPE group was 430.00 ± 142.23g 

compared to 558.46 ± 35.76 g in the LOPE group (Figure 3.13). 

 

Placental weight was not normally distributed amongst the groups.  A Kruskal-Wallis H test 

showed that there was a statistically significant difference in placental weight between the 

different groups, χ
2
(2) = 15.674, p = 0.000. 
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Statistically significant differences after Bonferroni post hoc analyses (adjusted p < 0.008) 

revealed that there were differences between placenta weight of normotensive pregnant and 

EOPE groups (U: 647.0; p = 0.000). There was no difference between normotensive and the 

LOPE group (p = 0.484).  There was a significant difference between early onset and late onset 

as well (U: 223.0;  p < 0.001).  

 

When considering the effect of HIV on placental weight, the Kruskal-Wallis H test and 

Bonferroni post hoc analysis,  showed a statistically significant difference between the different 

study groups, [(χ
2
(5) = 23.446); p < 0.000], (Figure 3.14). 

 

Figure 3.12: Boxplot showing placental weight (g) across pregnant groups 
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Figure 3.13: Boxplot illustrating effect of HIV status on placental weight (g) 

 

3.2.8 HIV status 

More than half of the sample cohort was HIV negative (n = 179; 54.9%).  Forty five percent 

was HIV positive (n = 147; 45.1%). 

 

3.2.8.1 Cluster of Differentiation 4 (CD4) count (cells/mm
3
) 

HIV positive non-pregnant participants had a mean CD4 count of 473 ± 188.630 cells/mm
3
  (p 

<  0.216) compared to 417.91 ± 198.389 cells/mm
3
 (p < 0.629) in the HIV positive 

normotensive pregnant group. HIV participants with EOPE had a mean CD4 count of 325.38 ± 
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166.036 cells/mm
3
 (SE: 58.703; p < 0.664) compared to 388.08 ± 100.853 cells/mm

3
 (p < 

0.803) in the LOPE group (Figure 3.15).  

 

Figure 3.14: Boxplot showing CD4 count (cells/mm
3
) across study groups 

 

There were no statistically significant differences between group means as determined by one-

way ANOVA [F (3,138) = 0.930; p < 0.428]. 

 

After considering the effect of HIV, the Kruskal-Wallis H test and Bonferroni post hoc 

analysis, demonstrated no statistically significant difference between the different 

groups,[(χ
2
(3) = 2.627); p < 0.453], was found (Figure 3.16). 



 - 72 - 

 

 

Figure 3.15: Boxplot illustrating CD4 count (cells/mm
3
) in HIV positive groups 

 

3.2.8.2 Anti – retroviral (ARV) Usage  

Antiretroviral therapy was received by 36.6% of the non-pregnant participants compared to the 

63.4% majority within the study population that received ARVs. Some of the pregnant 

participants (18.6%) did not take ARVs compared to 81.4% of pregnant participants that did 

take ARVs therapy.  With regards to ARV usage, a Pearson Chi– square test demonstrated a 

statistically significant difference p < 0.009, between the pregnant and non-pregnant groups. 
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Table 3.1 Demographic data of study groups 

 

 

Non Pregnant Normotensive 

pregnant 

EOPE LOPE   

N = 120 N = 118 N = 32 N = 52 

Age (y) 33.01 ± 7.8 25.61 ± 5.7 27.78 ± 6.1 28.55 ± 7.5 

Maternal Weight (kg) 75 ± 13 73 ± 13.8 81.75 ± 15 82 ± 19.7 

Systolic (mmHg) 133 ± 26 117 ± 9.3 168 ± 8 161 ± 22 

Diastolic (mmHg) 77 ± 15 73 ± 85 109 ± 16.9 96.5 ± 7.6 

Height (m) 1.563 ± 0.113 1.574 ± 0.0676 1.563 ± 0.0158 1.593 ± 0.0751 

CD4 cell count 

(cells/mm
3
) 

473 ± 188 417 ± 198 325 ± 166 388 ± 100 

Gestational Age (wks) 0 38.98 ± 1.5 32 ± 3.8 36.92 ± 1.847 

Baby weight (kg) - 3.23 ± 0.058 1.623 ± 0.274 2.716 ± 0.1422 

Placental weight (g) - 612.45 ± 11.89 430 ± 50.28 558.46 ± 37.65 
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3.3 ANTHROPOMETRIC DATA ACROSS STUDY GROUPS 
 

3.3.1 Maternal Weight 

The mean weight ± standard deviation of the non-pregnant women was 75.0 ± 13.14 kg 

compared to 73.17 ± 13.89 kg of the normotensive pregnant women. The mean weight of 

EOPE women was 81.75 ± 15.06 kg compared to 82.523 ± 19.71 kg of LOPE women (Table 

3.1). 

  

When considering the effect of HIV on maternal weight, the Kruskal-Wallis H test and 

Bonferroni post hoc analysis, showed no statistically significant difference between the 

different groups,[(χ
2
(7) = 11.004); p < 0.138]; (Figure 3.17). 
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Figure 3.16: Boxplot illustrating maternal weight (kg) across HIV groups 

 

3.3.2 Maternal Height  

The mean height of non-pregnant women was 1.563 ± 0.113 m whilst that of normotensive 

participants was 1.574 ± 0.676 m. The mean height was 1.531± 0.090 m and 1.593 ± 0.075 m 

in EOPE and LOPE women, respectively (Table 3.2).  

 

After considering the effect of HIV across the categories, the Kruskal-Wallis H test and 

Bonferroni post hoc analysis, demonstrated no statistically significant difference between the 

different groups,[(χ
2
(7) = 6.119); p < 0.526]. 
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3.3.3 Maternal Body mass index 

The BMI of the non-pregnant and normotensive pregnant women was 28.55 ± 4.24 kg/m
2
 and 

28.89 ± 6.80 kg/m
2
, respectively. The mean BMI of EOPE and LOPE women was 32.73 ± 7.65 

kg/m
2
 and 32.97 ± 8.54 kg/m

2
 respectively (Figure 3.18). The mean BMI of the study 

population fell into either the overweight (BMI - 27.5 – 30 kg/m
2
) or mildly obese categories 

(BMI- 30.5 – 35 kg/m
2
).  

 

Body mass index per group was not normally distributed.  After log10 transformation of the 

data, a one way ANOVA revealed no statistically significant difference between the groups [F 

(3,322) =1.161; p = 0.325].Whilst there was a significant difference between the non-pregnant 

and pregnant cohorts, there was no statistically significant differences between the 

normotensive, EOPE and LOPE groups (p = 0.325). Likewise, the distribution of BMI was the 

same across the categories with respect to HIV status (p = 0.124). 

 

After considering the effect of HIV across the categories the study found that after the Kruskal-

Wallis H test and Bonferroni post hoc analysis, no statistically significant difference between 

the different groups,[(χ2(7) = 9.330); p < 0.230], was found (Figure 3.19). 
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Figure 3.17: Boxplot showing BMI (kg/m
2
) across study groups 
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Figure 3.18: Boxplot showing BMI (kg/m
2
) across subgroups based on HIV status 

 

3.3.4 Mid upper arm circumference (MUAC) 

The mid upper arm circumference was 31.53 ± 2.63 cm in non-pregnant women compared to 

28.38 ± 4.59 cm in the normotensive pregnant women. EOPE participants had a MUAC of 

33.38 ± 4.69 cm compared to28.23 ± 1.43 cm in the LOPE group (Figure 3.20; Table 3.2). 

 

One way ANOVA tests of both mid-upper arm circumference [F(3.322) = 5.740; p = 0.01] and 

triceps skinfold thickness [F(3.322) = 5.411; p = 0.001] showed that there was significant 

difference between at least one of the groups analysed.   
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Post hoc tests showed that the mean MUAC for non-pregnant  women (31.53 ± 5.845 cm) was 

significantly higher than normotensive pregnant women (28.73 ± 4.717 cm; p < 0.000) but not 

significantly different from EOPE and LOPE groups.  

 

 

Figure 3.19: Boxplot showing mid arm circumference (cm) across study groups 

 

When considering the effect of HIV, it was shown that after the Kruskal-Wallis H test and 

Bonferroni post hoc analysis, a statistically significant difference between the different 

groups,[(χ
2
(7) = 23.253); p < 0.002], was found (Figure 3.21). 
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Figure 3.20: Boxplot illustrating mid arm circumference (cm) based on HIV status 

 

3.3.5 Triceps skin fold thickness 

Fisher’s Least significant difference post hoc test revealed that  triceps skin fold thickness in 

the normotensive pregnant group (18.14 ± 7.025 mm) was significantly  lower than both non-

pregnant (21.58 ± 8.812 mm; p < 0.002) and LOPE (22.89 ± 10.638 mm)  groups but not 

significantly different from the EOPE group (18.94 ± 9.148 mm) (Table 3.2; Figure 3.22). The 

triceps skin fold thickness in the EOPE group was lower than LOPE group (p < 0.036). 

 

Non-pregnant women had a mean triceps skin fold thickness of 13 ± 4.69 mm compared to 

18.34 ± 7.08 mm in normotensive women. The mean triceps skin fold thickness in EOPE and 
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LOPE women was 23.38 ± 12.18 mm and 16.90 ± 8.47 mm respectively. There was a 

statistically significant difference in triceps skin fold thickness between the normotensive group 

and other groups (p < 0.000). There were no other statistically significance between non 

pregnant, EOPE and LOPE groups. 

 

 

Figure 3.21: Boxplot of mean triceps circumference (mm) across study groups 

 

After analysing  the effect of HIV on triceps skinfold thickness across the groups, it was found 

that after the Kruskal-Wallis H test and Bonferroni post hoc analysis, a statistically significant 

difference between the different groups, [(χ
2
(7) = 20.457); p < 0.005], was shown across the 

categories (Figure 3.23). 
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Figure 3.22: Boxplot illustrating mean triceps circumference (mm) based on HIV status 
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Table 3.2: Anthropometric and CD4 data across study groups 

 

 

Non Pregnant Normotensive 

Pregnant 

EOPE LOPE   

N = 120 N = 118 N = 32 N = 52 

Height (m) 1.563 ± 0.113 1.574 ± 0.0676 1.563 ± 0.0158 1.593 ± 0.0751 

BMI (kg/m
2
) 28 ± 4.2 28.8 ± 6.8 32.7 ± 7.6 32.97 ± 8.5 

MUAC (cm) 26 ± 2.6 28±4.5 33 ± 4.6 28.23 ± 5.1 

Triceps skin fold (cm 21.58 ± 4.6 18.14 ± 7.07  18.94 ± 12 22.89 ± 8 

CD4 cell count 

(cells/mm
3
) 

473 ± 188 417 ± 198 325 ± 166 388 ± 100 
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3.4 ASSESSMENT OF SERUM LEVELS OF ADIPONECTIN USING ELISA  

The median adiponectin level was 446.55700 µg/ml and ranged between 305.27050 - 

725.32175 µg/ml. The mean adiponectin level was 897.93 (p < 0.080); 17.19 (p < 0.000); 23.16 

(p < 0.017); 24.61 (p < 0.324), in the non-pregnant, normotensive pregnant, EOPE and LOPE 

participants, respectively (Table 3.3).   

 

The effect of HIV on adiponectin across the categories, using the Kruskal-Wallis H test and 

Bonferroni post hoc analysis, showed a statistically significant difference between the different 

groups, [(χ
2
(7) = 24.540); p < 0.001] (Figure 3.24). 

 

Figure 3.23: Boxplot illustrating adiponectin (µg/ml) based on HIV status 
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3.5 ASSESSMENT OF SERUM LEVELS OF LEPTIN USING THE LUMINEX 

TECHNIQUE 

The median leptin concentration was 153.00 pg/ml) with an inter quartile range of 64.25 – 

3028.06 pg/ml. Non-pregnant participants had mean leptin concentrations of 4887.25 pg/ml (p 

< 0.125) compared to 2732.27 (p< 0.000) in the normotensive pregnant groups. Participants 

with EOPE had a mean leptin concentration of 955.75 (p < 0.000) compared to 310.23 (p < 

0.000) in the LOPE groups.  When considering the effect of HIV on mean leptin level using the 

Kruskal-Wallis H test and Bonferroni post hoc analysis, a statistically significant difference 

between the different groups,[(χ
2
(7) = 16.926); p < 0.018], across the categories was noted 

(Figure 3.25). 

 

Figure 3.24: Boxplot illustrating leptin (pg/ml) based on HIV status 
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3.6 ASSESSMENT OF SERUM LEVELS OF TNFα USING LUMINEX TECHNIQUE 

Non-pregnant participants did not have measurable levels of TNF-α. Normotensive participants 

had a mean TNF-α concentration of 608.521 pg/ml (p = 0.000). Participants with EOPE had a 

mean TNF-α concentration of 661.03 (p = 0.000) compared to 616.439 (p = 0.000) in the LOPE 

group (Table 3.3).  

 

After considering the effect of HIV on TNF-α concentration, the Kruskal Wallis test and post 

hoc Bonferroni analyses revealed a statistically significant difference, [(χ
2
(7) = 14.160); p < 

0.048], across study groups (Figure 3.26). 
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Figure 3.25: Boxplot illustrating mean TNF-α (pg/ml) based on HIV status 

 

 

3.7 ASSESSMENT OF SERUM LEVELS OF RESISTIN USING THE LUMINEX 

TECHNIQUE 

Non-pregnant participants had a mean resistin concentration of 7497.13 pg/ml compared to 

3536.50 pg/ml in the normotensive pregnant groups. The mean resistin concentration was 

1017.63 pg/ml in the EOPE group compared to 286.92 pg/ml (p < 0.000) in the LOPE group.  
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When considering the effect of HIV on resistin concentration, the Kruskal-Wallis H test and 

Bonferroni post hoc analysis, a statistically significant difference between the different groups, 

[(χ
2
(7) = 18.625); p < 0.009], was noted (Figure 3.27). 

 

Figure 3.26: Boxplot illustrating mean resistin (pg/ml) based on HIV status 
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Table 3.3: Detailed outline of adipokine levels across study groups 

 Non Pregnant Normotensive 

Pregnant 

EOPE LOPE  

N = 120 N = 118 N = 32 N = 52 

ADIPONECTIN  

µg/l 

897.93 ± 126.18 17.19 ± 11.568 23.16 ± 21.392 24.61 ± 12.869 

LEPTIN  

pg/ml 

4887.25 ± 705.294 2732.27 ± 580.183 955.75 ± 527.642 310.23 ± 177.438 

TNF-α  

pg/ml 

0 608.52 ± 84.899 661.036 ± 202.604 616.439 ± 117.53 

RESISTIN  

pg/ml 

7497.13 ± 1921.956 3536.50 ± 730.044 1017.63 ± 691.585 286.92 ± 160.308 
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Table 3.4: Adipokine levels in relation to BMI groups 

 5 10 25 50 75 90 95 

BMI 22.75 23.94 26.19 30.14 34.95 40.42 44.22 

ADIPONECTIN  

µg/ml 

142.06 192.78 305.27 446.56 725.32 1061.39 1371.04 

LEPTIN  

pg/ml 

50.00 51.00 64.25 153.00 3028.06 7827.25 11235.38 

RESISTIN  

pg/ml 

50.00 56.50 71.00 168.00 3085.13 9849.75 12921.25 

TNF  

pg/ml 

.00 .00 .00 .00 .00 51.50 152.56 
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3.8 ANALYSIS OF RESULTS WITH RESPECT TO THE PRIMARY NULL 

HYPOTHESES OF THE STUDY 

3.8.1 Null hypothesis: The levels of adiponectin/leptin/resistin/TNF-α does not differ 

amongst the pregnant and non-pregnant cohorts. 

 

The levels of TNFα/adiponectin/leptin and resistin were all statistically significantly different 

between the pregnant and non-pregnant cohorts (Table 3.5). The mean concentration of TNF-α 

was 22.181 ± 90.24 pg/ml (p = 0.000) in the pregnant cohort. In this pregnant cohort, the mean 

concentration of adiponectin, leptin and resistin was 614.980 µg/l ± 780.84 (p = 0.000); 

2266.537 pg/l ± 3747.85 (p = 0.000) and 2790.471 pg/l ± 5363.09 (p = 0.000), respectively. 

 

The levels of TNF-α, leptin and resistin were significantly different within the normotensive 

pregnant versus pre-eclamptic groups. Using the Mann-Whitney test it was demonstrated that 

TNF- α was statistically significant within the pregnancy groups (p < 0.044). Likewise, leptin 

(p < 0.004) and resistin (p < 0.006) were statistically significant between the pregnancy groups.  

Only Adiponectin, as mentioned, failed to reach statistical significance within the pregnancy 

subgroups (p < 0.292). 

 

The null hypothesis was therefore rejected. 
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Table 3.5: Detailed outline of adipokine levels between pregnant vs non-pregnant study groups 

 PREGNANT     NON PREGNANT 

 Median Minimum Maximum  Median Minimum Maximum p-values 

TNF-α  

pg/ml 

0 0 524  0 0 942 0.00 

Adiponectin 

µg/l 

476.7 27 11099  414.6 66 5030 0.00 

Leptin  

pg/ml 

189.0 50 19239  88.0 50 14507 0.00 

Resistin 

pg/ml 

230.0 50 58241  101.0 50 17338 0.00 

 

 

3.8.2 Null hypothesis: The levels of adiponectin/leptin/resistin/TNF-α does not differ in 

women who develop early onset pre-eclampsia as compared to women who develop late 

onset pre-eclampsia 

 

The differences in TNF-α, adiponectin, leptin and resistin concentration failed to reach 

statistically significant p-values between EOPE versus LOPE using the Mann-Whitney Test. 

Therefore the null hypothesis was accepted (Table 3.6). 
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Table 3.6: Detailed comparison of adipokine levels between EOPE and LOPE study groups 

 LOPE EOPE 

 Median Minimum Maximum Median Minimum Maximum p-values 

TNF-α 0 0 297 0 0 392 <0.098 

Adiponectin 554.3 27 1957 446.2 168 1931 <0.913 

Leptin 196 50 58241 182 50 13467 <0.538 

Resistin 230 50 58241 230.5 50 16763 <0.669 

 

 

3.8.3 Null hypothesis: The levels of adiponectin/leptin /resistin /TNF-α in pre-eclamptics 

does not differ according to HIV status 

 

There were no statistically significant differences in the levels of TNF-α, adiponectin, leptin 

and resistin in the pre-eclamptic HIV+ve versus the HIV-ve groupings.  In this instance the null 

hypothesis was retained (Table 3.7). 
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Table 3.7: Detailed comparison of adipokine levels between HIV negative and positive study 

groups 

 HIV-ve HIV+ve 

 Median Minimum Maximum Median Minimum Maximum p-values 

TNF-α  

pg/ml 

0 0 392 0 0 346 <0.696 

Adiponectin 

µg/l 

453.6 167 1889 559.5 60 1957 <0.499 

Leptin  

pg/ml 

185 50 13495 196 55 19239 <0.800 

Resistin 

pg/ml 

230.5 50 58241 191 50 16763 <0.671 

 

 

3.8.4 Null hypothesis: The difference in levels of adiponectin/leptin/resistin/TNFα in 

women who develop early onset pre-eclampsia as compared to women who develop late 

onset pre-eclampsia are not altered by the HIV status of the patients. 

 

The study results from use of the Mann-Whitney Test demonstrated that there were no 

statistically significant differences in the levels of adiponectin, leptin, TNF-α and resistin 

within the pregnancy groups with respect to HIV status.  The levels for TNF-α was p < 0.665; 

adiponectin was p < 0.197; leptin was p < 0.493 and resistin was p < 0.653. 
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3.9 FURTHER, COMPARISONS 

3.9.1 CD4 Count 

 

There was no statistically significant findings in the levels of TNF-α, adiponectin, leptin and 

resistin within the HIV+ve pregnant population based on CD4 >350 compared to CD4 <350 

(Table 3.8). 

 

Table 3.8: Detailed comparison of adipokine levels based on CD4 levels.  

 CD4 < 350 CD4 ≥ 350 

 Median Minimum Maximum Median Minimum Maximum p-values 

TNF pg/ml 0 0 346.446 0 0 523.552 0.386 

Adiponectin 

ug/l 

601.51 117 3954 505.1 59.7 1252 0.122 

Leptin pg/ml 277 53 13467 279 50 19239 0.848 

Resistin pg/ml 267 50 19598 285 50 13901 0.837 

 

 

3.9.2 ARVs 

There were no statistically significant differences in the levels of adiponectin /leptin /resistin 

/TNF-α in pregnant HIV+ve women based on receipt of HIV therapy. TNF-α achieved a p 

value of 1 whilst adiponectin (p < 0.735), leptin (p < 0.215) and resistin (p < 0.326) across 

groups. 
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3.9.3 BMI 

There were no statistically significant differences in levels of TNF-α, Leptin, and Resistin when 

compared across subdivisions of BMI in the non-pregnant population (Table 3.4). TNF-α 

achieved a p < 0.933 vs leptin that achieved a p < 0.234 vs resistin that achieved a p < 0.108. 

However adiponectin levels did reach statistical significance amongst the BMI subdivisions in 

the non-pregnant population; p < 0.002. 

 

There were no statistically significant differences in the levels of TNF-α, adiponectin, leptin 

and resistin in the pregnant population across the subdivisions of BMI. TNF-α achieved a p < 

0.466. Adiponectin achieved a p < 0.091 whilst leptin achieved a p < 0.275 and resistin 

achieved a p < 0.214. The study was able to establish adipokine levels according to BMI (Table 

3.9). 
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Table 3.9: Adipokine levels stratified according to BMI 

 BMI 

 <27 27 – 30 30-35 >35 

TNF α pg/ml 0.00±105.066 0.00±134.489 0.00±31.083 0.00±60.639 

Adiponectin 

ug/ml 

593.469±617.586 431.988±572.660 396.307±1254.792 403.714±347.278 

Leptin pg/ml 321.00±3479.098 114.00±3057.903 131.00±3836.619 104.00±4427.365 

Resistin pg/ml 320.00±4868.865 130.50±3795.870 128.00±7392.624 109.00±4356.158 

 

Using the data collected it was possible to depict the relationship between TNFα / Adiponectin 

/ leptin and resistin and their medians with respect to change in Body mass index (Table 3.9). 

 

It was possible to further, stratify the median TNFα / Adiponectin / Leptin and Resistin levels 

with respect to pregnancy status and HIV status. This has not been attempted in the local 

population previously (Table 3.10). 
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Table 3.10: Adipokine levels according to Pregnancy and Non pregnancy state in relation to HIV status 
 

 Non pregnant Pregnant 

 HIV -ve HIV+ve HIV-ve HIV+ve 

TNFα pg/ml 0.00±189.028 0.00±39.403 0.00±58.609 0.00±72.710 

Adiponectin 

ug/ml 

349.272±300.190 517.943±758.705 452.95±1032.234 557.574±511.288 

Leptin pg/ml 90.00±3029.725 74.50±1791.436 153.00±4128.513 321.00±4037.204 

Resistin pg/ml 101.00±3375.880 90.00±1527.309 175.00±6849.363 283.50±4763.811 
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CHAPTER 4 

DISCUSSION 

 

4.1 INTRODUCTION - OBESITY, HIV AND PRE-ECLAMPSIA 

Maternal morbidity and mortality in South Africa is weighed down in a quagmire of old and 

new challenges. Currently, pre-eclampsia and HIV infection remain two of the top five causes 

of maternal mortality in South Africa (NCCEMD, 2007). Following on the heels of the HIV 

infection, South Africa now faces a new pandemic, that of obesity.   

 

 In 2011, the overall HIV prevalence amongst antenatal women was 29.5% (95%CI: 28.7- 30.2) 

(Health, 2011a SANDO). Geographical variations of the epidemic in South Africa reflects a 

provincial distribution, with KwaZulu-Natal having the highest HIV prevalence followed by 

Mpumalanga, Free State and North-West, all with prevalence rates greater than 30.0% (Health, 

2011bSANDO). 

 

Concurrently, it has been estimated that 1.3 billion people are overweight or obese (Obesity 

Task Force, 2005). Not only is obesity affecting high income countries but, it is becoming more 

evident and an increasing problem in low-middle income countries (Puoane et al., 2002, 

Filozof et al., 2001, Rivera et al., 2002).  

 

South Africa has the highest overweight and obesity rate in sub-Saharan Africa: seven out of 10 

women have significantly more body fat than what is considered healthy. Of the 70% of 

overweight South African women, 42% are obese (Ng et al., 2014). In neighboring sub-

Saharan African countries such as Namibia (19.8%), Lesotho (24.1%) and Zimbabwe (33.5%) 
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women are less obese than South Africa. Eritrea only has 4.7% obese women and Ethiopia 

1.8% – respectively, a 10-20 fold lower prevalence of obese women than South Africa (Ng et 

al., 2014).  

 

A progressive increase in the prevalence of obesity in South Africa, particularly among women 

and young girls has been reported in many studies (Labadarios et al., 2005, Senekal et al., 

2003, Walker, 1995) A report published by the South African Medical Research Council 

(MRC) in 2007, cited that “56% of adult women and 29% of adult men were overweight/obese, 

while 17% of children under the age of 9 years were overweight” (Walker, 1995, Stein, 2007). 

They also report that “approximately 60 people die from obesity-related disease every day in 

South Africa”. The primary reason for this high mortality amongst Black women, perhaps 

emanates from a strong belief that increased body weight is considered an indicator of wealth, 

good health and success, whilst being thin is associated with being HIV-infected (Mvo et al., 

1999, Ndlovo and Roos, 1999).  

 

Globally, obesity remains a key risk factor for hypertension and cardiovascular disease (WHO, 

2003). Pregnancy, obesity and overweight all lead to increased insulin resistance. Insulin 

resistance is a physiological process in pregnancy, but obesity and overweight leads to 

pathological changes ie., inflammatory processes and sub-clinical inflammation (Challis et al., 

2009, Wang and Nakayama, 2010, Stupin and Arabin, 2014).  

 

TNF-α, leptin, resistin and adiponectin and many other adipokines are released into the 

maternal circulation with increasing obesity. They altogether contribute to the development of 

obesity specific morbidities such as hypertension, diabetes and cardiovascular disorders (Ronti 



 - 101 - 

et al., 2006, Fischer-Posovszky et al., 2007). Adipose tissue produces TNF-α, which increases 

with an increasing degree of obesity (Hotamisligil, 1993). This elevation of TNF-α contributes 

to insulin resistance. In 1994,  leptin was identified as a secretory product of adipose tissue 

(Zhang et al., 1994a). Leptin up-regulation contributes to inflammation and changes in 

metabolic activity.  In obesity, adipokines and receptors are up-regulated in visceral adipose 

tissue (VAT) (Ronti et al., 2006, Hu et al., 1996, Milan et al., 2002).  

 

Since two-thirds of HIV infected women of reproductive age reside in sub-Saharan Africa,  this 

region is experiencing a major obstetric dilemma, (Coovadia and Coutsoudis, 2000).  Also, in 

view of the fact that KZN province is considered the epicenter of the global HIV pandemic, 

women of reproductive age are vulnerable. This is further, exacerbated by the high frequency 

of pre-eclampsia, the commonest direct cause of maternal deaths in South Africa.  Hence, it is 

imperative that one adequately clarifies the interaction of the two diseases. 

 

Pregnancy in itself reflects a modest maternal inflammatory response, whilst pre-eclampsia is 

identified as an excessive inflammatory response (Redman and Sargent, 2005, Redman et al., 

1999).  Thus, when combined with the immune insufficiency stimulated by HIV infection, it is 

possible that the immune hyper-reactivity is perhaps prevented, thereby inhibiting pre-

eclampsia development.   

 

A lower incidence of pre-eclampsia in HIV positive women has been reported (Boyajian et al., 

2012); (Wimalasundera et al., 2002, Haeri et al., 2009, Mattar et al., 2004). Similarly, 

consistent evidence has been described in South Africa where HIV positive women were found 

to be at a lower risk of developing pre-eclampsia (Kalumba et al., 2013). In the pre-HAART 
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era, pre-eclampsia was an uncommon complication of pregnancy in HIV-infected women, the 

occurrence being even less frequent than in the general population (Stratton et al., 1999). 

Another study has demonstrated that with the routine use of HAART, the incidence of pre-

eclampsia in HIV-infected pregnant women increases to a level similar to that of HIV-

uninfected women (Wimalasundera et al., 2002). Additionally, the incidence of pre-eclampsia 

and fetal deaths increases in the HIV infected pregnant women (Suy et al., 2006). The latter 

study attributes this risk with the exposure to HAART prior to pregnancy and that insulin 

resistance and endothelial inflammation may have been the potential underlying conditions. 

 

In light of the pervasive HIV infection, high pre-eclampsia prevalence and the very high levels 

of obesity in South Africa, this novel study attempts to reconnoiter the relationship amongst 

this deadly troika. Given the role of this trio in immune responses, this study explores the role 

of adipose related proteins (adipokines) in HIV associated pre-eclampsia in KwaZulu-Natal. 

 

4.2 PATIENT DEMOGRAPHICS 

4.2.1 Maternal age  

In this study, the mean age of pregnant participants was 27.3 vs 26.3 vs 26.6 years in the 

normotensive pregnant, EOPE and LOPE cohorts, respectively. These maternal ages appear to 

be largely in keeping with global trends of women delaying their first pregnancy. However, one 

should take into consideration that due to ethical considerations, maternal age of under 18 years 

was an exclusion criteria in the sampling strategy of this study.  

 

The younger participants in the EOPE cohort is supported by classical risk factors such as 

nulliparity (Luo et al., 2007), Black ethnicity  and primipaternity (Zhang et al., 1997, ACOG, 
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2002), all of which are risk factors for pre-eclampsia  development. The age of the 

normotensive pregnant cohort in this study is similar to that of previous studies 

(Aksornphusitaphong and Phupong, 2013). 

 

The distribution of HIV according to age demonstrates that the HIV positive participants 

tended to be older than the HIV negative participants. This attests to the fact that local 

incidence of the HIV disease seems to be stabilizing, as supported by local statistics (Lehola, 

2014). 

 

4.2.2 Blood pressure 

Currently both the International Society for the Study of Hypertension in Pregnancy and the 

Working Group of the National High Blood Pressure Education Program in the United States 

both define pre-eclampsia as either systolic blood pressure ≥140 mm Hg or diastolic blood 

pressure ≥90 mm Hg, with associated proteinuria after 20 weeks’ gestation (Brown et al., 2001, 

2000 and 183(1):S1-S22). As expected there were statistically significant higher systolic and 

diastolic blood pressure readings in this studys’ pre-eclamptic cohort as compared to the 

normotensive non-pregnant and normotensive pregnant population. Furhermore, it was found 

that there were statistically significant differences with respect to HIV status and blood 

pressure across the non-pregnant, pre-eclamptic and normotensive cohorts (p=0.000). 

 

A posturing inspection of BP in this study revealed a trend towards a lower systolic and 

diastolic blood pressure in HIV naive individuals. This trend is in keeping with the 

development of insulin resistance, obesity and hypertension in HIV infection (Gazzaruso et al., 

2003). Furthermore,, it is well documented that the use of HAART induced complications of 
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metabolic syndromes such as impaired glucose tolerance, diabetes, hypertriglyceridemia, and 

reduced levels of high-density lipoprotein (HDL) are risk factors for cardiovascular disease 

development, including blood pressure elevation (Hadigan et al., 2001) (Samaras et al., 2007, 

Wolz et al., 2000); (Carr et al., 1998a, Samaras et al., 2007, Carr et al., 1998c, Carr et al., 

1998b). 

 

4.2.3 Gestational age, birth weights and placental weights 

This study demonstrates significant differences in the gestational age at delivery when 

comparing the normotensive pregnant, EOPE, and LOPE cohorts ie., 38.98 vs 32 vs 36.92 

weeks gestation. Similarly, and as expected there were significant differences in the birth 

weight of the pregnant cohort (p=0.000). Babies in the EOPE cohort were significantly smaller 

than both, the normotensive pregnant or LOPE groups (p=0.000) whilst there was no difference 

in birth weight between the normotensive pregnant and LOPE cohorts. This finding is in 

keeping with other studies, where babies from the EOPE cohort fell into the very low birth 

weight category (Kucukgoz Gulec et al., 2013, Lisonkova and Joseph, 2013). Both type of 

pregnancy (EOPE) and HIV status were risk factors for low birth weight in this study. 

 

A large scale Tanzanian study in 2001 found that socio economic status, vitamin deficiency, 

parasitic infection, HIV positivity and stage of disease as risk factors for lower birth weight. 

When examining the effect of HIV status on baby weight in this study, lower birth weight 

babies in the EOPE HIV positive participants compared to the LOPE HIV 

negative/normotensive pregnant HIV positive and negative cohorts are found, respectively. In 

this study birth weight was lower in the EOPE HIV negative participants when compared to the 

LOPE HIV negative and normotensive pregnant HIV negative/positive participants 
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respectively. The LOPE HIV negative group also had lower birth weight babies than the 

normotensive HIV negative group. LOPE HIV positive participants had lower birth weight 

when compared to the normotensive pregnant HIV positive/negative participants. 

 

Although earlier studies by Minkoff et al., (1990) found no association between HIV infection 

and risk for low birth weight, these were small studies.  Notably they did not consider the stage 

of HIV disease (Minkoff et al., 1990).  Likewise, later studies also did not show a correlation 

(Castetbon et al., 1999). In contrast, studies by Stratton et al., (1999) support the correlation of 

low birth weight with HIV infection (Stratton et al., 1999).  

 

Infant birth weight does not differ among women in the earlier stages of HIV disease, but has 

been shown to decrease significantly in stage III than in stage I infection (Dreyfuss et al., 

2001). This may be attributed to the fact that with increased HIV infection, the immune system 

is further, down regulated eventuating in a deterioration of nutritional reserves. 

 

Similarly, this study reports statistically significant smaller placentas in the EOPE cohort 

compared to the other pregnancy cohorts.  There was however, no difference between the 

normotensive and LOPE pregnant cohorts. This outcome is indicative of the difference in 

pathophysiology between the EOPE and LOPE cohorts. Early onset pre-eclampsia is 

characterized by abnormal placentation and resultant hypoxia.  It is also is consistent with the 

<34 weeks gestational age in the EOPE group. Moreover, poor fetal/neonatal outcomes 

particularly, lower birth weight  has been previously reported in the EOPE group (Lisonkova 

and Joseph, 2013). The shallow placentation with resultant decreased blood flow and ensuing 

lower placental weight in the EOPE group expounds placental inefficiency.  
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Indications for delivery and complications 

In this study, the indications for delivery were in fetal interest, with the commonest 

complication being one case of abruption placentae (3%), nine cases of eclampsia (27%), five 

cases of imminent eclampsia (15%) and twelve cases of severe pre-eclampsia (36%). 

Moreover, there were six cases (18%) of stillbirths. 

 

 In the study by Minire et al., (2013), maternal complications in pre-eclampsia were examined 

precisely and showed that liver damage occurred in 4.9% and 12.3% had renal impairment. 

Detachment of the placenta (abruption) was encountered in 7% of cases and 0.7% of patients 

had an epileptic attack in the study by Minire et al., (Minire et al., 2013). HELLP syndrome 

was present only in 4.2%, pulmonary edema occurred in 5.6% of subjects, DIC was found in 

2.8% of cases and only one patient (0.2%) was registered with encephalopathy (Minire et al., 

2013). 

 

As the researcher was unable to obtain liver and renal function test results in all participants it 

is not possible at this time to speculate on the true incidence of liver and renal dysfunction in 

the local setting. This would have been an interesting area of investigation, as there may be 

contributory disease to these organs with use of various antiretroviral drugs. 

 

4.2.4 HIV status / CD4 / ARV usage 

The estimated overall HIV prevalence rate is approximately 10,2% of the total South African 

population (Lehola, 2014). The total number of people living with HIV is estimated to be 

approximately 5.51 million in 2014. For adults, aged 15–49 years, an estimated 16.8% of the 
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population is HIV positive (Lehola, 2014). As per study design and inclusion criteria, forty five 

percent (45.1%) of the overall study population was HIV infected. It must be noted that the 

study was conducted at a large referral hospital, there is a higher number of HIV positive 

individuals in such a setting. Further, in the Obstetric ward, a younger population tends to be 

the norm and this is a high risk group for the development of sexually transmitted infections. 

This study specifically included participants in the 18-45yr age group, an age group that carries 

the highest incidence of HIV nationwide (Lehola, 2014).  As participants were of a similar age 

throughout the study groups their time of exposure to HIV infection may be similar.  

 

As the national government had instituted policy at the time of the study, that all pregnant 

women with a CD4 count less than 350 cells/mm
3
 be commenced on an ARV triple regimen 

and those with a CD4 >350 receive PMTC this may explain the significant difference in ARV 

usage between the non-pregnant and pregnant populations. 

 

4.3 ANTHROPOMETRIC MEASUREMENTS 

4.3.1 BMI 

In this study, significant differences in the BMI between the non-pregnant and pregnant groups, 

but no significant differences between the pregnant cohorts were noted. BMI was calculated on 

individuals in their third trimester of pregnancy. To date there is no standardised way to 

calculate BMI in pregnancy.  BMI is based on population and ethnicity specific charts, however 

these charts are unavailable as yet for the SA region (to our knowledge).  There have however 

been comparisons made within the North American adolescent population (Lynch et al., 2007) 

and as well as a WHO expert consultation on obesity in Asian populations (WHO Expert 

consultation, 2004) .  
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The WHO Expert Consultation concluded that the proportion of Asian people with a high risk 

of type 2 diabetes and cardiovascular disease was still substantial at BMI's lower than the 

existing WHO cut-off point for overweight (= 25 kg/m
2
) (WHO Expert consultation 2004) . 

However, the cut-off point for observed risk had varied from 22 kg/m
2
 to 25 kg/m

2
 amongst the 

different Asian populations and for the high risk cohorts, it varied from 26 kg/m
2
 to 31 kg/m

2
 

(WHO Expert consultation, 2004). The Consultation, therefore, recommended that the current 

WHO BMI cut-off points should be retained as the international classification.  

 

The cut-off points for BMI of 23, 27.5, 32.5 and 37.5 kg/m
2
 were recommended for use as 

points for public health action. This same consultation recommended that countries should use 

all categories (i.e. 18.5, 23, 25, 27.5, 30, 32.5 kg/m
2
 , and in many populations, 35, 37.5, and 40 

kg/m
2
) for reporting purposes, with a view to facilitating international comparisons (WHO 

Expert consultation, 2004). Study analysis showed that the BMI of the non-pregnant and 

normotensive pregnant women was 28.55 ± 4.24 kg/m
2
 and 28.89 ± 6.80 kg/m

2
, respectively, 

although there was no statistically significant difference. 

 

The relationship between BMI and hypertension in subpopulations of  Ethiopian, Vietnamese 

and Indonesian population has been investigated (Tesfaye et al., 2006).  
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Table 4.1: The International Classification of adult as underweight, overweight and obesity 

according to BMI 

Classification BMI(kg/m
2
) 

 
Principal cut-off points Additional cut-off points 

Underweight <18.50 <18.50 

     Severe thinness <16.00 <16.00 

     Moderate thinness 16.00 - 16.99 16.00 - 16.99 

     Mild thinness 17.00 - 18.49 17.00 - 18.49 

Normal range 18.50 - 24.99 
18.50 - 22.99 

23.00 - 24.99 

Overweight ≥25.00 ≥25.00 

     Pre-obese 25.00 - 29.99 
25.00 - 27.49 

27.50 - 29.99 

     Obese ≥30.00 ≥30.00 

          Obese class I 30.00 - 34.99 
30.00 - 32.49 

32.50 - 34.99 

          Obese class II 35.00 - 39.99 
35.00 - 37.49 

37.50 - 39.99 

          Obese class III ≥40.00 ≥40.00 

Source: Adapted from WHO, 1995, WHO, 2000 and WHO 2004. 

 

 

The comparison between the pregnant cohorts allows for a more uniform comparison, however 

the majority of the participants fell into the overweight, pre-obese and grade 1 obesity category. 

Duckitt and Harrington found that raised BMI is a risk factor for pre-eclampsia development. It 

is only plausible to link the finding of similar BMI amongst the normotensive and pre-

eclamptic cohorts in this study to a high pre-pregnancy weight.  Pre-pregnancy weight was not 
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available for the participants. A consideration of high pre-pregnancy weight is conceivable 

since 70 % of South African women are considered overweight. 

 

4.3.2 Mid upper arm circumference (MUAC) 

In this study, the non-pregnant cohort (31.53 ± 2.63 cm) had a significantly higher mid upper 

arm circumference in comparison to the normotensive pregnant cohort (28.38 ± 4.59 cm). 

However, there was no difference between the pre-eclamptic cohorts. The EOPE group had a 

mid upper arm circumference of 33.38 ± 4.69 cm compared to 28.23 ± 1.43 cm for the LOPE 

group. According to the SPHERE (Statewide Partnership for HIV Education in Recovery 

Environments, 2011) Guidelines, mid upper arm circumference may be used as a screening tool 

for pregnancy weight, e.g., as a criterion for entry into a feeding programme. The guidelines 

recommends a cut-off point for risk with a range from 21 - 23 cm.  

 

Furthermore,, mid upper arm circumference is considered a good indicator of the protein 

reserve of a body, and a thinner arm reflects wasted lean mass, ie., malnutrition (Cogill, 2003). 

The WHO Collaborative Study of 1995 implicates mid upper arm circumference values of <21-

23 cm (OR 1.9; 95%; CI: 1.7-2.1) as having significant risk for low birth weight babies (WHO 

1997, Kelly et al., 1996, WHO 1995). 

 

The findings are in keeping with a South African survey of 2002 which depicts an increasing 

mid upper arm circumference amongst Black South African women (Puoane et al., 2002). 

Obesity is a risk factor for hypertension and cardiovascular development. It is also in keeping 

with the recent report showing high levels of overweight and obesity in adult women (Ng et al., 

2014). 
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When comparing the effect of HIV status on the mid upper arm circumference, it was 

demonstrated that normotensive HIV positive participants had a lower MUAC when compared 

to the non-pregnant HIV negative or the LOPE HIV negative participants. This finding is 

congruent with the Womens’ Inter-Agency study that found the incidence of peripheral and 

central lipo-atrophy amongst HIV-infected women to be double that amongst HIV-uninfected 

women, after adjustment for age and race (Tien et al., 2003). A drawback of the latter study 

was that it did not include pregnant women. Obviously due to pregnancy it was not possible to 

assess central lipo-atrophy in this study. 

 

Supportive evidence for this local study findings has been put forward by Villamor et al., 

(2002). They examined lipodystrophy amongst pregnant participants of a low socio-economic 

class, HIV-positive mothers had an adjusted 34% excess prevalence of wasting, compared with 

HIV- negative women (Villamor et al., 2002). 

 

4.3.3 Triceps skin fold thickness (TST) 

This study demonstrated that the triceps skin fold thickness was significantly lower in the 

normotensive pregnant women (18.14 ± 7.025 mm) compared to both non-pregnant (21.58 ± 

8.812 mm; p < 0.002) and LOPE (22.89 ± 10.638 mm) but was not significantly different from 

the EOPE group (18.94 ± 9.148 mm).  

 

It had long been established that “at nearly all sites, skinfold thicknesses increases up to about 

30 weeks of pregnancy” (Taggart et al., 1967). Increases were shown to be greater at central 

and least at peripheral sites, and were not proportional to the initial skinfold thickness. From 30 
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to 38 weeks of pregnancy, the distribution pattern of skin fold thickness had been found to be 

variable: the mid-thigh skinfold increased whilst at other sites there was little change or a 

decrease was noted. All sites decreased between 38 weeks of pregnancy and the end of the first 

post-partum week. Evidence at that time suggested that this change, was not related to the 

presence or absence of oedema, and occurred about the time of parturition (Taggart et al., 

1967). 

 

A later study by Sidebottom et al. revealed that the subcutaneous body fat stores of healthy 

pregnant women remained stable (p>0.13) during the first 6 weeks after conception, and 

increased from 6 to 35 weeks by 1.5 mm at the triceps, 4.2 mm at the subscapular, and 7.3 mm 

(p<0.01) at the thigh areas (Sidebottom et al., 2001). 

 

In this study, the normotensive pregnant participants delivered at ±38.9 weeks whilst the EOPE 

participants delivered at ± 32 weeks of gestation. Superficially it would seem reasonable to 

assume that since EOPE participants delivered at an earlier gestation this would account for the 

seemingly higher TST levels in this cohort. True significance would only be established if the 

participants TST had been established pre-pregnancy, through the different trimesters of 

pregnancy and into the postpartum period. 

 

When considering the effect of HIV status on the triceps skinfold thickness, the normotensive 

HIV positive participants had a significantly lower TST when compared to the LOPE HIV 

negative cohort. The study results are congruent with peripheral muscle wasting observed in 

HIV positive patients (Dannhauser et al., 1999). This is an area requiring supplementary 

research. 
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4.4 ADIPOKINE LEVELS 

4.4.1 Adiponectin 

In this study,  a mean adiponectin level during the third trimester (all bloods were obtained just 

prior to delivery) of pregnancy was found to be 897.93 µg/ml vs 17.19 µg/ml vs 23.16 µg/ml vs 

24.61 µg/ml in the non-pregnant, normotensive pregnant, EOPE and LOPE cohorts, was found 

respectively. 

 

Ukkola et al., (2002) demonstrated an inverse relationship between adiponectin levels and the 

degree of adiposity present. It would seem logical to assume that adiponectin levels would be 

lower in a pregnant state due to increased levels of adipose tissue – as is the trend in this local 

study. However, Nien et al., (2007b) found that there was no significant difference in 

adiponectin levels in the non-pregnant and pregnant state. 

 

An Egyptian study in 2011 found that “serum adiponectin levels in pre-eclamptic women were 

significantly higher than in normal pregnant women and the increase was more marked in cases 

of severe pre-eclampsia”(Abd-Alaleem et al., 2011). Nien et al., (2007a) in a study on severe 

pre-eclampsia had similar findings. This study showed a trend of higher adiponectin levels in 

the preeclamptic cohort as a whole as compared to the normotensive cohort but this failed to 

reach statistical significance (p= 0.292).  

 

It could of course be that this is actually a true reflection that there is no significant increase in 

adiponectin levels in preeclapsia (O'Sullivan et al., 2006, Odden et al., 2006, Dalamaga et al., 

2011). This is possible as the study reflects a high risk population of the same ethinicity at a 

single time frame in pregnancy. Although insulin resistance is thought to play a pivotal role in 
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the development of pre-eclampsia, the rise may be mitigated by the trimester at which testing 

was performed. 

 

4.4.2 Leptin 

The reference range of leptin is 3600 – 72400 pg/mL in adult females (Biorad diabetic assay). 

In this study it was found that non-pregnant participants had a mean leptin concentrations of 

4887.25 compared to 2732.27 pg/ml in the normotensive pregnant groups. Participants with 

EOPE had a mean leptin concentration of 955.75 compared to 310.23 pg/ml in the LOPE 

groups (p=0.000). These were statistically significant findings. 

 

The findings in the current study of higher leptin levels in the EOPE cohort as compared to the 

LOPE cohort seems in keeping with many other studies, however the overall finding of lower 

levels of leptin in the pre-eclamptics as a group compared to the normotensive cohort requires 

further, investigation ((Anato et al., 2000, Martinez-Abundis et al., 2000, El Shahat et al., 

2013). It may be possible that the rise in leptin was ameliorated by the use of anti-

hypertensives. The relative difference in leptin levels within the pre-eclamptic cohort may point 

to leptin being a marker for the degree of severity of the pre-eclampsia. Thus far debate 

remains ongoing regarding the role of leptin in pre-eclampsia. 

 

4.4.3 TNF-α 

TNF-α has a reference range of 42 – 203 pg/ml (Biorad Diabetes Assay kit). The current study 

showed non-pregnant participants had no measurable TNF-α levels. This may be attributed to 

the rapid breakdown of TNF-α once drawn from the participants. Normotensive participants 
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had a mean TNF-α concentration of 608.521 pg/ml. Participants with EOPE had a mean TNF-α 

concentration of 661.03 compared to 616.439 pg/ml in the LOPE group (p=0.000).  

 

Walsh et al., (2013) have shown that insulin resistance, even at levels below those diagnostic of 

gestational diabetes, is associated with maternal and fetal inflammatory response. Hence an 

elevated TNFα level is expected as compared to a healthy non pregnant population. Further, 

Vitoratos et al., (2010) found that the levels of TNF-α were significantly elevated in 

preeclamptic as compared to normotensive pregnant participants. Similar findings in were 

shown in this study and this was found to be statistically significant (p=0.000). 

 

4.4.4 Resistin 

The reference range of resistin is 6390 – 26400 pg/ml (Biorad Diabetic assay). This local study 

found that non-pregnant participants had a mean resistin concentration of 7497.13 pg/ml 

compared to 3536.50 in the normotensive pregnant groups. The mean resistin concentration 

was 1017.63 pg/ml in the EOPE group compared to 286.92 pg/ml in the LOPE group 

respectively.   

 

4.5 ADIPONECTIN, LEPTIN, RESISTIN AND TNF-α DIFFERENCES IN NON 

PREGNANT VERSUS PREGNANT POPULATIONS  

 

The information garnered from this local study enables us to establish a novel range of 

adipokine levels according to BMI for non-pregnant and pregnant Black South African women.  

This information is further, stratified according to type of pregnancy into normotensive 

pregnant, EOPE and LOPE pregnancies.  Moreover full stratification according to HIV status is 

for the first time recorded for Black South Africans. 
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In this local study, significantly lower levels of adiponectin, leptin and resistin in the pregnant 

cohort as compared to the non-pregnant cohort were found. TNF-α was only detected in the 

pregnant cohort. It is well recognised that pregnancy is a unique physiological state 

characterised by a temporary reversible insulin resistance and a modest level of immune 

elevation (Catalano et al., 1991, Buchanan et al., 1990, Ryan et al., 1985). Despite this, there is 

a dearth of literature regarding the adiponectin, leptin, resistin and TNF-α levels in healthy 

pregnant women.  Correlation of these levels with HIV infection and regarding variation 

according to the trimester of pregnancy is lacking. 

 

4.5.1 Adiponectin 

To our knowledge there has been thus far, only one prior study that attempts to establish the 

change in adiponectin level according to the trimester of pregnancy (Mazaki-Tovi et al., 2007). 

Limitations of this study was its small sample size (n = 80).  Although BMI was standardised in 

their study, they did not have a homogenous sample according to ethnicity.  In this local study 

standardisation for BMI was considered.  Moreover, this study was expedient in the fact that 

patients were all standardized according to ethnicity, sub-analysed according to BMI and all 

samples taken from the third trimester of pregnancy – one of the first such studies to be 

performed within South Africa as well as globally. This enables an establishment of a reference 

range for adipokines according to pregnancy type as well as HIV status in Black South African 

women in the third trimester pregnancy. 

 

In pregnancy the adiponectin levels range between 2.7 – 25 µg/ml compared to 3.5 – 22.4 

µg/ml in the non-pregnant (Nien et al., 2007). There was no difference demonstrated in the 
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adiponectin concentrations of non-pregnant and overweight pregnant females at any gestational 

age (Nien et al., 2007). However there was significantly lower adiponectin concentrations in 

overweight pregnant women compared to their normal weight counterparts. There was a trend 

of adiponectin decrease with advancing gestational age (Nien et al., 2007). 

 

The problem with the latter study however, was that the samples were randomly drawn from 

the NIH sample bank hence there was a heterogenous sample population.  Influence of race as 

well as sub-categorization for complicated pregnancies on adiponectin levels are serious 

drawbacks to the study.  

 

In contrast to the above study, the current study demonstrates a decrease in adiponectin levels 

between all pregnant cohorts. This may indicate that the relative insulin resistance of pregnancy 

has not been overcome. Raised serum adiponectin concentrations are associated with increased 

insulin sensitivity and glucose tolerance (Goldfine and Kahn, 2003). Supporting this concept is 

the fact that hypo-adiponectinaemia in pregnancy is a negative predictor of insulin resistance, 

beta cell dysfunction and increased risk of diabetes mellitus (Retnakaran et al., 2010). As 

explained above, other studies have demonstrated the negative correlation between adiponectin 

levels and insulin resistance.  

 

Another possible explanation for the difference in this study findings from other studies may be 

due to ethnic variation – the majority of the above mentioned studies were conducted on 

Caucasian participants. A study by Retnakaran et al., (2010) on South Asian women in 

pregnancy showed women of South Asian descent exhibited significantly reduced plasma 



 - 118 - 

concentrations of adiponectin in pregnancy compared with their Caucasian and Asian 

counterparts, thus suggesting a greater risk for diabetes. 

 

4.5.2 Leptin  

Leptin is a satiety hormone hence it inhibits hunger and is secreted in proportion to adipose 

mass. In fact, the most important variable that determines circulating leptin concentrations in 

the body is fat mass (Speakman et al., 2002). Many studies have indicated that maternal 

peripheral leptin levels are enhanced during pregnancy (Helland et al., 1998, Jaquet et al., 

1998, Hardie et al., 1997, Highman et al., 1998, Butte et al., 1997, Schubring et al., 1997, 

Schubring et al., 1998, Sivan et al., 1998). 

 

A decline of leptin level after the second trimester and closer to parturition has been 

demonstrated (Henson and Castracane, 2006). These findings are consistent with a point out of 

time sampling in third trimester of pregnancy. 

 

Castellano et al., (2013) found an increase in leptin in the non-overweight (BMI ≤ 25kg/m
2
) as 

compared to the overweight pregnant participants (Castellano Filho et al., 2013).  Whilst most 

of this studys’ pregnant participants fell into the overweight/obese category the implication of 

low serum leptin in pregnant participants, could be attributed to maternal hunger in an attempt 

to meet the increased nutritional demands of pregnancy in the presence of a low adipose mass. 

The relatively high leptin levels in the non-regnant cohorts would be indicative of insulin 

sensitivity. The lack of difference in leptin concentration within the pregnant cohorts may be 

due to the obesity of this cohort.    
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4.5.3 TNF-α 

A 45% increase in TNF-α levels in late pregnancy has been reported (Kirwan et al., 2002). 

Further, other studies have shown that TNF-α is a predictor of insulin resistance in pregnancy 

(Clapp and Kiess, 2000, Beckmann et al., 1997). This is similar to and consistent with the low 

adiponectin levels demonstrated in this study, effectively showing that insulin resistance of 

pregnancy had not been overcome.  

 

4.5.4 Resistin 

Enlarged adipocytes release several products that can modify the body’s sensitivity to insulin. 

Free fatty acids and TNF-α cause insulin resistance, and leptin, which regulates energy balance, 

probably causes insulin sensitivity. Yet there is a paucity of information on the potential 

function of resistin or its homologs in pregnancy (Flier, 2001a).   

 

Further, in animal models, lower resistin mRNA in adipose tissue in different models of mouse 

obesity, such as diet-induced obesity, and in rat models characterized by hyperinsulinemia, 

hyperglycemia, hypertriglyceridemia, and hypertension have been demonstrated (Moore et al., 

2001a, Lay et al., 2001). This further, substantiates current study findings of a failure to 

overcome insulin resistance in the pregnant cohort. 

 

The levels of TNF-α, Leptin and Resistin were statistically significant different within the 

normotensive versus pre-eclamptic groups. Only Adiponectin failed to show statistically 

significant differences within the pregnancy subgroups 
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Both leptin and resistin were statistically lower and TNF-α higher in the preeclamptic cohort 

when compared to the normotensive cohort. During pregnancy, leptin is produced by both 

maternal and fetal adipose tissues, as well as by the placental trophoblast. Leptin induces 

human chorionic gonadotrophin production in trophoblast cells, regulates placental growth, 

enhances mitogenesis and stimulates amino acid uptake (Hauguel-de Mouzon et al., 2006). 

Most studies have found higher levels of leptin in pre-eclampsia (Hendler et al., 2005a). 

 

Placental leptin mRNA production is upregulated by tumour necrosis factor (TNF) -α and 

interleukin (IL)-6 (Nuamah et al., 2004).  It is thought that TNF-α is raised in pre-eclampsia in 

order to stimulate leptin production and increase nutrient supply to an underperfused placenta 

(Moore et al., 2003). 

 

It would be expected that leptin levels in this preeclamptic cohort ought to be increased as well. 

The above studies however did not consider the confounding factor of HIV – a study by Azzoni 

et al (2010) showed a negative correlation between leptin and viral load in HIV positive 

individuals (Azzoni et al., 2010). As this study did not account for viral loads, this may account 

for the seemingly unique findings of lowered leptin levels amongst the pre-eclamptic cohort in 

this study. 

 

The combination of a high viral load, together with the chronic inflammatory state induced by 

TNF may together account for patients with pre-eclampsia with low leptin levels. Studies on 

resistin levels in pre-eclampsia are few and conflicting – Hendler et al (2005) found no 

correlation between resistin and pre-eclampsia (Hendler et al., 2005a), whilst Cortelazzi et al 

(2007)  hypothesized that lower levels of resistin in PE might be related to a reduction in 
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placental production of the adipokines because of the smaller size of the placenta (Cortelazzi et 

al., 2007).  

 

However, statistically significant difference in placental weight between this studys’ EOPE and 

other pregnant cohorts were found. Deductive reasoning would suggest that there should also 

have a difference in resistin levels in the EOPE versus other pregnancy cohorts. Other reasons 

for low resistin levels in pregnancy would be the onset of gestational diabetes. Studies 

evaluating the links between insulin resistance, obesity and diabetes have reported low levels of 

resistin (Heilbronn et al., 2004, Savage et al., 2001, Way et al., 2001a). 

 

However the presence of diabetes was an exclusion criterion in this study. The answer may lie 

in the raised TNF-α levels – Fasshauer et al., (2001) found that TNF-α was a negative regulator 

of resistin and a 70-90% decrease in resistin mRNA and protein secretion was noted after TNF-

α administration (Fasshauer et al., 2001). 

 

The levels of adiponectin / leptin / resistin / TNF-α does not differ in women who develop early 

onset pre-eclampsia as compared to women who develop late onset pre-eclampsia. There was 

no statistically significant difference depicted in the levels of adiponectin/leptin/tnf or resistin 

between the EOPE vs LOPE cohorts. This may indicate that there is a similar disease process 

occurring, but more likely the impact of HIV has a confounding effect. Further, since only one 

time point in pregnancy was assessed firm conclusions cannot be drawn. 
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4.6 ADIPONECTIN, LEPTIN, RESISTIN AND TNF-α LEVELS IN NON PREGNANT 

HIV PATIENTS VS PREGNANT HIV PATIENTS ACCORDING TO CD4 COUNTS 

This study generated the following findings: 

 non pregnant HIV negative participants had lower adiponectin levels than the 

normotensive HIV positive / and non-pregnant HIV positive participants respectively 

 The non-pregnant HIV positive participants had lower leptin levels than the 

normotensive HIV positive participants 

 The non-pregnant HIV positive participants had lower resistin levels than the 

normotensive HIV positive participants. 

 The mean maternal age is lower in normotensive HIV negative participants than that of 

non-pregnant HIV negative and non-pregnant HIV positive participants. 

 

The levels of adiponectin in HIV-positive ARV naive patients were  lower  compared to the  

healthy subjects (Li et al., 2011). In ARV treated patients, the levels of adiponectin is lower 

than in HIV- negative patients. Both protease inhibitors (PIs) and nucleoside reverse 

transcriptase inhibitors (NRTIs) alter adipokine secretion from human subcutaneous adipocytes 

(Lagathu et al., 2007). Further,, an interesting study by Sankale et al., (2006) showed that 

human subcutaneous adipocytes exposed to HIV-1 dramatically increased the secretion of 

adiponectin (Sankale et al., 2006). 

 

In this study, a statistically significant difference in the levels of adiponectin/leptin/resistin and  

TNF-α in HIV positive patients within the non-pregnant versus pregnant population matched 

for CD4 count, was found. Within the pre-eclamptic cohort there was no statistically significant 

difference in EOPE versus LOPE when matched to CD4 count. In a similar vein the study by 
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Arama et al., (2012) also showed no difference in adipokine, leptin or resistin levels when 

comparing healthy treatment naive HIV positive patients compared to treated HIV positive 

patients (Arama et al., 2012). However, the latter study reported significantly higher levels of 

TNF-α in participants with persistent viral load. It is not possible to comment on this aspect as 

viral load assessment was not assessed in this local study as it is not a standard of care practice. 

Research with a larger number of patients and prospective study designs may be required to 

draw statistically significant and relevant conclusions regarding the association between 

adipokines and HIV replication.   

 

 

The difference in levels of adiponectin/ leptin / resistin / TNFα in women who develop early 

onset pre-eclampsia as compared to women who develop late onset pre-eclampsia are not 

altered by the HIV status of the patients 

 

This study did not show any statistical significance in the levels of adiponectin/leptin/TNF-α/or 

resistin among the pregnant cohorts irrespective of CD4 counts and ARV usage. The 

lipodystrophy syndrome of HIV patients has been well documented in the literature. It is 

characterised by fat redistribution (lipodystrophy or lipoatrophy), fat loss from the face, 

buttocks and extremities (lipoatrophy), and mixed fat disturbances (lipodystrophy and 

lipoatrophy (Carr et al., 1998a, Carr et al., 1998c, Saint-Marc et al., 1999, Behrens et al., 2000, 

Hakeem et al., 2008). As mentioned earlier, there was no statistically significant differences in 

mid upper arm circumference or triceps skinfold thickness between the EOPE and LOPE 

cohorts. This may account for the similar levels of adiponectin/leptin/resistin and TNF-α in 

both cohorts. 
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4.7 ADIPONECTIN, LEPTIN, RESISTIN AND TNF-α LEVELS ACCORDING TO BMI 

There were no statistically significant differences in levels of TNF-α, Leptin, and Resistin when 

compared across subdivisions of BMI in the non-pregnant population. Adiponectin did show 

statistically significant differences across BMI subdivisions in the non-pregnant population. 

Further, there were statistically significant differences in BMI between the non- pregnant and 

pregnant cohorts. 

 

There was no statistically significant differences in the levels of TNF-α, Adiponectin, Leptin 

and Resistin in the pregnant population across the subdivisions of BMI. Adiponectin levels 

have been shown to be paradoxically lower in obese patients when compared to non obese 

patients (Arita et al., 1999; Hu et al., 1996). Further,, it has been shown that weight reduction 

in obese individuals is accompanied by an increase in plasma adiponectin concentrations 

(Esposito et al., 2003). This a difficult area of interpretation as there are no standardised BMI 

charts for pregnancy globally. 

 

4.8 LIMITATIONS OF THE STUDY 

Blood samples were only drawn for adipokine assessment at one time point in the study ie., in 

the third trimester. Preferably patients should be recruited in the pre-pregnancy state and 

followed up through all three trimesters. However, in the current setting, patients only present 

to a referral hospital late in pregnancy. An assessment of viral load in the pre-pregnancy and 

through each trimester would have strengthened the study. This however, this was not possible 

as it is not standard of care practice in South Africa.  These are limitations imposed by the 

Department of Health.  It must be acknowledged that the findings of this study are correlative 
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as there are mechanistic experiments included in this thesis to outline the role of the tested 

factors in pre-eclampsia with or without HIV. 

 

4.9 STRENGTHS OF THE STUDY 

The strengths of this study include its strict inclusion and exclusion criteria thus ensuring as 

homogenous a population as possible. The study is innovative because adipokine levels are 

compared across non-pregnant, normotensive-pregnant and pre-eclamptic women associated 

with HIV infection. It is also novel in that it correlates adipokine levels with HIV status. This 

pioneering study establishes a baseline for adipokines across the non-pregnant, normotensive-

pregnant and pre-eclamptic women associated with and without HIV infection in Black South 

African women. 

 

4.10 CLINICAL IMPLICATIONS OF THE STUDY 

To our knowledge it is the first such study to address the three aspects of obesity, HIV and pre-

eclampsia and their inter-relationship. It is a relatively large study and establishes the marked 

difference in adiponectin/leptin/resistin and TNF-α levels between normotensive pregnancy and 

pre-eclampsia. It is plausible to implicate the deficient placentation with adipokine 

dysregulation as the pathological process of EOPE development compared to that of LOPE. 

 

4.11 FUTURE RESEARCH 

Future research should assess adipokines from pre-pregnancy across all 3 trimesters of 

pregnancy. In addition to the maternal serum levels, cord blood should also be assessed for 

these adipokines. Viral load, and ARV usage should be specifically included irrespective if it is 
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not a standard of care practice. Moreover, placental tissue and umbilical cord should be 

assessed by immunohistochemistry for the paracrine secretion of these adipokines. 

 

4.12 CONCLUSION 

This study was expedient in the fact that patients were all standardized according to ethnicity, 

sub-analysed according to BMI and all samples taken from the third trimester of pregnancy – 

one of the first such studies to be performed within South Africa as well as globally.  The study 

reports significant differences in the BMI of the non-pregnant and pregnant groups, but no 

significant differences within the pregnant cohorts. In conclusion this study establishes an 

adipokine baseline for future reference with regards to South African Black pregnant and non-

pregnant women.  Albeit at term, this study shows a statistically significant difference in the 

levels of adiponectin/leptin/resistin and TNF-α in HIV positive patients within the non-

pregnant versus pregnant population. Within the pre-eclamptic cohort there was no statistically 

significant difference in EOPE versus LOPE. The ubiquitous HIV infection, high pre-eclampsia 

and obesity prevalence in South Africa, warrants this novel study that reconnoiters the 

relationship amongst this deadly troika. 

 

 

 

 

 

 

 

 



 - 127 - 

CHAPTER 5 

References 

ACOG practice bulletin. Diagnosis and management of preeclampsia and eclampsia. Number 33, 
January 2002. American College of Obstetricians and Gynecologists, Int J Gynaecol Obstet. 
2002 Apr;77(1):67-75. 

1995. Maternal anthropometry and pregnancy outcomes. A WHO Collaborative Study. Bull World 
Health Organ, 73 Suppl, 1-98. 

1997. A WHO collaborative study of maternal anthropometry and pregnancy outcomes. Int J Gynaecol 
Obstet, 57, 1-15. 

2004. Appropriate body-mass index for Asian populations and its implications for policy and 
intervention strategies. Lancet, 363, 157-63. 

2012. Saving Mothers 2008 - 2010:Fifth report on the confidential enquiries into maternal deaths in 
South Africa. South Africa: Department of Health (South Africa). 

2000, R. O. T. N. H. B. P. E. P. W. G. O. H. B. P. I. P. A. J. O. G. J. & 183(1):S1-S22. 
ABD-ALALEEM, D. I., ATTIAA, K. I., KHALEFA, A. A. & AHMAD, R. A. 2011. Adiponectin levels in serum of 

women with preeclampsia. East Mediterr Health J, 17, 575-81. 
ACOG 2002. ACOG Practice Bulletin. Diagnosis and management of pre-eclampsia and eclampsia. 

america: obstetrics and gynaecology. 
ADDY, C. L., GAVRILA, A., TSIODRAS, S., BRODOVICZ, K., KARCHMER, A. W. & MANTZOROS, C. S. 2003. 

Hypoadiponectinemia Is Associated with Insulin Resistance, Hypertriglyceridemia, and Fat 
Redistribution in Human Immunodeficiency Virus-Infected Patients Treated with Highly Active 
Antiretroviral Therapy. Journal of Clinical Endocrinology & Metabolism, 88, 627-636. 

AKSORNPHUSITAPHONG, A. & PHUPONG, V. 2013. Risk factors of early and late onset pre-eclampsia. J 
Obstet Gynaecol Res, 39, 627-31. 

ANATO, V., GARMENDIA, J. V., BIANCO, N. E. & DE SANCTIS, J. B. 2000. Serum leptin levels in different 
types of hypertension during pregnancy. Res Commun Mol Pathol Pharmacol, 108, 147-53. 

ANDRADE, R. 2014. Leptin. Molecular model of the hormone leptin and adpose (fat) cells. 
ANDRUS, S. S. & WOLFSON, A. B. 2010. Postpartum preeclampsia occurring after resolution of 

antepartum preeclampsia. J Emerg Med, 38, 168-70. 
ARAMA, V., TILISCAN, C., ION, D. A., MIHAILESCU, R., MUNTEANU, D., STREINU-CERCEL, A., TUDOR, A. 

M., HRISTEA, A., LEOVEANU, V., OLARU, I. & ARAMA, S. S. 2012. Serum adipokines and HIV 
viral replication in patients undergoing antiretroviral therapy. Germs, 2, 12-7. 

ARITA, Y., KIHARA, S., OUCHI, N., TAKAHASHI, M., MAEDA, K., MIYAGAWA, J., HOTTA, K., SHIMOMURA, 
I., NAKAMURA, T., MIYAOKA, K., KURIYAMA, H., NISHIDA, M., YAMASHITA, S., OKUBO, K., 
MATSUBARA, K., MURAGUCHI, M., OHMOTO, Y., FUNAHASHI, T. & MATSUZAWA, Y. 1999. 
Paradoxical decrease of an adipose-specific protein, adiponectin, in obesity. Biochem Biophys 
Res Commun, 257, 79-83. 

ARUNA, B., GHOSH, S., SINGH, A. K., MANDE, S. C., SRINIVAS, V., CHAUHAN, R. & EHTESHAM, N. Z. 
2003. Human Recombinant Resistin Protein Displays a Tendency To Aggregate by Forming 
Intermolecular Disulfide Linkages†. Biochemistry, 42, 10554-10559. 

AZZONI, L., CROWTHER, N. J., FIRNHABER, C., FOULKES, A. S., YIN, X., GLENCROSS, D., GROSS, R., 
KAPLAN, M. D., PAPASAVVAS, E., SCHULZE, D., STEVENS, W., VAN DER MERWE, T., WAISBERG, 
R., SANNE, I. & MONTANER, L. J. 2010. Association between HIV replication and serum leptin 
levels: an observational study of a cohort of HIV-1-infected South African women. J Int AIDS 
Soc, 13, 33. 



 - 128 - 

BAWEJA, S., KENT, A., MASTERSON, R., ROBERTS, S. & MCMAHON, L. P. 2011. Prediction of pre-
eclampsia in early pregnancy by estimating the spot urinary albumin: creatinine ratio using 
high-performance liquid chromatography. Bjog, 118, 1126-32. 

BECKMANN, I., VISSER, W., STRUIJK, P. C., VAN DOOREN, M., GLAVIMANS, J. & WALLENBURG, H. C. 
1997. Circulating bioactive tumor necrosis factor-alpha, tumor necrosis factor-alpha receptors, 
fibronectin, and tumor necrosis factor-alpha inducible cell adhesion molecule VCAM-1 in 
uncomplicated pregnancy. Am J Obstet Gynecol, 177, 1247-52. 

BEHRENS, G. M., STOLL, M. & SCHMIDT, R. E. 2000. Lipodystrophy syndrome in HIV infection: what is 
it, what causes it and how can it be managed? Drug Saf, 23, 57-76. 

BIORAD 2014. Bioplex Pro diabetes Assays instruction manual. U.S. 
BLACK, R. A., RAUCH, C. T., KOZLOSKY, C. J., PESCHON, J. J., SLACK, J. L., WOLFSON, M. F., CASTNER, B. 

J., STOCKING, K. L., REDDY, P., SRINIVASAN, S., NELSON, N., BOIANI, N., SCHOOLEY, K. A., 
GERHART, M., DAVIS, R., FITZNER, J. N., JOHNSON, R. S., PAXTON, R. J., MARCH, C. J. & 
CERRETTI, D. P. 1997. A metalloproteinase disintegrin that releases tumour-necrosis factor-
[alpha] from cells. Nature, 385, 729-733. 

BODNER, J., EBENBICHLER, C. F., WOLF, H. J., MÜLLER-HOLZNER, E., STANZL, U., GANDER, R., HUTER, O. 
& PATSCH, J. R. 1999. Leptin Receptor in Human Term Placenta: in Situ Hybridization and 
Immunohistochemical Localization. Placenta, 20, 677-682. 

BOYAJIAN, T., SHAH, P. S. & MURPHY, K. E. 2012. Risk of preeclampsia in HIV-positive pregnant women 
receiving HAART: a matched cohort study. J Obstet Gynaecol Can, 34, 136-41. 

BROWN, M. A., LINDHEIMER, M. D., DE SWIET, M., VAN ASSCHE, A. & MOUTQUIN, J. M. 2001. The 
classification and diagnosis of the hypertensive disorders of pregnancy: statement from the 
International Society for the Study of Hypertension in Pregnancy (ISSHP). Hypertens 
Pregnancy. United States. 

BUCHANAN, T. A., METZGER, B. E., FREINKEL, N. & BERGMAN, R. N. 1990. Insulin sensitivity and B-cell 
responsiveness to glucose during late pregnancy in lean and moderately obese women with 
normal glucose tolerance or mild gestational diabetes. Am J Obstet Gynecol, 162, 1008-14. 

BUHIMSCHI, I., FUNAI, E., ZHAO, G., DULAY, A., LEE, S., HAN, C., WERNER, E., THUNG, S. & BUHIMSCHI, 
C. 2009. 20: Assessment of global protein misfolding load by urine “Congo Red Dot” test for 
diagnosis and prediction of outcome in women with preeclampsia (PE). American Journal of 
Obstetrics and Gynecology, 201, S12-S13. 

BURGUERA, B., COUCE, M. E., LONG, J., LAMSAM, J., LAAKSO, K., JENSEN, M. D., PARISI, J. E. & LLOYD, 
R. V. 2000. The long form of the leptin receptor (OB-Rb) is widely expressed in the human 
brain. Neuroendocrinology, 71, 187-95. 

BUTTE, N. F., HOPKINSON, J. M. & NICOLSON, M. A. 1997. Leptin in human reproduction: serum leptin 
levels in pregnant and lactating women. J Clin Endocrinol Metab, 82, 585-9. 

CAMINOS, J. E., NOGUEIRAS, R., GALLEGO, R., BRAVO, S., TOVAR, S., GARCÍA-CABALLERO, T., 
CASANUEVA, F. F. & DIÉGUEZ, C. 2005. Expression and Regulation of Adiponectin and Receptor 
in Human and Rat Placenta. Journal of Clinical Endocrinology & Metabolism, 90, 4276-4286. 

CAMPFIELD, L. A., SMITH, F. J. & BURN, P. 1996. The OB protein (leptin) pathway--a link between 
adipose tissue mass and central neural networks. Horm Metab Res, 28, 619-32. 

CANIGGIA, I., GRISARU-GRAVNOSKY, S., KULISZEWSKY, M., POST, M. & LYE, S. J. 1999. Inhibition of 
TGF-beta 3 restores the invasive capability of extravillous trophoblasts in preeclamptic 
pregnancies. J Clin Invest, 103, 1641-50. 

CARR, A., SAMARAS, K., BURTON, S., LAW, M., FREUND, J., CHISHOLM, D. J. & COOPER, D. A. 1998a. A 
syndrome of peripheral lipodystrophy, hyperlipidaemia and insulin resistance in patients 
receiving HIV protease inhibitors. AIDS, 12, F51-8. 

CARR, A., SAMARAS, K., CHISHOLM, D. J. & COOPER, D. A. 1998b. Abnormal fat distribution and use of 
protease inhibitors. Lancet. England. 



 - 129 - 

CARR, A., SAMARAS, K., CHISHOLM, D. J. & COOPER, D. A. 1998c. Pathogenesis of HIV-1-protease 
inhibitor-associated peripheral lipodystrophy, hyperlipidaemia, and insulin resistance. Lancet, 
351, 1881-3. 

CARR, A., WORKMAN, C., CAREY, D., ROGERS, G., MARTIN, A., BAKER, D., WAND, H., LAW, M., 
SAMARAS, K., EMERY, S. & COOPER, D. A. 2004. No effect of rosiglitazone for treatment of HIV-
1 lipoatrophy: randomised, double-blind, placebo-controlled trial. Lancet, 363, 429-38. 

CASTELLANO FILHO, D. S., DO AMARAL CORREA, J. O., DOS SANTOS RAMOS, P., DE OLIVEIRA 
MONTESSI, M., AARESTRUP, B. J. & AARESTRUP, F. M. 2013. Body weight gain and serum leptin 
levels of non-overweight and overweight/obese pregnant women. Med Sci Monit, 19, 1043-9. 

CASTETBON, K., LADNER, J., LEROY, V., CHAULIAC, M., KARITA, E., DE CLERCQ, A., VAN DE PERRE, P. & 
DABIS, F. 1999. Low birthweight in infants born to African HIV-infected women: relationship 
with maternal body weight during pregnancy: Pregnancy and HIV Study Group (EGE). J Trop 
Pediatr, 45, 152-7. 

CATALANO, P. M., TYZBIR, E. D., ROMAN, N. M., AMINI, S. B. & SIMS, E. A. 1991. Longitudinal changes 
in insulin release and insulin resistance in nonobese pregnant women. Am J Obstet Gynecol, 
165, 1667-72. 

CHALLIS, J. R., LOCKWOOD, C. J., MYATT, L., NORMAN, J. E., STRAUSS, J. F., 3RD & PETRAGLIA, F. 2009. 
Inflammation and pregnancy. Reprod Sci, 16, 206-15. 

CHAPARRO, J., REEDS, D. N., WEN, W., XUEPING, E., KLEIN, S., SEMENKOVICH, C. F., BAE, K. T., QUIRK, 
E. K., POWDERLY, W. G., YARASHESKI, K. E. & LI, E. 2005. Alterations in thigh subcutaneous 
adipose tissue gene expression in protease inhibitor-based highly active antiretroviral therapy. 
Metabolism: clinical and experimental, 54, 561-567. 

CHAPPELL, L. C., ENYE, S., SEED, P., BRILEY, A. L., POSTON, L. & SHENNAN, A. H. 2008. Adverse Perinatal 
Outcomes and Risk Factors for Preeclampsia in Women With Chronic Hypertension. 
Hypertension, 51, 1002-1009. 

CHARNOCK-JONES, D. S. & BURTON, G. J. 2000. Placental vascular morphogenesis. Baillieres Best Pract 
Res Clin Obstet Gynaecol, 14, 953-68. 

CHEN, D., DONG, M., FANG, Q., HE, J., WANG, Z. & YANG, X. 2005. Alterations of serum resistin in 
normal pregnancy and pre-eclampsia. Clinical science, 108, 81-84. 

CHEN, J., TAN, B., KARTERIS, E., ZERVOU, S., DIGBY, J., HILLHOUSE, E., VATISH, M. & RANDEVA, H. 2006. 
Secretion of adiponectin by human placenta: differential modulation of adiponectin and its 
receptors by cytokines. Diabetologia, 49, 1292-1302. 

CHUNG, W. K., POWER-KEHOE, L., CHUA, M. & LEIBEL, R. L. 1996. Mapping of the OB receptor to 1p in 
a region of nonconserved gene order from mouse and rat to human. Genome Res, 6, 431-8. 

CLAPP, J. F., 3RD & KIESS, W. 2000. Effects of pregnancy and exercise on concentrations of the 
metabolic markers tumor necrosis factor alpha and leptin. Am J Obstet Gynecol, 182, 300-6. 

COGILL, B. 2003. Anthropometric indicators measurement guide. Indicators guide. Revised Edition. 
Food and nutrition technical assistance project. 

CONDE-AGUDELO, A., ALTHABE, F., BELIZÁN, J. M. & KAFURY-GOETA, A. C. 1999. Cigarette smoking 
during pregnancy and risk of preeclampsia: A systematic review. American Journal of 
Obstetrics and Gynecology, 181, 1026-1035. 

CONSIDINE, R. V., CONSIDINE, E. L., WILLIAMS, C. J., HYDE, T. M. & CARO, J. F. 1996. The hypothalamic 
leptin receptor in humans: identification of incidental sequence polymorphisms and absence 
of the db/db mouse and fa/fa rat mutations. Diabetes, 45, 992-4. 

COOVADIA, H. M. & COUTSOUDIS, A. 2000. HIV in pregnancy: strategies for management. Semin 
Neonatol, 5, 181-8. 

CORBETTA, S., BULFAMANTE, G., CORTELAZZI, D., BARRESI, V., CETIN, I., MANTOVANI, G., BONDIONI, 
S., BECK-PECCOZ, P. & SPADA, A. 2005. Adiponectin Expression in Human Fetal Tissues during 
Mid- and Late Gestation. Journal of Clinical Endocrinology & Metabolism, 90, 2397-2402. 



 - 130 - 

CORTELAZZI, D., CORBETTA, S., RONZONI, S., PELLE, F., MARCONI, A., COZZI, V., CETIN, I., CORTELAZZI, 
R., BECK-PECCOZ, P. & SPADA, A. 2007. Maternal and foetal resistin and adiponectin 
concentrations in normal and complicated pregnancies. Clin Endocrinol (Oxf), 66, 447-53. 

CUNNINGHAM, F. G., WILLIAMS, J. W., LEVENO, K. J., BLOOM, S. & HAUTH, J. C. 2009. Williams 
Obstetrics, McGraw-Hill Medical. 

D'ANNA, R., BAVIERA, G., CORRADO, F., GIORDANO, D., DI BENEDETTO, A. & JASONNI, V. M. 2005. 
Plasma adiponectin concentration in early pregnancy and subsequent risk of hypertensive 
disorders. Obstet Gynecol, 106, 340-4. 

DALAMAGA, M., SRINIVAS, S. K., ELOVITZ, M. A., CHAMBERLAND, J. & MANTZOROS, C. S. 2011. Serum 
adiponectin and leptin in relation to risk for preeclampsia: results from a large case-control 
study. Metabolism, 60, 1539-44. 

DANNHAUSER, A., VAN STADEN, A. M., VAN DER RYST, E., NEL, M., MARAIS, N., ERASMUS, E., 
ATTWOOD, E. M., BARNARD, H. C. & LE ROUX, G. D. 1999. Nutritional status of HIV-1 
seropositive patients in the Free State Province of South Africa: anthropometric and dietary 
profile. Eur J Clin Nutr, 53, 165-73. 

DEGAWA-YAMAUCHI, M., BOVENKERK, J. E., JULIAR, B. E., WATSON, W., KERR, K., JONES, R., ZHU, Q. & 
CONSIDINE, R. V. 2003. Serum Resistin (FIZZ3) Protein Is Increased in Obese Humans. Journal 
of Clinical Endocrinology & Metabolism, 88, 5452-5455. 

DREYFUSS, M. L., MSAMANGA, G. I., SPIEGELMAN, D., HUNTER, D. J., URASSA, E. J., HERTZMARK, E. & 
FAWZI, W. W. 2001. Determinants of low birth weight among HIV-infected pregnant women in 
Tanzania. Am J Clin Nutr, 74, 814-26. 

DUCKITT, K. & HARRINGTON, D. 2005. Risk factors for pre-eclampsia at antenatal booking: systematic 
review of controlled studies. BMJ, 330, 565. 

DURNWALD, C. & MERCER, B. 2003. A prospective comparison of total protein/creatinine ratio versus 
24-hour urine protein in women with suspected preeclampsia. Am J Obstet Gynecol, 189, 848-
52. 

EL SHAHAT, A. M., AHMED, A. B., AHMED, M. R. & MOHAMED, H. S. 2013. Maternal serum leptin as a 
marker of preeclampsia. Arch Gynecol Obstet, 288, 1317-22. 

ENGLAND, L. & ZHANG, J. 2007. Smoking and risk of preeclampsia: a systematic review. Frontiers in 
Bioscience, 12, 2471-2483. 

ENGVALL, E. & PERLMANN, P. 1972. Enzyme-linked immunosorbent assay, Elisa. 3. Quantitation of 
specific antibodies by enzyme-labeled anti-immunoglobulin in antigen-coated tubes. J 
Immunol, 109, 129-35. 

ESPOSITO, K., PONTILLO, A., DI PALO, C., GIUGLIANO, G., MASELLA, M., MARFELLA, R. & GIUGLIANO, D. 
2003. Effect of weight loss and lifestyle changes on vascular inflammatory markers in obese 
women: a randomized trial. Jama, 289, 1799-804. 

FASSHAUER, M., KLEIN, J., NEUMANN, S., ESZLINGER, M. & PASCHKE, R. 2001. Tumor Necrosis Factor α 
Is a Negative Regulator of Resistin Gene Expression and Secretion in 3T3-L1 Adipocytes. 
Biochemical and Biophysical Research Communications, 288, 1027-1031. 

FILOZOF, C., GONZALEZ, C., SEREDAY, M., MAZZA, C. & BRAGUINSKY, J. 2001. Obesity prevalence and 
trends in Latin-American countries. Obes Rev, 2, 99-106. 

FISCHER-POSOVSZKY, P., WABITSCH, M. & HOCHBERG, Z. 2007. Endocrinology of adipose tissue - an 
update. Horm Metab Res, 39, 314-21. 

FLIER, J. S. 2001a. Diabetes. The missing link with obesity? Nature, 409, 292-3. 
FLIER, J. S. 2001b. Diabetes: The missing link with obesity? Nature, 409, 292-293. 
FRUEBIS, J., TSAO, T. S., JAVORSCHI, S., EBBETS-REED, D., ERICKSON, M. R., YEN, F. T., BIHAIN, B. E. & 

LODISH, H. F. 2001. Proteolytic cleavage product of 30-kDa adipocyte complement-related 
protein increases fatty acid oxidation in muscle and causes weight loss in mice. Proc Natl Acad 
Sci U S A, 98, 2005-10. 



 - 131 - 

FUKUSHIMA, K., MIYAMOTO, S., KOMATSU, H., TSUKIMORI, K., KOBAYASHI, H., SEKI, H., TAKEDA, S. & 
NAKANO, H. 2003. TNFα-Induced Apoptosis and Integrin Switching in Human Extravillous 
Trophoblast Cell Line. Biology of Reproduction, 68, 1771-1778. 

GAASTRA, W. 1984. Enzyme-linked immunosorbant assay (ELISA). Methods Mol Biol, 1, 349-55. 
GABLE, D. R., HUREL, S. J. & HUMPHRIES, S. E. 2006. Adiponectin and its gene variants as risk factors 

for insulin resistance, the metabolic syndrome and cardiovascular disease. Atherosclerosis, 
188, 231-244. 

GARG, A. 2004. Acquired and Inherited Lipodystrophies. New England Journal of Medicine, 350, 1220-
1234. 

GAUR, U. & AGGARWAL, B. B. 2003. Regulation of proliferation, survival and apoptosis by members of 
the TNF superfamily. Biochemical Pharmacology, 66, 1403-1408. 

GAZZARUSO, C., BRUNO, R., GARZANITI, A., GIORDANETTI, S., FRATINO, P., SACCHI, P. & FILICE, G. 
2003. Hypertension among HIV patients: prevalence and relationships to insulin resistance and 
metabolic syndrome. J Hypertens, 21, 1377-82. 

GIRALT, M., DOMINGO, P. & VILLARROYA, F. 2011. Adipose tissue biology and HIV-infection. Best 
Practice & Research Clinical Endocrinology & Metabolism, 25, 487-499. 

GOLDFINE, A. B. & KAHN, C. R. 2003. Adiponectin: linking the fat cell to insulin sensitivity. Lancet, 362, 
1431-2. 

GOLDSTEIN, B. J., SCALIA, R. G. & MA, X. L. 2009. Protective vascular and myocardial effects of 
adiponectin. Nat Clin Pract Cardiovasc Med, 6, 27-35. 

GOMEZ-AMBROSI, J. & FRUHBECK, G. 2001. Do resistin and resistin-like molecules also link obesity to 
inflammatory diseases? Ann Intern Med. United States. 

GONG, D.-W., BI, S., PRATLEY, R. E. & WEINTRAUB, B. D. 1996. Genomic Structure and Promoter 
Analysis of the Human obese Gene. Journal of Biological Chemistry, 271, 3971-3974. 

GOVENDER, N., MOODLEY, J., GATHIRAM, P. & NAICKER, T. 2014. Soluble fms-like tyrosine kinase-1 in 
HIV infected pre-eclamptic South African Black women. Placenta, 35, 618-24. 

GUOQING, C. & GOEDDEL, D. V. 2002. TNF-R1 Signaling: A Beautiful Pathway. Science, 296, 1634. 
GUZIK, T. J., MANGALAT, D. & KORBUT, R. 2006. Adipocytokines - novel link between inflammation and 

vascular function? J Physiol Pharmacol, 57, 505-28. 
HADIGAN, C., MEIGS, J. B., CORCORAN, C., RIETSCHEL, P., PIECUCH, S., BASGOZ, N., DAVIS, B., SAX, P., 

STANLEY, T., WILSON, P. W. F., D'AGOSTINO, R. B. & GRINSPOON, S. 2001. Metabolic 
Abnormalities and Cardiovascular Disease Risk Factors in Adults with Human 
Immunodeficiency Virus Infection and Lipodystrophy. Clinical Infectious Diseases, 32, 130-139. 

HAERI, S., SHAUER, M., DALE, M., LESLIE, J., BAKER, A. M., SADDLEMIRE, S. & BOGGESS, K. 2009. 
Obstetric and newborn infant outcomes in human immunodeficiency virus-infected women 
who receive highly active antiretroviral therapy. Am J Obstet Gynecol, 201, 315.e1-5. 

HAKEEM, L., CAMPBELL, I. W. & BHATTACHARYYA, D. N. 2008. HIV-associated lipodystrophy - a new 
metabolic syndrome. The British Journal of Diabetes & Vascular Disease, 8, 129-134. 

HAMAMOTO, Y., MATSUYAMA, T., YAMAMOTO, N. & KOBAYASHI, N. 1990. Augmentation of cytotoxic 
effect of tumor necrosis factor on human immunodeficiency virus-infected cells by 
staurosporine, a potent protein kinase C inhibitor. Cancer Res, 50, 5287-90. 

HARDIE, L., TRAYHURN, P., ABRAMOVICH, D. & FOWLER, P. 1997. Circulating leptin in women: a 
longitudinal study in the menstrual cycle and during pregnancy. Clin Endocrinol (Oxf), 47, 101-
6. 

HAUGEN, F., RANHEIM, T., HARSEM, N. K., LIPS, E., STAFF, A. C. & DREVON, C. A. 2006. Increased 
plasma levels of adipokines in preeclampsia: relationship to placenta and adipose tissue gene 
expression. Am J Physiol Endocrinol Metab, 290, 6. 

HAUGUEL-DE MOUZON, S., LEPERCQ, J. & CATALANO, P. 2006. The known and unknown of leptin in 
pregnancy. Am J Obstet Gynecol, 194, 1537-45. 



 - 132 - 

HEALTH, S. A. N. D. O. 2011a. The National Antenatal Sentinel HIV and Syphilis Prevalence survey. 
South Africa. 

HEALTH, S. A. N. D. O. 2011b. The National Antenatal Sentinel HIV and Syphilis Prevalence survey. 
South Africa. 

HEGYI, K., FULOP, K., KOVACS, K., TOTH, S. & FALUS, A. 2004. Leptin-induced signal transduction 
pathways. Cell Biol Int, 28, 159-69. 

HEILBRONN, L. K., ROOD, J., JANDEROVA, L., ALBU, J. B., KELLEY, D. E., RAVUSSIN, E. & SMITH, S. R. 
2004. Relationship between serum resistin concentrations and insulin resistance in nonobese, 
obese, and obese diabetic subjects. J Clin Endocrinol Metab, 89, 1844-8. 

HELLAND, I. B., RESELAND, J. E., SAUGSTAD, O. D. & DREVON, C. A. 1998. Leptin levels in pregnant 
women and newborn infants: gender differences and reduction during the neonatal period. 
Pediatrics, 101, E12. 

HENDLER, I., BLACKWELL, S. C., MEHTA, S. H., WHITTY, J. E., RUSSELL, E., SOROKIN, Y. & COTTON, D. B. 
2005a. The levels of leptin, adiponectin, and resistin in normal weight, overweight, and obese 
pregnant women with and without preeclampsia. Am J Obstet Gynecol, 193, 979-83. 

HENDLER, I., BLACKWELL, S. C., MEHTA, S. H., WHITTY, J. E., RUSSELL, E., SOROKIN, Y. & COTTON, D. B. 
2005b. The levels of leptin, adiponectin, and resistin in normal weight, overweight, and obese 
pregnant women with and without preeclampsia. American Journal of Obstetrics and 
Gynecology, 193, 979-983. 

HENSON, M. C. & CASTRACANE, V. D. 2006. Leptin in Pregnancy: An Update. Biology of Reproduction, 
74, 218-229. 

HENSON, M. C., SWAN, K. F. & O'NEIL, J. S. 1998. Expression of placental leptin and leptin receptor 
transcripts in early pregnancy and at term. Obstet Gynecol, 92, 1020-8. 

HIGHMAN, T. J., FRIEDMAN, J. E., HUSTON, L. P., WONG, W. W. & CATALANO, P. M. 1998. Longitudinal 
changes in maternal serum leptin concentrations, body composition, and resting metabolic 
rate in pregnancy. Am J Obstet Gynecol, 178, 1010-5. 

HOLCOMB, I. N., KABAKOFF, R. C., CHAN, B., BAKER, T. W., GURNEY, A., HENZEL, W., NELSON, C., 
LOWMAN, H. B., WRIGHT, B. D., SKELTON, N. J., FRANTZ, G. D., TUMAS, D. B., PEALE, F. V., JR., 
SHELTON, D. L. & HEBERT, C. C. 2000. FIZZ1, a novel cysteine-rich secreted protein associated 
with pulmonary inflammation, defines a new gene family. Embo j, 19, 4046-55. 

HOTAMISLIGIL, G. S. 1993. Adipose expression of tumor necrosis factor-alpha: direct role in obesity-
linked insulin resistance. Science, 259, 87-91. 

HU, E., LIANG, P. & SPIEGELMAN, B. M. 1996. AdipoQ is a novel adipose-specific gene dysregulated in 
obesity. J Biol Chem, 271, 10697-703. 

HUANG, Y. C., WUENG, S. L., OU, C. C., CHENG, C. H. & SU, K. H. 2001. Nutritional status of functionally 
dependent and nonfunctionally dependent elderly in Taiwan. J Am Coll Nutr, 20, 135-42. 

HUPPERTZ, B., BURTON, G., CROSS, J. C. & KINGDOM, J. C. 2006. Placental morphology: from molecule 
to mother -- a dedication to Peter Kaufmann -- a review. Placenta, 27 Suppl A, S3-8. 

HUPPERTZ, B., KERTSCHANSKA, S., DEMIR, A. Y., FRANK, H. G. & KAUFMANN, P. 1998. 
Immunohistochemistry of matrix metalloproteinases (MMP), their substrates, and their 
inhibitors (TIMP) during trophoblast invasion in the human placenta. Cell Tissue Res, 291, 133-
48. 

ISHIHARA, N., MATSUO, H., MURAKOSHI, H., LAOAG-FERNANDEZ, J. B., SAMOTO, T. & MARUO, T. 
2002. Increased apoptosis in the syncytiotrophoblast in human term placentas complicated by 
either preeclampsia or intrauterine growth retardation. Am J Obstet Gynecol, 186, 158-66. 

ISSE, N., OGAWA, Y., TAMURA, N., MASUZAKI, H., MORI, K., OKAZAKI, T., SATOH, N., SHIGEMOTO, M., 
YOSHIMASA, Y., NISHI, S., HOSODA, K., INAZAWA, J. & NAKAO, K. 1995. Structural Organization 
and Chromosomal Assignment of the Human obese Gene. Journal of Biological Chemistry, 270, 
27728-27733. 



 - 133 - 

JANSSON, T. & POWELL, T. L. 2000. Placental nutrient transfer and fetal growth. Nutrition, 16, 500-2. 
JAQUET, D., LEGER, J., LEVY-MARCHAL, C., OURY, J. F. & CZERNICHOW, P. 1998. Ontogeny of leptin in 

human fetuses and newborns: effect of intrauterine growth retardation on serum leptin 
concentrations. J Clin Endocrinol Metab, 83, 1243-6. 

KADOWAKI, T., YAMAUCHI, T., KUBOTA, N., HARA, K. & UEKI, K. 2007. Adiponectin and adiponectin 
receptors in obesity-linked insulin resistance. Novartis Found Symp, 286, 164-76. 

KAFULAFULA, G. & MOODLEY, J. 2001. Leptin levels in the obese African parturient. Journal of 
Obstetrics and Gynaecology, 21, 228-231. 

KAFULAFULA, G. E., MOODLEY, J., OJWANG, P. J. & KAGORO, H. 2002. Leptin and pre-eclampsia in 
black African parturients. Bjog, 109, 1256-61. 

KAJANTIE, E., KAAJA, R., YLIKORKALA, O., ANDERSSON, S. & LAIVUORI, H. 2005. Adiponectin 
concentrations in maternal serum: elevated in preeclampsia but unrelated to insulin 
sensitivity. J Soc Gynecol Investig, 12, 433-9. 

KALUMBA, V. M., MOODLEY, J. & NAIDOO, T. D. 2013. Is the prevalence of pre-eclampsia affected by 
HIV/AIDS? A retrospective case-control study. Cardiovasc J Afr, 24, 24-7. 

KAUFMANN, P., BLACK, S. & HUPPERTZ, B. 2003. Endovascular Trophoblast Invasion: Implications for 
the Pathogenesis of Intrauterine Growth Retardation and Preeclampsia. Biology of 
Reproduction, 69, 1-7. 

KELLY, A., KEVANY, J., DE ONIS, M. & SHAH, P. M. 1996. A WHO Collaborative Study of Maternal 
Anthropometry and Pregnancy Outcomes. Int J Gynaecol Obstet, 53, 219-33. 

KHAN, K. S., WOJDYLA, D., SAY, L., GÜLMEZOGLU, A. M. & VAN LOOK, P. F. A. 2006. WHO analysis of 
causes of maternal death: a systematic review. The Lancet, 367, 1066-1074. 

KHOSROWBEYGI, A. & AHMADVAND, H. 2013. Leptin to adiponectin ratio in preeclampsia. Bangladesh 
Med Res Counc Bull, 39, 18-21. 

KIRWAN, J. P., HAUGUEL-DE MOUZON, S., LEPERCQ, J., CHALLIER, J. C., HUSTON-PRESLEY, L., 
FRIEDMAN, J. E., KALHAN, S. C. & CATALANO, P. M. 2002. TNF-alpha is a predictor of insulin 
resistance in human pregnancy. Diabetes, 51, 2207-13. 

KRIEGLER, M., PEREZ, C., DEFAY, K., ALBERT, I. & LU, S. D. 1988. A novel form of TNF/cachectin is a cell 
surface cytotoxic transmembrane protein: Ramifications for the complex physiology of TNF. 
Cell, 53, 45-53. 

KUCUKGOZ GULEC, U., OZGUNEN, F. T., BUYUKKURT, S., GUZEL, A. B., URUNSAK, I. F., DEMIR, S. C. & 
EVRUKE, I. C. 2013. Comparison of clinical and laboratory findings in early- and late-onset 
preeclampsia. J Matern Fetal Neonatal Med, 26, 1228-33. 

LA CAVA, A., ALVIGGI, C. & MATARESE, G. 2004. Unraveling the multiple roles of leptin in inflammation 
and autoimmunity. Journal of Molecular Medicine, 82, 4-11. 

LABADARIOS, D., STEYN, N. P., MGIJIMA, C. & DALDLA, N. 2005. Review of the South African nutrition 
policy 1994-2002 and targets for 2007: achievements and challenges. Nutrition, 21, 100-8. 

LAGATHU, C., EUSTACE, B., PROT, M., FRANTZ, D., GU, Y., BASTARD, J. P., MAACHI, M., AZOULAY, S., 
BRIGGS, M., CARON, M. & CAPEAU, J. 2007. Some HIV antiretrovirals increase oxidative stress 
and alter chemokine, cytokine or adiponectin production in human adipocytes and 
macrophages. Antivir Ther, 12, 489-500. 

LAGO, F., DIEGUEZ, C., GOMEZ-REINO, J. & GUALILLO, O. 2007. Adipokines as emerging mediators of 
immune response and inflammation. Nat Clin Pract Rheum, 3, 716-724. 

LAY, S. L., BOUCHER, J., REY, A., CASTAN-LAURELL, I., KRIEF, S., FERRÉ, P., VALET, P. & DUGAIL, I. 2001. 
Decreased Resistin Expression in Mice with Different Sensitivities to a High-Fat Diet. 
Biochemical and Biophysical Research Communications, 289, 564-567. 

LEHOLA, P. 2014. mid-year population estimates 2014. In: AFRICA, S. S. (ed.). Pretoria , south africa: 
stats sa. 



 - 134 - 

LEUNG, D. N., SMITH, S. C., TO, K. F., SAHOTA, D. S. & BAKER, P. N. 2001. Increased placental apoptosis 
in pregnancies complicated by preeclampsia. Am J Obstet Gynecol, 184, 1249-50. 

LI, L., CHEN, J., SUN, F. Y., LIU, L., ZHANG, R. F., ZHENG, Y. F. & LU, H. Z. 2011. [Markers of endothelial 
injury and plasma adipocytokine in antiretroviral-naive HIV patients]. Zhonghua Nei Ke Za Zhi, 
50, 136-9. 

LISONKOVA S, J. K. I. O. P. R. F. A. O. A. W. E.-V. L.-O. D. A. J. O. G. A. & [MEDLINE]. 
LISONKOVA, S. & JOSEPH, K. S. 2013. Incidence of preeclampsia: risk factors and outcomes associated 

with early- versus late-onset disease. Am J Obstet Gynecol, 22, 00859-4. 
LIU, H.-Y., JIA, X.-Q., GAO, L.-X. & MA, Y.-Y. 2012. Hepatocyte growth factor regulates HLX1 gene 

expression to modulate HTR-8/SVneo trophoblast cells. Reproductive Biology and 
Endocrinology : RB&E, 10, 83-83. 

LOCKSLEY, R. M., KILLEEN, N. & LENARDO, M. J. 2001. The TNF and TNF Receptor Superfamilies: 
Integrating Mammalian Biology. Cell, 104, 487-501. 

LU, D., YANG, X., WU, Y., WANG, H., HUANG, H. & DONG, M. 2006. Serum adiponectin, leptin and 
soluble leptin receptor in pre-eclampsia. Int J Gynaecol Obstet, 95, 121-6. 

LUNGHI, L., FERRETTI, M. E., MEDICI, S., BIONDI, C. & VESCE, F. 2007. Control of human trophoblast 
function. Reprod Biol Endocrinol, 5, 6. 

LUO, Z.-C., AN, N., XU, H.-R., LARANTE, A., AUDIBERT, F. & FRASER, W. D. 2007. The effects and 
mechanisms of primiparity on the risk of pre-eclampsia: a systematic review. Paediatric and 
Perinatal Epidemiology, 21, 36-45. 

LYALL, F. & MYATT, L. The role of the placenta in pre-eclampsia--a workshop report, Placenta. 2002 
Apr;23 Suppl A:S142-5. 

LYNCH, W. C., HEIL, D. P., WAGNER, E. & HAVENS, M. D. 2007. Ethnic Differences in BMI, Weight 
Concerns, and Eating Behaviors: Comparison of Native American, White, and Hispanic 
Adolescents. Body image, 48, 4605-4607. 

MAFFEI, M., HALAAS, J., RAVUSSIN, E., PRATLEY, R. E., LEE, G. H., ZHANG, Y., FEI, H., KIM, S., LALLONE, 
R., RANGANATHAN, S., KERN, P. A. & FRIEDMAN, J. M. 1995. Leptin levels in human and 
rodent: Measurement of plasma leptin and ob RNA in obese and weight-reduced subjects. Nat 
Med, 1, 1155-1161. 

MARIEB, E. 2003. Essentials of Human Anatomy, San Fransisco, Pearson Benjamin Cummings. 
MARSDEN, P. A. & BRENNER, B. M. 1992. Transcriptional regulation of the endothelin-1 gene by TNF-

alpha. American Journal of Physiology - Cell Physiology, 262, C854-C861. 
MARTINEZ-ABUNDIS, E., GONZALEZ-ORTIZ, M. & PASCOE-GONZALEZ, S. 2000. Serum leptin levels and 

the severity of preeclampsia. Arch Gynecol Obstet, 264, 71-3. 
MASUZAKI, H., OGAWA, Y., ISSE, N., SATOH, N., OKAZAKI, T., SHIGEMOTO, M., MORI, K., TAMURA, N., 

HOSODA, K., YOSHIMASA, Y. & ET AL. 1995. Human obese gene expression. Adipocyte-specific 
expression and regional differences in the adipose tissue. Diabetes, 44, 855-8. 

MATARESE, G., CARRIERI, P. B., LA CAVA, A., PERNA, F., SANNA, V., DE ROSA, V., AUFIERO, D., 
FONTANA, S. & ZAPPACOSTA, S. 2005. Leptin increase in multiple sclerosis associates with 
reduced number of CD4+CD25+ regulatory T cells. Proceedings of the National Academy of 
Sciences of the United States of America, 102, 5150-5155. 

MATTAR, R., AMED, A. M., LINDSEY, P. C., SASS, N. & DAHER, S. 2004. Preeclampsia and HIV infection. 
European journal of obstetrics, gynecology, and reproductive biology, 117, 240-241. 

MAZAKI-TOVI, S., KANETY, H., PARIENTE, C., HEMI, R., WISER, A., SCHIFF, E. & SIVAN, E. 2007. Maternal 
serum adiponectin levels during human pregnancy. J Perinatol, 27, 77-81. 

MBAH, A. K., ALIO, A. P., MARTY, P. J., BRUDER, K., WHITEMAN, V. E. & SALIHU, H. M. 2010. Pre-
eclampsia in the first pregnancy and subsequent risk of stillbirth in black and white gravidas. 
European Journal of Obstetrics &amp; Gynecology and Reproductive Biology, 149, 165-169. 



 - 135 - 

MCCARTHY, J. F., MISRA, D. N. & ROBERTS, J. M. 1999. Maternal plasma leptin is increased in 
preeclampsia and positively correlates with fetal cord concentration. Am J Obstet Gynecol, 
180, 731-6. 

MEIER, U. & GRESSNER, A. M. 2004. Endocrine regulation of energy metabolism: review of 
pathobiochemical and clinical chemical aspects of leptin, ghrelin, adiponectin, and resistin. Clin 
Chem, 50, 1511-25. 

MILAN, G., GRANZOTTO, M., SCARDA, A., CALCAGNO, A., PAGANO, C., FEDERSPIL, G. & VETTOR, R. 
2002. Resistin and adiponectin expression in visceral fat of obese rats: effect of weight loss. 
Obesity, 10, 1095-1103. 

MILNE, F., REDMAN, C., WALKER, J., BAKER, P., BRADLEY, J., COOPER, C., SWIET, M. D., FLETCHER, G., 
JOKINEN, M., MURPHY, D., NELSON-PIERCY, C., OSGOOD, V., ROBSON, S., SHENNAN, A., 
TUFFNELL, A., TWADDLE, S. & WAUGH, J. 2005. The pre-eclampsia community guideline 
(PRECOG): how to screen for and detect onset of pre-eclampsia in the community. BMJ, 330, 
576-580. 

MINIRE, A., MIRTON, M., IMRI, V., LAUREN, M. & AFERDITA, M. 2013. Maternal complications of 
preeclampsia. Med Arch, 67, 339-41. 

MINKOFF, H. L., HENDERSON, C., MENDEZ, H., GAIL, M. H., HOLMAN, S., WILLOUGHBY, A., GOEDETT, J. 
J., RUBINSTEIN, A., STRATTON, P., WALSH, J. H. & ET AL. 1990. Pregnancy outcomes among 
mothers infected with human immunodeficiency virus and uninfected control subjects. Am J 
Obstet Gynecol, 163, 1598-604. 

MOODLEY, J. & MOODLEY, D. 2005. Management of human immunodeficiency virus infection in 
pregnancy. Best Pract Res Clin Obstet Gynaecol, 19, 169-83. 

MOORE, G. B., CHAPMAN, H., HOLDER, J. C., LISTER, C. A., PIERCY, V., SMITH, S. A. & CLAPHAM, J. C. 
2001a. Differential regulation of adipocytokine mRNAs by rosiglitazone in db/db mice. 
Biochem Biophys Res Commun, 286, 735-41. 

MOORE, G. B. T., CHAPMAN, H., HOLDER, J. C., LISTER, C. A., PIERCY, V., SMITH, S. A. & CLAPHAM, J. C. 
2001b. Differential Regulation of Adipocytokine mRNAs by Rosiglitazone in db/db Mice. 
Biochemical and Biophysical Research Communications, 286, 735-741. 

MOORE, L. E., WALLACE, K. L., ALEXANDER, B. T., MAY, W. L., THIGPEN, B. D. & BENNETT, W. A. 2003. 
Reduced placental perfusion causes an increase in maternal serum leptin. Placenta, 24, 877-
81. 

MORI, Y., OTABE, S., DINA, C., YASUDA, K., POPULAIRE, C., LECOEUR, C., VATIN, V., DURAND, E., HARA, 
K., OKADA, T., TOBE, K., BOUTIN, P., KADOWAKI, T. & FROGUEL, P. 2002. Genome-Wide Search 
for Type 2 Diabetes in Japanese Affected Sib-Pairs Confirms Susceptibility Genes on 3q, 15q, 
and 20q and Identifies Two New Candidate Loci on 7p and 11p. Diabetes, 51, 1247-1255. 

MVO, Z., DICK, J. & STEYN, K. 1999. Perceptions of overweight African women about acceptable body 
size of women and children. Curationis, 22, 27-31. 

MYATT, L. 2002. Role of placenta in preeclampsia. Endocrine, 19, 103-11. 
NAGY, G. S., TSIODRAS, S., MARTIN, L. D., AVIHINGSANON, A., GAVRILA, A., HSU, W. C., KARCHMER, A. 

W. & MANTZOROS, C. S. 2003. Human Immunodeficiency Virus Type 1-Related Lipoatrophy 
and Lipohypertrophy Are Associated with Serum Concentrations of Leptin. Clinical Infectious 
Diseases, 36, 795-802. 

NAKATSUKASA, H., MASUYAMA, H., TAKAMOTO, N. & HIRAMATSU, Y. 2008. Circulating Leptin and 
Angiogenic Factors in Preeclampsia Patients. Endocrine Journal, 55, 565-573. 

NARUSE, K., YAMASAKI, M., UMEKAGE, H., SADO, T., SAKAMOTO, Y. & MORIKAWA, H. 2005. Peripheral 
blood concentrations of adiponectin, an adipocyte-specific plasma protein, in normal 
pregnancy and preeclampsia. J Reprod Immunol, 65, 65-75. 

NATIONAL HIGH BLOOD PRESSURE EDUCATION PROGRAM WORKING GROUP ON HIGH BLOOD 
PRESSURE IN, P. 2000. Report of the National High Blood Pressure Education Program Working 



 - 136 - 

Group on High Blood Pressure in Pregnancy. American Journal of Obstetrics and Gynecology, 
183, S1-S22. 

NCCEMD. 2007. Saving Mothers 2005-2007: Fourth Report on Confidential Enquiries into Maternal 
Deaths in South Africa Expanded Executive Summary [Online]. Department of Health of South 
Africa. Available: www.doh.gov.za/docs/reports/2007/savingmothers.pdf [Accessed 2007]. 

NDLOVO, P. P. & ROOS, S. D. 1999. Perceptions of black women of obesity as a health risk. Curationis, 
22, 47-55. 

NEDWIN, G. E., NAYLOR, S. L., SAKAGUCHI, A. Y., SMITH, D., JARRETT-NEDWIN, J., PENNICA, D., 
GOEDDEL, D. V. & GRAY, P. W. 1985. Human Lymphotoxin and tumor necrosis factor genes: 
structure, homology and chromosomal localization. Nucleic Acids Research, 13, 6361-6373. 

NG, M., FLEMING, T., ROBINSON, M., THOMSON, B., GRAETZ, N., MARGONO, C., MULLANY, E. C., 
BIRYUKOV, S., ABBAFATI, C., ABERA, S. F., ABRAHAM, J. P., ABU-RMEILEH, N. M., ACHOKI, T., 
ALBUHAIRAN, F. S., ALEMU, Z. A., ALFONSO, R., ALI, M. K., ALI, R., GUZMAN, N. A., AMMAR, 
W., ANWARI, P., BANERJEE, A., BARQUERA, S., BASU, S., BENNETT, D. A., BHUTTA, Z., BLORE, J., 
CABRAL, N., NONATO, I. C., CHANG, J. C., CHOWDHURY, R., COURVILLE, K. J., CRIQUI, M. H., 
CUNDIFF, D. K., DABHADKAR, K. C., DANDONA, L., DAVIS, A., DAYAMA, A., DHARMARATNE, S. 
D., DING, E. L., DURRANI, A. M., ESTEGHAMATI, A., FARZADFAR, F., FAY, D. F., FEIGIN, V. L., 
FLAXMAN, A., FOROUZANFAR, M. H., GOTO, A., GREEN, M. A., GUPTA, R., HAFEZI-NEJAD, N., 
HANKEY, G. J., HAREWOOD, H. C., HAVMOELLER, R., HAY, S., HERNANDEZ, L., HUSSEINI, A., 
IDRISOV, B. T., IKEDA, N., ISLAMI, F., JAHANGIR, E., JASSAL, S. K., JEE, S. H., JEFFREYS, M., 
JONAS, J. B., KABAGAMBE, E. K., KHALIFA, S. E., KENGNE, A. P., KHADER, Y. S., KHANG, Y. H., 
KIM, D., KIMOKOTI, R. W., KINGE, J. M., KOKUBO, Y., KOSEN, S., KWAN, G., LAI, T., LEINSALU, 
M., LI, Y., LIANG, X., LIU, S., LOGROSCINO, G., LOTUFO, P. A., LU, Y., MA, J., MAINOO, N. K., 
MENSAH, G. A., MERRIMAN, T. R., MOKDAD, A. H., MOSCHANDREAS, J., NAGHAVI, M., 
NAHEED, A., NAND, D., NARAYAN, K. M., NELSON, E. L., NEUHOUSER, M. L., NISAR, M. I., 
OHKUBO, T., OTI, S. O., PEDROZA, A., et al. 2014. Global, regional, and national prevalence of 
overweight and obesity in children and adults during 1980-2013: a systematic analysis for the 
Global Burden of Disease Study 2013. Lancet, 384, 766-81. 

NIEN, J. K., MAZAKI-TOVI, S., ROMERO, R., EREZ, O., KUSANOVIC, J. P., GOTSCH, F., PINELES, B. L., 
GOMEZ, R., EDWIN, S., MAZOR, M., ESPINOZA, J., YOON, B. H. & HASSAN, S. S. 2007. Plasma 
adiponectin concentrations in non-pregnant, normal and overweight pregnant women. J 
Perinat Med, 35, 522-31. 

NING, Y., WILLIAMS, M. A., MUY-RIVERA, M., LEISENRING, W. M. & LUTHY, D. A. 2004. Relationship of 
maternal plasma leptin and risk of pre-eclampsia: a prospective study. J Matern Fetal Neonatal 
Med, 15, 186-92. 

NOVA, A., SIBAI, B., BARTON, J., MERCER, B. & MITCHELL, M. 1991. Maternal plasma level of 
endothelin is increased in preeclampsia. American Journal of Obstetrics and Gynecology, 165, 
724. 

NUAMAH, M. A., YURA, S., SAGAWA, N., ITOH, H., MISE, H., KORITA, D., KAKUI, K., TAKEMURA, M., 
OGAWA, Y., NAKAO, K. & FUJII, S. 2004. Significant increase in maternal plasma leptin 
concentration in induced delivery: a possible contribution of pro-inflammatory cytokines to 
placental leptin secretion. Endocr J, 51, 177-87. 

O'SULLIVAN, A. J., KRIKETOS, A. D., MARTIN, A. & BROWN, M. A. 2006. Serum adiponectin levels in 
normal and hypertensive pregnancy. Hypertens Pregnancy, 25, 193-203. 

OBESITY TASK FORCE, W. H. O. 2005. Global strategy on Diet, Physical activity and Health: Obesity and 
Overweight. 

ODDEN, N., HENRIKSEN, T., HOLTER, E., GRETE SKAR, A., TJADE, T. & MORKRID, L. 2006. Serum 
adiponectin concentration prior to clinical onset of preeclampsia. Hypertens Pregnancy, 25, 
129-42. 

http://www.doh.gov.za/docs/reports/2007/savingmothers.pdf


 - 137 - 

OTERO, M. 2005. Leptin, from fat to inflammation: old questions and new insights. FEBS Lett, 579, 295-
301. 

OUYANG, Y.-Q., LI, S.-J., ZHANG, Q., XIANG, W.-P., SHEN, H.-L., CHEN, H.-P., CHEN, H. & CHEN, H.-Z. 
2009. Plasma sFlt-1-to-PlGF ratio is correlated with inflammatory but not with oxidative stress 
in Chinese preeclamptic women. Archives of Gynecology and Obstetrics, 280, 91-97. 

PARRY, S., ZHANG, J., KOI, H., ARECHAVALETA-VELASCO, F. & ELOVITZ, M. A. 2006. Transcytosis of 
Human immunodeficiency virus 1 across the placenta is enhanced by treatment with tumour 
necrosis factor alpha. Journal of General Virology, 87, 2269-2278. 

PIJNENBORG, R., BALL, E., BULMER, J. N., HANSSENS, M., ROBSON, S. C. & VERCRUYSSE, L. 2006. In vivo 
analysis of trophoblast cell invasion in the human. Methods Mol Med, 122, 11-44. 

PINAR, H., BASU, S., HOTMIRE, K., LAFFINEUSE, L., PRESLEY, L., CARPENTER, M., CATALANO, P. M. & 
HAUGUEL-DE MOUZON, S. 2008. High Molecular Mass Multimer Complexes and Vascular 
Expression Contribute to High Adiponectin in the Fetus. Journal of Clinical Endocrinology & 
Metabolism, 93, 2885-2890. 

PLAISIER, M. 2011. Decidualisation and angiogenesis. Best Practice & Research Clinical Obstetrics & 
Gynaecology, 25, 259-271. 

POSTOVIT, L. M., ADAMS, M. A. & GRAHAM, C. H. 2001. Does Nitric Oxide Play a Role in the Aetiology 
of Pre-eclampsia? Placenta, 22, S51-S55. 

PRASANNAN-NAIR, C., REYNOLDS, S. F. & BUDDEN, G. 2006. Partial molar pregnancy with severe pre-
eclampsia at 19 weeks' gestation. Journal of Obstetrics & Gynaecology, 26, 817-817. 

PUOANE, T., STEYN, K., BRADSHAW, D., LAUBSCHER, R., FOURIE, J., LAMBERT, V. & MBANANGA, N. 
2002. Obesity in South Africa: the South African demographic and health survey. Obes Res, 10, 
1038-48. 

RAJALA, M. W., LIN, Y., RANALLETTA, M., YANG, X. M., QIAN, H., GINGERICH, R., BARZILAI, N. & 
SCHERER, P. E. 2002. Cell type-specific expression and coregulation of murine resistin and 
resistin-like molecule-alpha in adipose tissue. Mol Endocrinol, 16, 1920-30. 

RAMAWI, L. 2012. Accuracy of ELISA testing for milk protein. 
RAMJEE, G., WAND, H., WHITAKER, C., MCCORMACK, S., PADIAN, N., KELLY, C. & NUNN, A. 2012. HIV 

incidence among non-pregnant women living in selected rural, semi-rural and urban areas in 
KwaZulu-Natal, South Africa. AIDS Behav, 16, 2062-71. 

RAMSAY, J. E., JAMIESON, N., GREER, I. A. & SATTAR, N. 2003. Paradoxical elevation in adiponectin 
concentrations in women with preeclampsia. Hypertension, 42, 891-4. 

REDMAN, C. W., SACKS, G. P. & SARGENT, I. L. 1999. Preeclampsia: an excessive maternal 
inflammatory response to pregnancy. Am J Obstet Gynecol, 180, 499-506. 

REDMAN, C. W. & SARGENT, I. L. 2005. Latest Advances in Understanding Preeclampsia. Science, 308, 
1592-1594. 

RETNAKARAN, R., QI, Y., CONNELLY, P. W., SERMER, M., HANLEY, A. J. & ZINMAN, B. 2010. Low 
adiponectin concentration during pregnancy predicts postpartum insulin resistance, beta cell 
dysfunction and fasting glycaemia. Diabetologia, 53, 268-76. 

RIVERA, J. A., BARQUERA, S., CAMPIRANO, F., CAMPOS, I., SAFDIE, M. & TOVAR, V. 2002. 
Epidemiological and nutritional transition in Mexico: rapid increase of non-communicable 
chronic diseases and obesity. Public Health Nutr, 5, 113-22. 

ROBERTS, J., TAYLOR, R. & GOLDFIEN, A. 1991. Clinical and biochemical evidence of endothelial cell 
dysfunction in the pregnancy syndrome preeclampsia. American Journal of Hypertension, 4, 
700. 

ROBERTS, L., D. LAMARCA, B. B., FOURNIER, L., BAIN, J., COCKRELL, K. & GRANGER, J. P. 2006. 
Enhanced Endothelin Synthesis by Endothelial Cells Exposed to Sera From Pregnant Rats With 
Decreased Uterine Perfusion. Hypertension, 47, 615-618. 



 - 138 - 

RONTI, T., LUPATTELLI, G. & MANNARINO, E. 2006. The endocrine function of adipose tissue: an 
update. Clin Endocrinol (Oxf), 64, 355-65. 

RYAN, E. A., O'SULLIVAN, M. J. & SKYLER, J. S. 1985. Insulin action during pregnancy. Studies with the 
euglycemic clamp technique. Diabetes, 34, 380-9. 

SAINT-MARC, T., PARTISANI, M., POIZOT-MARTIN, I., BRUNO, F., ROUVIERE, O., LANG, J. M., GASTAUT, 
J. A. & TOURAINE, J. L. 1999. A syndrome of peripheral fat wasting (lipodystrophy) in patients 
receiving long-term nucleoside analogue therapy. Aids, 13, 1659-67. 

SAMARAS, K., WAND, H., LAW, M., EMERY, S., COOPER, D. & CARR, A. 2007. Prevalence of metabolic 
syndrome in HIV-infected patients receiving highly active antiretroviral therapy using 
International Diabetes Foundation and Adult Treatment Panel III criteria: associations with 
insulin resistance, disturbed body fat compartmentalization, elevated C-reactive protein, and 
[corrected] hypoadiponectinemia. Diabetes Care, 30, 113-9. 

SANKALE, J. L., TONG, Q., HADIGAN, C. M., TAN, G., GRINSPOON, S. K., KANKI, P. J. & HOTAMISLIGIL, G. 
S. 2006. Regulation of adiponectin in adipocytes upon exposure to HIV-1. HIV Med, 7, 268-74. 

SAVAGE, D. B., SEWTER, C. P., KLENK, E. S., SEGAL, D. G., VIDAL-PUIG, A., CONSIDINE, R. V. & 
O'RAHILLY, S. 2001. Resistin / Fizz3 expression in relation to obesity and peroxisome 
proliferator-activated receptor-gamma action in humans. Diabetes, 50, 2199-202. 

SCHERER, P. E., WILLIAMS, S., FOGLIANO, M., BALDINI, G. & LODISH, H. F. 1995. A Novel Serum Protein 
Similar to C1q, Produced Exclusively in Adipocytes. Journal of Biological Chemistry, 270, 26746-
26749. 

SCHROEDER, B. M. 2002. ACOG practice bulletin on diagnosing and managing preeclampsia and 
eclampsia. American College of Obstetricians and Gynecologists. Am Fam Physician, 66, 330-1. 

SCHUBRING, C., ENGLARO, P., SIEBLER, T., BLUM, W. F., DEMIRAKCA, T., KRATZSCH, J. & KIESS, W. 
1998. Longitudinal analysis of maternal serum leptin levels during pregnancy, at birth and up 
to six weeks after birth: relation to body mass index, skinfolds, sex steroids and umbilical cord 
blood leptin levels. Horm Res, 50, 276-83. 

SCHUBRING, C., KIESS, W., ENGLARO, P., RASCHER, W., DOTSCH, J., HANITSCH, S., ATTANASIO, A. & 
BLUM, W. F. 1997. Levels of leptin in maternal serum, amniotic fluid, and arterial and venous 
cord blood: relation to neonatal and placental weight. J Clin Endocrinol Metab, 82, 1480-3. 

SENEKAL, M., STEYN, N. P. & NEL, J. H. 2003. Factors associated with overweight/obesity in 
economically active South African populations. Ethn Dis, 13, 109-16. 

SHENNAN, A., GUPTA, M., DE SWIET, M., HALLIGAN, A. & TAYLOR, D. J. 1996. Lack of reproducibility in 
pregnancy of Korotkoff phase IV as measured by mercury sphygmomanometry. The Lancet, 
347, 139-142. 

SHULDINER, A. R., YANG, R. & GONG, D. W. 2001. Resistin, obesity and insulin resistance--the emerging 
role of the adipocyte as an endocrine organ. N Engl J Med, 345, 1345-6. 

SIBAI, B. M., HAUTH, J., CARITIS, S., LINDHEIMER, M. D., MACPHERSON, C., KLEBANOFF, M., 
VANDORSTEN, J. P., LANDON, M., MIODOVNIK, M., PAUL, R., MEIS, P., THURNAU, G., 
DOMBROWSKI, M., ROBERTS, J. & MCNELLIS, D. 2000. Hypertensive disorders in twin versus 
singleton gestations. American Journal of Obstetrics and Gynecology, 182, 938-942. 

SIDEBOTTOM, A. C., BROWN, J. E. & JACOBS, D. R., JR. 2001. Pregnancy-related changes in body fat. 
Eur J Obstet Gynecol Reprod Biol, 94, 216-23. 

SIERRA-HONIGMANN, M. R., NATH, A. K., MURAKAMI, C., GARCIA-CARDENA, G., PAPAPETROPOULOS, 
A., SESSA, W. C., MADGE, L. A., SCHECHNER, J. S., SCHWABB, M. B., POLVERINI, P. J. & FLORES-
RIVEROS, J. R. 1998. Biological action of leptin as an angiogenic factor. Science, 281, 1683-6. 

SILSWAL, N., SINGH, A. K., ARUNA, B., MUKHOPADHYAY, S., GHOSH, S. & EHTESHAM, N. Z. 2005. 
Human resistin stimulates the pro-inflammatory cytokines TNF-α and IL-12 in macrophages by 
NF-κB-dependent pathway. Biochemical and Biophysical Research Communications, 334, 1092-
1101. 



 - 139 - 

SIVAN, E., WHITTAKER, P. G., SINHA, D., HOMKO, C. J., LIN, M., REECE, E. A. & BODEN, G. 1998. Leptin 
in human pregnancy: the relationship with gestational hormones. Am J Obstet Gynecol, 179, 
1128-32. 

SOBHANI, I., BADO, A., VISSUZAINE, C., BUYSE, M., KERMORGANT, S., LAIGNEAU, J. P., ATTOUB, S., 
LEHY, T., HENIN, D., MIGNON, M. & LEWIN, M. J. 2000. Leptin secretion and leptin receptor in 
the human stomach. Gut, 47, 178-83. 

SPEAKMAN, J. R., STUBBS, R. J. & MERCER, J. G. 2002. Does body mass play a role in the regulation of 
food intake? Proc Nutr Soc, 61, 473-87. 

STEIN, K. 2007. MRC Report: Heart Disease in South Africa. Cape Town: MRC: Dpt of Health. 
STEPPAN, C. M. 2001. The hormone resistin links obesity to diabetes. Nature, 409, 307-312. 
STEPPAN, C. M., BAILEY, S. T., BHAT, S., BROWN, E. J., BANERJEE, R. R., WRIGHT, C. M., PATEL, H. R., 

AHIMA, R. S. & LAZAR, M. A. 2001a. The hormone resistin links obesity to diabetes. Nature, 
409, 307-312. 

STEPPAN, C. M., BROWN, E. J., WRIGHT, C. M., BHAT, S., BANERJEE, R. R., DAI, C. Y., ENDERS, G. H., 
SILBERG, D. G., WEN, X., WU, G. D. & LAZAR, M. A. 2001b. A family of tissue-specific resistin-
like molecules. Proceedings of the National Academy of Sciences, 98, 502-506. 

STRATTON, P., TUOMALA, R. E., ABBOUD, R., RODRIGUEZ, E., RICH, K., PITT, J., DIAZ, C., HAMMILL, H. & 
MINKOFF, H. 1999. Obstetric and newborn outcomes in a cohort of HIV-infected pregnant 
women: a report of the women and infants transmission study. J Acquir Immune Defic Syndr 
Hum Retrovirol, 20, 179-86. 

STUPIN, J. H. & ARABIN, B. 2014. Overweight and Obesity before, during and after Pregnancy: Part 1: 
Pathophysiology, Molecular Biology and Epigenetic Consequences. Geburtshilfe Frauenheilkd, 
74, 639-645. 

SUWAKI, N., MASUYAMA, H., NAKATSUKASA, H., MASUMOTO, A., SUMIDA, Y., TAKAMOTO, N. & 
HIRAMATRSU, Y. 2006. Hypoadiponectinemia and circulating angiogenic factors in overweight 
patients complicated with pre-eclampsia. Am J Obstet Gynecol, 195, 1687-92. 

SUY, A., MARTÍNEZ, E., COLL, O., LONCA, M., PALACIO, M., DE LAZZARI, E., LARROUSSE, M., 
MILINKOVIC, A., HERNÁNDEZ, S., BLANCO, J. L., MALLOLAS, J., LEÓN, A., VANRELL, J. A. & 
GATELL, J. M. 2006. Increased risk of pre-eclampsia and fetal death in HIV-infected pregnant 
women receiving highly active antiretroviral therapy. AIDS, 20, 59-66. 

SYSTEMS, R. DuoSet ELISA Development System human Adiponectin/Acrp30. 
TAGGART, N. R., HOLLIDAY, R. M., BILLEWICZ, W. Z., HYTTEN, F. E. & THOMSON, A. M. 1967. Changes 

in skinfolds during pregnancy. Br J Nutr, 21, 439-51. 
TANG, P., HUNG, M.-C. & KLOSTERGAARD, J. 1996. Human pro-Tumor Necrosis Factor Is a Homotrimer. 

Biochemistry, 35, 8216-8225. 
TAYLOR, R. N. & ROBERTS, J. M. 1999. Endothelial cell dysfunction. Chesley’s Hypertensive Disorders in 

Pregnancy. 2nd ed. Stanford, CT: Appleton & Lange, 395-429. 
TAYLOR, R. N., VARMA, M., TENG, N. N. H. & ROBERTS, J. M. 1990. Women with Preeclampsia have 

Higher Plasma Endothelin Levels than Women with Normal Pregnancies. Journal of Clinical 
Endocrinology & Metabolism, 71, 1675-1677. 

TESFAYE, F., NAWI, N. G., VAN MINH, H., BYASS, P., BERHANE, Y., BONITA, R. & WALL, S. 2006. 
Association between body mass index and blood pressure across three populations in Africa 
and Asia. J Hum Hypertens, 21, 28-37. 

TIE WEIWEI, YU HAIYAN, CHEN JUAN, WANG XIAODONG, CHEN WEIBO & ZHOU RONG 2009. 
Expressions of Adiponectin Receptors in Placenta and Their Correlation With Preeclampsia. 
Reproductive Sciences, 16, 676-684. 

TIEN, P. C., COLE, S. R., WILLIAMS, C. M., LI, R., JUSTMAN, J. E., COHEN, M. H., YOUNG, M., RUBIN, N., 
AUGENBRAUN, M. & GRUNFELD, C. 2003. Incidence of lipoatrophy and lipohypertrophy in the 
women's interagency HIV study. J Acquir Immune Defic Syndr, 34, 461-6. 



 - 140 - 

TROGSTAD, L. I., ESKILD, A., MAGNUS, P., SAMUELSEN, S. O. & NESHEIM, B.-I. 2001. Changing paternity 
and time since last pregnancy; the impact on pre-eclampsia risk. A study of 547 238 women 
with and without previous pre-eclampsia. International Journal of Epidemiology, 30, 1317-
1322. 

UDJO, E. O. 2006. Estimation of mortality from vital registrations in South Africa. Curr HIV Res, 4, 469-
74. 

UKKOLA, O. 2002. Resistin - a mediator of obesity-associated insulin resistance or an innocent 
bystander? Eur J Endocrinol, 147, 571-4. 

UKKOLA, O. & SANTANIEMI, M. 2002. Adiponectin: a link between excess adiposity and associated 
comorbidities? Journal of Molecular Medicine, 80, 696-702. 

UNAIDS 2008. Report on the global AIDS epidemic. . In: HIV/AIDS, J. U. N. P. O. (ed.). Geneva. 
UNAIDS 2013. UNAIDS: Global Report on the Global AIDS epidemic. . In: (UNAIDS), J. U. N. P. O. H. A. 

(ed.). Geneva, Switzerland. 
VERKAUSKIENE, R., DOLLFUS, C., LEVINE, M., FAYE, A., DEGHMOUN, S., HOUANG, M., CHEVENNE, D., 

BRESSON, J.-L., BLANCHE, S. & LEVY-MARCHAL, C. 2006. Serum Adiponectin and Leptin 
Concentrations in HIV-Infected Children with Fat Redistribution Syndrome. Pediatr Res, 60, 
225-230. 

VIGANO, A., BRICALLI, D., TRABATTONI, D., SALVAGGIO, A., RUZZANTE, S., BARBI, M., DI SANZO, G., 
PRINCIPI, N. & CLERICI, M. 1998. Immunization with both T cell-dependent and T cell-
independent vaccines augments HIV viral load secondarily to stimulation of tumor necrosis 
factor alpha. AIDS Res Hum Retroviruses, 14, 727-34. 

VILLAMOR, E., MSAMANGA, G., SPIEGELMAN, D., COLEY, J., HUNTER, D. J., PETERSON, K. E. & FAWZI, 
W. W. 2002. HIV status and sociodemographic correlates of maternal body size and wasting 
during pregnancy. Eur J Clin Nutr, 56, 415-24. 

WAJANT, H., PFIZENMAIER, K. & SCHEURICH, P. 2003. Tumor necrosis factor signaling. Cell Death 
Differ, 10, 45-65. 

WALKER, A. 1995. Diseases of Lifestyle in South Africa:Review of Research and Identification of 
essential health priority. Cape Town Medical Research Council. 

WANG, M. X., BROWN, M. A., BUDDLE, M. L., CARLTON, M. A., CARIO, G. M. & WHITWORTH, J. A. 
1994. Endothelin excretion in hypertensive pregnancy. Relationship to glomerular filtration 
rate, blood pressure, and sodium excretion. American Journal of Hypertension, 7, 308. 

WANG, Z. & NAKAYAMA, T. 2010. Inflammation, a link between obesity and cardiovascular disease. 
Mediators Inflamm, 2010, 535918. 

WAUGH, J., BELL, S. C., KILBY, M. D., LAMBERT, P., SHENNAN, A. & HALLIGAN, A. 2005. Urine protein 
estimation in hypertensive pregnancy: which thresholds and laboratory assay best predict 
clinical outcome? Hypertens Pregnancy, 24, 291-302. 

WAY, J. M., GORGUN, C. Z., TONG, Q., UYSAL, K. T., BROWN, K. K., HARRINGTON, W. W., OLIVER, W. R., 
JR., WILLSON, T. M., KLIEWER, S. A. & HOTAMISLIGIL, G. S. 2001a. Adipose tissue resistin 
expression is severely suppressed in obesity and stimulated by peroxisome proliferator-
activated receptor gamma agonists. J Biol Chem, 276, 25651-3. 

WAY, J. M., GÖRGÜN, C. Z., TONG, Q., UYSAL, K. T., BROWN, K. K., HARRINGTON, W. W., OLIVER, W. R., 
WILLSON, T. M., KLIEWER, S. A. & HOTAMISLIGIL, G. S. 2001b. Adipose Tissue Resistin 
Expression Is Severely Suppressed in Obesity and Stimulated by Peroxisome Proliferator-
activated Receptor γ Agonists. Journal of Biological Chemistry, 276, 25651-25653. 

WHO 2003. WHO Fact Sheet: Obesity and overweight 2003. 
WILD, D. 2005. The immunoassay handbook, Amsterdam; Boston; Paris [etc.], Elsevier. 
WIMALASUNDERA, R. C., LARBALESTIER, N., SMITH, J. H., DE RUITER, A., MC, G. T. S. A., HUGHES, A. D., 

POULTER, N., REGAN, L. & TAYLOR, G. P. 2002. Pre-eclampsia, antiretroviral therapy, and 
immune reconstitution. Lancet, 360, 1152-4. 



 - 141 - 

WOLF, H. K., ZARNEGAR, R., OLIVER, L. & MICHALOPOULOS, G. K. 1991. Hepatocyte growth factor in 
human placenta and trophoblastic disease. Am J Pathol, 138, 1035-43. 

WOLZ, M., CUTLER, J., ROCCELLA, E. J., ROHDE, F., THOM, T. & BURT, V. 2000. Statement from the 
National High Blood Pressure Education Program: prevalence of hypertension. American 
Journal of Hypertension, 13, 103-104. 

WONG, L. F. A., STUART, B. & GLEESON, N. 2007. Triploidy partial mole and proteinuric hypertension. 
Journal of Obstetrics & Gynaecology, 27, 424-425. 

XU, P., WANG, Y. L., ZHU, S. J., LUO, S. Y., PIAO, Y. S. & ZHUANG, L. Z. 2000. Expression of matrix 
metalloproteinase-2, -9, and -14, tissue inhibitors of metalloproteinase-1, and matrix proteins 
in human placenta during the first trimester. Biol Reprod, 62, 988-94. 

YAMAUCHI, T., KAMON, J., MINOKOSHI, Y., ITO, Y., WAKI, H., UCHIDA, S., YAMASHITA, S., NODA, M., 
KITA, S., UEKI, K., ETO, K., AKANUMA, Y., FROGUEL, P., FOUFELLE, F., FERRE, P., CARLING, D., 
KIMURA, S., NAGAI, R., KAHN, B. B. & KADOWAKI, T. 2002. Adiponectin stimulates glucose 
utilization and fatty-acid oxidation by activating AMP-activated protein kinase. Nat Med, 8, 
1288-95. 

ZHANG, J., ZEISLER, J., HATCH, M. C. & BERKOWITZ, G. 1997. Epidemiology of pregnancy-induced 
hypertension. Epidemiol Rev, 19, 218-32. 

ZHANG, Y., PROENCA, R., MAFFEI, M., BARONE, M., LEOPOLD, L. & FRIEDMAN, J. M. 1994a. Positional 
cloning of the mouse obese gene and its human homologue. Nature, 372, 425-32. 

ZHANG, Y., PROENCA, R., MAFFEI, M., BARONE, M., LEOPOLD, L. & FRIEDMAN, J. M. 1994b. Positional 
cloning of the mouse obese gene and its human homologue. Nature, 372, 425-432. 

ZUSTERZEEL, P., MORSCHE, R., RAIJMAKERS, M., ROES, E., PETERS, W. & STEEGERS, E. 2002. Paternal 
contribution to the risk for pre-eclampsia. Journal of Medical Genetics, 39, 44-45. 

ZUSTERZEEL, P. L., PETERS, W. H., VISSER, W., HERMSEN, K. J., ROELOFS, H. M. & STEEGERS, E. A. 2001. 
A polymorphism in the gene for microsomal epoxide hydrolase is associated with pre-
eclampsia. J Med Genet, 38, 234-7. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 - 142 - 

 

 

 

 

 

 

 

CHAPTER 6 

ADDENDUM 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 - 143 - 

ADDENDUM 1 POSTGRADUATE APPROVAL 

  
 

 

 



 - 144 - 

ADDENDUM 2 INSTITUTIONAL ETHICS APPROVAL 

 
 



 - 145 - 

ADDENDUM 3 PERMISSION TO CONDUCT RESEARCH 

  

 
 
 
 
 
 
 
 
 



 - 146 - 

ADDENDUM 4 CONSENT DOCUMENT 

Title of Study: The Role of adiponectin, TNF, leptin and resistin in HIV associated pre-

eclamptics 

 

Good day.  Miss/ Mrs ________________. My name is __________________ 

Thank you for giving me the time to speak to you. 

 

My colleagues and I are currently doing research on high blood pressure and pregnancy. 

Research is just the process to learn the answer to a question. In this study, we want to learn 

what causes this high blood pressure in pregnant women and what factors may be involved in 

causing this to happen.   

 

When you are pregnant, the baby growing inside of you actually receives nutrition from a piece 

of tissue that is attached to your womb called the placenta or after birth. We think that certain 

substances/hormones made in the fat affect the way that this placenta develops and leads to 

high blood pressure. 

We are inviting you to participate and require your permission to be included in this research 

study.  This is what your role will be in this study.  We need you to donate a blood sample to 

perform some laboratory tests on it.  This will not harm you or your baby in any way. Please be 

aware that an experienced doctor will be available to draw out the blood. The taking of the 

blood will be done at the same time as the normal or routine blood tests are done to avoid many 

venipunctures. The taking of blood may cause minor discomfort. 

 

 All these samples are being collected here in this hospital from South African woman and will 

be studied at the Nelson Mandela Medical School.  You will not directly benefit from this 

research in this pregnancy but other women or you in the future may benefit. The taking of the 

bloods will not interfere with the treatment you will be getting. 

 

Please note that this research is being done for a higher degree or university qualification. The 

results of this will benefit medical science. 
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Please remember that you can refuse to enter the study and if you do you will not be 

disadvantaged in any way and all our discussions are private and confidential. 

 

Thank you for your time and assistance in this study. 

 

Islwoko sokufundwayo: 

Ngiyabingelela Nkosazane / Nkosikazi. Igama lami ngingu ___________________________ 

Ngiyabonga ukuthola ithuba lokukhuluma nawe 

 

Mina nozakwethu senza ucwaningo ngomfutho wegazi nokukhulelwa. Ucwaningo ngomfutho 

nokuphendulwa kwemibuzo. Kulolucwaningo sifuna ukathola ukuthi ubangwa yini umfutho 

ophezulu wegazi komama abakhulelwe nemiphumela yokuthi loko kwenzeke. 

 

Uma ukhulelwe ingane ekhula ngaphakathi ithola ukudla ngesicubu senyama esinamathele 

esibelethweni esibizwa ngomzanyana. Sicabangela ukuthi ukulakheka kwamafutha 

kuphazamisa indlela umzanyana akhula ngayo lokho okwenza ukwenyuka komfutho wegazi. 

Sifisa ukukumema sisebenzisane nawe kulolucwa-ningo. Yilokhu ozosenzela khona. Sicela 

usinikelele ngegazi lokwenza lokuwaningo. Lokhu akuzukukulimaza wena noma umntwana 

nanoma ngayiphi indlela. Sifisa wazi ukuthi udokotela oqeqeshekile ozobakhona ukuthatha 

igazi. Ukuthathwa kwegazi kokwenziwa kanyekanye nalokhe okujwayelekile ukuvimbela 

ukujovwa kaningi. Ukuthathwa kwegazi kungenza uzizwe ungemnandi kahle. 

 

Leziziboniso eziqoqwe kwabesifazane base mzansi Africa kuzofundwa nguzo eskoleni 

sobudokotela iNelson Mandela. Akukho wena ozokuthola ngqo ngalolucwaning kadwa abanye 

besifazane noma wena ngokuzayo. Ukuthathwa kwegazi akuzulwba namthelela kwimithi 

oyithdayo. 

Lolucwaningo lwenzelwe ezemfundo ephakeme. Imiphumda izosiza kwezobudokotela. 

Khumbula ukuthi ungakwazi ukunqaba ukungenela lolucwaningo futhi ngalokho akukho 

okokulahlekela. 

 

Siyabonga isikhethi sakho nokusiza ngalesesisifundo.  
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Information for non pregnant women: 

Title of Study: The Role of adiponectin, TNF, leptin and resistin in HIV associated pre-

eclamptics 

 

Good day.  Miss/ Mrs ________________. My name is __________________ 

Thank you for giving me the time to speak to you. 

 

My colleagues and I are currently doing research on high blood pressure and pregnancy and 

HIV. Research is just the process to learn the answer to a question. In this study, we want to 

learn what causes this high blood pressure in pregnant women and what factors may be 

involved in causing this to happen.  We also want to know how HIV may also lead to problems 

with high blood pressure. 

When you are pregnant, the baby growing inside of you actually receives nutrition from a piece 

of tissue that is attached to your womb called the placenta or after birth. We think that certain 

substances/hormones made in the fat affect the way that this placenta develops and leads to 

high blood pressure. We also think that HIV on its own can increase these substances that leads 

to high blood pressure when you are not pregnant. 

We are inviting you to participate and require your permission to be included in this research 

study.  This is what your role will be in this study.  We need you to donate a blood sample to 

perform some laboratory tests on it.  This will not harm you. Please be aware that an 

experienced doctor will be available to draw out the blood. The taking of the blood will be done 

at the same time as the normal or routine blood tests are done to avoid many venipunctures. 

The taking of blood may cause minor discomfort. 

All these samples are being collected here in this hospital from South African woman and will 

be studied at the Nelson Mandela Medical School.  You will not directly benefit from this 

research but other women or you in the future may benefit. The taking of the bloods will not 

interfere with the treatment you will be getting. 

 Please note that this research is being done for a higher degree or university qualification .The 

results of this will benefit medical science. 

Please remember that you can refuse to enter the study and if you do you will not be 

disadvantaged in any way and all our discussions are private and confidential. 

 

Thank you for your time and assistance in this study 
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Ulwazi kwabesifazane abangakhulelwe 

Ngiyabingelela Nkosazane / nkosikazi___________________________________________ 

Igama lami ngingu______________________________________________. Ngibonga ithuba 

ongipha lona lokuxoxa nawe.  

 

Mina nozakwethu senza ucwaningo ngonifutho ophezulu wegazi, ukukhulelwa nesandulele 

ngculazi. Ubwaningo indlela yokufunda ukuphendula imibuzo. Kulokufunda sifuna ukuthola 

izimbangela zomfutho ophezulu wegazi kwabesifazane abakhulelwe. 

 

Uma ukhulelwe, ingane ekhula ngaphakathi ithola ukudla ngesicubu senyama esinamathele 

kwisibeletho esbizwa ngomzanyana. Sicabagela ukuthi ukwakheka kwamafutha ikhona nokuthi 

isandilela ngculazi ngokwaso singabangela ukwenyaka komfutho wegazi noma ungakhulelwe. 

 

Siyakumena ngokwemvume yakho ukuba ube yingxenye yalokcwaningo. Yilokhu ozosisiza 

ngakho kulesisifundo. Sifisa unikele ngegazi elizosetshenzi swa ukuyohlolwa. Lokhu 

akunabungozi kuwe. Qaphela ukuthi udokotela oqeqehekile ozobekhona ukuthatha igazi. 

Ukuththwa kwegazi kuzokwenziwa ngasikhathi sinye namanye amagazi ukubalekela ukujovwa 

kiningi. Ukuthathwa kwegazi kungenza uzizwe ungemnandi kahle.  

 

Leziziboniso eziqoqwe kwabesifazane baseMzansi Afrika kuzofundwa ngazo esikoleni 

sobudokotela iNelson Mandela. Akukho lutho wena ozokuthola ngqo kulolucwaningo kodwa 

abanye besifazane noma wena ngokuzayo. Ukuthathwa kwegazi akuzukuba namthelela 

kwimithi oyitholayo. 

 

Lolucwaningo lwenzelwe ezenfundo ephakeme. Imiphumela iyosiza kwezobudoktela. 

 

Khumbula ungakwazi ukunqaba ukungenela lolcwaningo futhi ngalokho akukho 

okokulahlekela lolucwaningo futhi ngalokho akukho okokulahlekela. Okoxoxiwe kuzogcinwa 

kuyimfihlo kuvikelekile. 

 

Sibonga ukubambisana kulesisifundo. 
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ADDENDUM 5 PATIENT DATA FORM 

 

THE ROLE OF ADIPONECTIN / RESISTIN / LEPTIN / TNFα IN 

HIV-ASSOCIATED 

PRE-ECLAMPSIA      
     Study no: 

 
   IP number 

Category (tick): (more than 1 catergory may require a tick) 

1. Pre-eclamptic HIV +ve CD4 < 350:   □ 
2. Pre-eclamptic HIV +ve CD4 > 350:   □ 
3. Pre-eclamptic HIV -ve CD4 :             □ 
4. Pregnant Normotensive HIV +ve CD4 < 350:   □ 
5. Pregnant Normotensive HIV +ve CD4 > 350:    □ 
6. Pregnant Normotensive HIV -ve:                       □ 
7. Onset pre-eclampsia before 34 wks   □ 
8. Onset of pre-eclampsia at or after 34wks □ 
9. Normotensive , Non Pregnant              □ 

☺No exclusion criteria present (check against list)□ 
 

 
 
 
             Please place hospital sticker here 
 
 
 

 
 



 - 151 - 

THE FOLLOWING BLOODS MUST BE TAKEN FOR THE PURPOSES 
OF THIS STUDY. PLEASE TICK IF THE BLOODS TAKEN  

1. ADIPONECTIN                       □ 

2. LEPTIN                                    □ 

3. RESISTIN                               □ 

4. TNFα                                    □                 

                

          General hospital information 

Admission date  RKK no.  

 
Demographics 

Age   

Area of 
Residence 
(tick) 

Rural Urban  

Smoke (y/n)  No. of 
cigarettes/day  

 

 

HIV Status +ve -ve 

CD4 counts   

   

Anti Retroviral therapy Yes no 

HAART   

PMCTC   

 
Reason for attending clinic if Non pregnant, Normotensive 
patient_____________________________________________________
___________________________________________________ 
 
MATERNAL TREATMENT 

Type of Treatment Yes No 

Magnesium sulphate   

Aldomet   

Monoohydralazine   

Nifedipine   

Dihydralazine (nepresol)   

Labetalol   
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Others   

 
Clinical Data  
Parity P:         G: Weeks gestation on admission  

Reason for previous pregnancy loss (If any) 

Highest BP Systolic:                     Diastolic: 

Maternal weight  Maternal height  
 

Midarm circumference 
 

Triceps skin fold thickness 

Oedema (tick) ankle Up to knee Up to groin Generalised (facial) 

Lab 
results 
 
(or 
attach 
copy of 
results) 

proteinuria Dipstick 

Lab 24hr protein 

Creatinine clearance 

Full blood 
count 

Red cell count  White cell count  

Haemoglobin  Neutrophils  

Haematocrit  Lymphocytes  

Mean cell volume  Monocytes  

Mean cell Hb  Eosinophils  

Platelets  Basophils  

Urea and 
electrolyte 

Sodium  Urea  

Potassium  Creatinine  

Chloride  Anion gap  

CO2    

Liver 
function 
tests 

Total protein  Alkaline phos  

Albumin  AST  

Globulin  ALT  

Alb : Glob  LDH  

Total bilirubin    

 
Antenatal Fetal Investigations  

Type (tick ) Note any abnormalities 
Sonar  

 
Doppler  

 
Electronic fetal HR  

 

 
Birth details 

Weeks of gestation at time of  birth  
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Date of birth     

 

Time of birth 

Indication for 
delivery  
(tick one) 

Maternal interest 
 

Fetal  
Distress 
 

Combination of Maternal 
and fetal interest. 

CTG abnormal 

MSL 

IUGR 

 Explain above if 
relevant 
 

Explain above if 
Relevant 
 

Explain above if relevant 

Diagnosis:  
Eclampsia, 
severe abruptio  
infection 
 

Method of 
Delivery (tick 
one) 

Normal vaginal Caesarean 

Spontaneous  Elective  

Induced  Emergency  

Complications 
in labour. 

Eclampsia –
related (tick) 

Severe pre-eclampsia Imminent eclampsia 

Abruptio-
placentae 

 

Other (explain) 

 
Baby details at birth 

APGAR 1 min  5 min  

Baby (tick) Live  Stillborn  

 Perinatal death 
(1st 7days) 

 Neonatal death 
(up to 28 days) 

 

Baby weight 
(kgs) 

 

 
 
Placental details 

Shape Normal abnormal 

Weight (grams)  

Diameter (cm)  

Thickness (cm) Less than 2cm 2-3cm More than 4 

Colour Maternal surface Dark Maroon Pale 

Fetal surface Dark  Pale 
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Infarcts 
(maternal 
surface ) 

Amount of 
infarcted tissue  

clear mild severe 

Colour of infarcts 
(if present) 

Pale grey Very dark Both 

Clots (maternal 
surface) tick 

None few many 

Umbilical cord Point of 
attachment  

central peripheral 

Length Less than 30 
cm 

30-90 cm Greater than 
90 cm 

No of vessels 3 2 

Oedema present absent 

 
FOLLOW UP DATA PRIOR TO DISCHARGE FROM HOSPITAL 
Date:____________        Inpatient / Outpatient visit: _____________ 
 

Oedema (tick) ankle Up to knee Up to groin Generalised (facial) 

 
Any other observations/clinical data/information of relevance for mother: 
(Maternal complications / morbidity) 
_____________________________________________________________________
_____________________________________________________________________
_____________________________________________________________________
_____________________________________________________________________
____________________________________________ 
 

Baby weight: _______________ Maternal BP: ____________________ 
  

Feeding 
choice 

formula  Breast flash 
heating 

not fed TPN 

Cranial scan  

 

Morbidities in early NN period 

Resp Distress  
 

HMD, TTN, Pneum ?Mas, other  

CNS  
 

Asphyxia, meningitis  

Metabolic  
 

hypoglycaemia, electrolyte 
imbalance 

Other 

hypothermia,   

Infections   
 

Minor  
 

Skin, 

  eye, 

  umbilicus, 
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  Suspected sepsis   

  normal WCC +CRP 

 Major 
 
 

Pneumonia, 

  Septicaemia  (positive 
BC), 

  meningitis (positive 
culture 

  NEC, 

  susp sepsis + low wcc 
and raised CRP 
(negative culture) 
 

 
All positive cultures = severe infections. CPAP and ventilalion = severe illness 
 
 
 
Any other observations/clinical data/information of relevance for child: 
(Neonatal complications / morbidity) 
_____________________________________________________________________
_____________________________________________________________________
_____________________________________________________________________
_____________________________________________________________________
____________________________________________ 
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FOLLOW UP DATA AFTER DISCHARGE FROM HOSPITAL 

 
Date:____________        Inpatient / Outpatient visit: _____________ 
 

Oedema (tick) Ankle Up to knee Up to groin Generalised (facial) 

 

Baby weight: _______________ Maternal BP: ____________________ 
  

Any other observations/clinical data/information of relevance for mother or child: 
_____________________________________________________________________
_____________________________________________________________________
_____________________________________________________________________
_____________________________________________________________________

____________________________________________ 
 

HIV status of baby 6 
weeks post delivery 

HIV +ve (PCR) HIV –ve 

CD4 count    
Baby NVP and AZT  

Bactrim yes/no 

 (7 days or 28 days) 

   

 

Late Morbidities   

Neurological impairment 
 

 

BPD 
 

 

ROP 
 

 

Nutritional  

 
Outcomes 

Alive well 
 

 

Alive ill   - record morbidities as 
above 

 

Minor infections, HIV related 
infections,ROP and Audiology if small 
babies (<34 weeks), feeding choices 

ENND 
 

 

LNN  
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ADDENDUM 6 COLLABORATION WITH STATENS SERUM INSTITUT  
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ADDENDUM 7 EXPORT PERMIT- SA TO COPENHAGEN, DENMARK 

 


