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ABSTRACT

Historically, genetics and lifestyle have been considered 
the primary underlying causes of hypertension. However, 
recent epidemiological studies indicating that size at birth 
is linked to increased cardiovascular risk and hypertension 
in later life suggest that prenatal influences contribute 
to the development of hypertension and cardiovascular 
disease. Confirmatory findings from animal studies de-
monstrate that prenatal programming occurs in response 

to an adverse fetal environment and leads to permanent 

alterations in the structure and pathophysiology of the fetus 
resulting in the disregulation of blood pressure control and 
an increased cardiovascular risk in later life. This review 
will concentrate on the common phenotypic outcomes of 
prenatal programming and discuss potential mechanisms 
that mediate these adaptive responses. 
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INTRODUCTION
Historically the etiology of hypertension and cardiovascular disea-
se has included genetic and lifestyle influences. However, based 
on geographical studies linking infant mortality from the early 
1900’s and mortality ratios from coronary heart disease 50 years 
later, David Barker proposed that the prenatal environment was 
also a major influence for later cardiovascular risk1. Furthermore, 
Barker proposed that the prenatal programming of adult disease 
occurs in response to an adverse influence during intrauterine 
life that leads to adaptations by the fetus to allow fetal survival, 
but results in long-term permanent changes in the physiology, 
endocrinology, and structure of the fetus predisposing that in-
dividual to an increased cardiovascular risk in later life2. To date, 
this hypothesis has been confirmed by numerous epidemiological 
studies3,4,5 and by experimental studies utilizing animal models 
that mimic the condition of slow fetal growth associated with 

increased risk for adult disease with a strong emphasis centered 
on investigation into the mechanisms involved in the prenatal 
programming of blood pressure6-12. With fetal undernutrition, 
fetal growth is limited, resulting in a small for gestational age 
newborn13. Fetal adaptations to undernutrition in late gestation 
result in a redistribution of blood flow leading to an asymmetric 
form of intrauterine growth restriction (IUGR)2,13 associated 
with an increased risk for chronic adult disease14. Numerous 
methods have been employed to induce fetal undernutrition in 
animal studies. Methods include maternal undernutrition during 
gestation7,8,10,11, placental insufficiency6,9, or pharmacological 
manipulations12. Despite subtle differences in the method of 
insult, common phenotypic outcomes are observed in these 
different animals models of prenatal programming and demons-
trate characteristics reflective of the human condition of slow 
fetal growth including asymmetric fetal growth restriction14, 
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decreased nephron number15,16, impaired vascular function17,18, 
and marked elevations in blood pressure3,4,5. Although there is 
convincing epidemiological and experimental data to suggest 
that cardiovascular disease and hypertension are programmed 
by prenatal influences, the underlying pathophysiological me-
chanisms remain unclear. 

REDUCED NEPHRON NUMBER
One mechanism that may contribute to the prenatal program-
ming of hypertension may involve the ability of the kidneys to 
maintain normal excretory function. Total nephron number in 
humans is correlated with birth weight suggesting a reduction 
in nephron complement may limit the ability of the kidneys to 
maintain normal excretory function15,16. A reduction in nephron 
number is a common adaptive outcome observed in many 
animal models of prenatal programming induced by different 
methods of prenatal insult despite the different species utilized 
for study7,10,11,12,19,20. Proper renal development requires a balance 
of proliferative and apoptotic processes leading to the develop-
ment of the permanent kidney21. An increase in renal apoptosis 
is observed in models of prenatal programming induced by 
placental insufficiency19 and undernutrition 10,22 suggesting that 
disregulation of apoptotic factors contributes to the prenatal 
programming of reduced nephron complement. Alterations in the 
apoptosis cascade associated with a reduction in nephron num-
ber in IUGR may involve cyclooxygenase-2 (COX-2), an enzyme 
linked to inhibition of apoptosis23. Renal expression of COX-2 is 
decreased in the developing kidney of IUGR offspring exposed to 
placental insufficiency in the rat24. Importantly, inhibition of COX-2 
during pregnancy in the rat leads to alterations in renal struc-
ture of the offspring25 implicating an important role for COX-2 
in nephrogenesis. COX-2 expression is also down-regulated in 
response to overexposure to glucocorticoids26. A decrease in 
11 beta-hydroxysteroid dehydrogenase type 2 (11B-HSD2), an 
enzyme that inactivates cortisol, thus serving as a barrier for fetal 
exposure to maternal glucocorticoids, is observed in pregnancies 
complicated by IUGR24 and in models of prenatal programming 
induced by placental insufficiency27 or maternal undernutrition 
during gestation28 in the rat. Administration of glucocorticoids 
during gestation in the rat and sheep leads to reduced nephron 
number12,29,30,31 suggesting a causative role for glucocorticoids 
in the prenatal programming of reduced nephron number. Thus, 
exposure to glucocorticoids under conditions that mediate 
IUGR may lead to a reduction in COX-2 and an increase in renal 
apoptosis leading to a reduction in nephron compliment. Meta-
bolites of COX-2 are also implicated in renin release32 and down-
regulation of COX-2 leading to suppression of renin may also be 
an intrinsic component of the mechanistic pathway involved 
in the prenatal programming of reduced nephron compliment. 

A reduction in the renal RAS is observed at birth in models of 
prenatal programming induced by placental insufficiency33,34 and 
maternal undernutrition11. Furthermore, perinatal blockade of the 
renin angiotensin system (RAS) leads to marked reductions in 
nephron number associated with marked increases in blood 
pressure in the offspring35,36 indicating that suppression of the 
RAS during nephrogenesis contributes to reduced nephron 
compliment. Further investigation is warranted to determine the 
exact integration of the COX-2 and RAS mechanistic pathways in 
the prenatal programming of reduced nephron number. Further 
investigation is also warranted to determine whether a reduction 
in nephron number plays an important role in the etiology of 
prenatal programmed hypertension. 

Although numerous investigators have examined the im-
portance of reduced nephron complement in the etiology of 
hypertension programmed by prenatal insult, whether a reduc-
tion in nephron number is a critical component in the etiology 
of prenatal programmed hypertension is unclear. Neonatal 
uninephrectomy is associated with hypertension in the rat37 
and genetic manipulation via conditional knockout of fibroblast 
growth factor receptor 2, a growth factor that is expressed in 
the developing kidney38, also induces a reduced nephron com-
plement associated with marked increases in blood pressure39. 
However, glucocorticoid exposure in the spiny mouse leads to a 
marked reduction in nephron number that is not associated with 
a marked increase in blood pressure31 suggesting a reduction in 
nephron number resulting from an insult during nephrogenesis 
is not always sufficient to increase blood pressure. Additionally, 
a reduction in nephron number in animal models of prenatal 
programming is consistently associated with an increase in 
glomerular volume40. Thus, an increase in glomerular size may 
be a sign of compensatory hyperfiltration and hypertrophy in 
response fewer nephrons at birth. Glomerular filtration rate is 
not decreased in a model of prenatal programming induced by 
placental insufficiency6 suggesting mechanisms that are not 
renal hemodynamically mediated contribute to hypertension 
programmed by prenatal insult. Therefore, although a reduction 
in nephron number may diminish resistance to mechanisms of 
renal damage in adult life41,42, other systems critical to the long-
term regulation of sodium and volume homeostasis such as the 
sympathetic nervous system (SNS) or the RAS may contribute 
to hypertension programmed by prenatal insult. 

IMPAIRED VASCULAR FUNCTION
Vascular dysfunction is implicated in the etiology of cardiovascu-
lar disease43 and may also contribute to hypertension program-
med by prenatal insult. Impaired vascular function is observed 
in healthy low birth weight individuals17 including children18 
suggesting that endothelial dysfunction is a consequence of 
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SNS activation are unknown. Hypoxia is a potent stimulator of 
hyperinnervation54 and hypoxia induced in response to placental 
insufficiency during fetal development may serve as a stimulus 
for increased renal sympathetic outflow. Sustained increases 
in renal sympathetic nerve activity can also occur as a result of 
the central actions of ANG II59. ANG II is elevated in areas of the 
brain critical to cardiovascular regulation in models of prenatal 
programmed hypertension60 indicating that integrative actions by 
different regulatory systems may contribute to the programming 
effects on blood pressure regulation.

The RAS is also demonstrated to play a critical role in the 
maintenance of hypertension programmed by prenatal insult. 
The RAS is a major regulatory system involved in the long-term 
regulation of blood pressure control and volume homeostasis61. 
Blockade of the RAS prevents or abolishes hypertension in 
animal models of prenatal programming induced by maternal 
protein restriction during gestation or placental insufficiency 
demonstrating the importance of the RAS in the etiology of 
prenatal programmed hypertension62-65. Although suppression 
of the intrarenal RAS is observed at birth11, later inappropriate 
activation including increased expression of angiotensin type II 
receptors66,67, in addition to, increased sensitivity to angiotensin 
II is observed in animal models of prenatal programming induced 
by maternal protein restriction during gestation. A critical role 
for the central RAS is also implicated in mediating hypertension 
programmed in response to gestational protein undernutrition. 
AT1R binding is elevated in areas of the brain involved in cardio-
vascular regulation in offspring from protein restricted dams60. 
Blockade of the RAS administered via an intracerebroventricular 
cannula abolishes hypertension in the low protein offspring 
indicating the importance of central ANG II in the maintenance 
of programmed hypertension60. Therefore, activation of the RAS 
occurs in response to adverse prenatal influences and contri-
butes to the disregulation of blood pressure control. Although 
the exact mechanisms leading to inappropriate activation of the 
RAS remain unknown, prenatal exposure to glucocorticoids may 
contribute to the increased expression of central ANG II68; SNS 
activation may be a factor in the later inappropriate activation 
of the systemic RAS.

An increase in oxidative stress is indicated to play an im-
portant role in essential and experimental hypertension69. An 
increase in oxidant status is observed in animal models of pre-
natal programming70,71 and in children born small for gestation72. 
Treatment with the superoxide dismutase mimetic, tempol71, or 
the lipid peroxidation inhibitor, lazaroid70, abolishes hypertension 
in animals models of prenatal programming induced by gestatio-
nal undernutrition suggesting oxidative stress may play a critical 
role in the prenatal programming of hypertension. Recent studies 
indicate that a loss of nitric oxide bioavailability may contribute to 

prenatal insult and thus, a contributor to increased cardiovas-
cular risk. Impaired vascular function is a common phenotypic 
outcome in experimental models of prenatal programming. 
Vasoconstriction to angiotensin II (ANG II) is exacerbated in 
animal models of prenatal programming induced by maternal 
protein restriction during gestation44,45, an effect reversed by 
angiotensin converting enzyme (ACE) inhibition or blockade of 
the angiotensin type 2 receptor (AT1R)44. Although an enhanced 
vascular responsiveness to ANG II is not observed in response 
to prenatal exposure to dexamethasone, chronic ANG II does 
increase blood pressure45, suggesting a role for the RAS in the 
prenatal programming of impaired vascular function. Reduced 
nitric oxide bioavailability and increased oxidative stress may 
also contribute to impaired vascular function observed in animal 
models of prenatal programming induced by maternal protein 
restriction during gestation46,47,48 and placental insufficiency49. 

HIGH BLOOD PRESSURE
A marked elevation in mean arterial pressure (MAP) is another 
common adaptive outcome observed in animal models of pre-
natal programming7-11. Experimental studies indicate that the 
timing of the prenatal insult is critical to the development of 
hypertension40,50. Animal studies demonstrate that when the 
prenatal insult occurs during the nephrogenic period, significant 
increases in MAP are observed40,50. However, the same insult 
initiated prior to the nephrogenic period does not lead to an 
increase in blood pressure40,50. Changes in nephron complement 
follow the blood pressure response in these studies suggesting 
that an insult during nephrogenesis leads to ‘programming’ of 
the kidneys resulting in disregulation of the normal regulatory 
systems involved in blood pressure regulation. 

Many regulatory mechanisms such as the SNS control 
sodium balance and an alteration in sympathetic activity can 
have sustained effects that result in long-term changes in ar-
terial pressure51. In humans sympathetic activation is observed 
in low birth weight individuals52,53, and is increased in response 
to hypoxia in animals54. Increased circulating catecholamines, 
neurotransmitters which serve as an indirect marker of sympa-
thetic nerve outflow, are also reported in numerous models of 
prenatal programming55,56,57. Recent studies from our laboratory 
demonstrate that the renal nerves play a critical role in the etio-
logy of hypertension programmed by placental insufficiency58. 
Renal denervation normalizes arterial pressure in IUGR offspring 
in a model of prenatal programming induced by placental insu-
fficiency in the rat with no significant effect on blood pressure 
in control offspring58. Thus, activation of the SNS and increased 
sympathetic outflow to the kidney may be one mechanism 
involved in the prenatal programming of blood pressure and 
hypertension. However, the underlying mechanisms leading to 
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increased oxidative stress73 in the disregulation of blood pressure 
and hypertension in addition to impaired vascular function. Vaso-
active factors such as ANG II69 or glucocorticoids74 can stimulate 
production of reactive oxygen species and superoxide causing an 
increase in oxidative stress and disregulation of arterial pressure 
control. Therefore, in response to an adverse prenatal influence, 
overexposure to glucocorticoids and the subsequent activation 
of the RAS may lead to increased oxidative stress and result in 
the programming of hypertension.

Sex differences are observed in human essential hyper-
tension and in experimental models of hypertension75,76,77. Sex 
differences are also observed in animal models of prenatal 
programming with severity of the prenatal insult critical to 
phenotypic outcome78. Moderate nutrient restriction during 
gestation leads to programmed hypertension in male, but not 
female offspring11,40,78; only under conditions of severe nutritional 
restriction do female offspring develop hypertension40,78. Induc-
tion of IUGR by gestational exposure to sFlt-1, an anti-angiogenic 
factor, also results in sex differences with hypertension observed 
in male, but not female offspring79. Sex differences are also ob-
served in a model of prenatal programming induced by placental 
insufficiency6,62,63. Adult male IUGR offspring exhibit significant 
elevations in mean arterial pressure relative to their adult male 
control counterparts6. Castration abolishes hypertension in adult 
male IUGR suggesting a critical role for testosterone in the 
maintenance of hypertension in IUGR offspring62. Adult female 
IUGR offspring are normotensive relative to their adult control 
counterparts; however, ovariectomy leads to a marked increase 
in MAP in female IUGR, but not control offspring63. Restoration 
of physiological levels of estradiol in ovariectomized females 
normalizes blood pressure in IUGR suggesting that estradiol 
is protective against hypertension in this model of prenatal 
programming. Although this suggests that sex hormone play a 
mechanistic role in blood pressure control in prenatal program-
ming of hypertension, their effects may not be direct, but may 
influence blood pressure via modulation of regulatory systems 
critical to the long-term control of blood pressure. 

The RAS is one such system that may contribute to sex 
differences in blood pressure control via regulation by sex 
hormones. Renin and angiotensinogen mRNA expression are 
androgen dependent80,81 and can contribute to hypertension 
in experimental models of hypertension81. In the model of 
prenatal programming induced by placental insufficiency, renal 
angiotensinogen mRNA expression is significantly increased in 
adult male IUGR offspring33. Thus, testosterone may serve as a 
stimulus for enhanced intrarenal angiotensinogen in adult male 
IUGR offspring contributing to hypertension in adulthood and sex 
differences in this model of prenatal programming. Modulation 
of the RAS by estradiol may also contribute to sex differences. 

Tissue expression of ACE, the enzyme critical to the formation of 
ANG II, is downregulated by estradiol82. In the model of prenatal 
programming induced by placental insufficiency, a significant 
increase in renal mRNA expression and activity of ACE263, an 
enzyme which generates ANG1-7, a peptide that counteracts the 
vasoconstrictor effects of ANG II83, is observed in adult female 
IUGR. Ovariectomy reduces this increase in renal ACE2 mRNA 
expression and activity in conjunction with the development 
of hypertension63 suggesting estradiol plays a protective role 
and ovariectomy leads to a decrease in the vasodilator effect 
provided by the ACE2 pathway leading to increases in blood 
pressure in adult female IUGR offspring. Therefore, permanent 
alterations in the RAS occur in response to fetal insult; and 
modulation of the RAS by sex hormones is one mechanism that 
may contribute to sex differences in blood pressure regulation 
in programmed hypertension. 

CONCLUSIONS
Epidemiological and experimental studies link fetal physiology 
to adult pathophysiology. The mechanisms whereby an adverse 
prenatal influence programs alterations in the fetal physiology 
leading to increased cardiovascular risk in later life are multifac-
torial and involve alterations in the regulatory systems critical to 
the long-term control of blood pressure regulation. Intrauterine 
growth restriction, indicative of fetal undernutrition, is associated 
with an increased exposure to glucocorticoids. Excess glucocor-
ticoids may play a key role in the programming of adult disease 
due to subsequent influences on the RAS, oxidant status, and 
ensuing increases in sympathetic outflow. Although recent stu-
dies are beginning to examine the complex mechanisms involved 
in the prenatal programming of hypertension and blood pressure, 
additional studies are needed to elucidate the integrative inte-
ractions of these pathways. Understanding the complexity of the 
prenatal programming of adult disease may lead to preventive 
measures and early detection of cardiovascular risk. 

SOURCES OF FUNDING
Dr. Alexander is supported by NIH grants HL074927 and HL51971 
awarded by the National Heart, Lung, and Blood Institute.  
Dr. Hennington is funded by NIH grant 1P20MD002725 awarded by 
the National Center on Minority Health and Health Disparities.

REFERENCES
1. Barker DJ, Winter PD, Osmond C, Margetts B, Simmonds SJ. Weight in infancy 

and death from ischaemic heart disease. Lancet 1989;2:577-80.
2. Barker, DJP. Mothers, babies, and disease in later life. London: BMJ Publishing 

Group, 1994.
3. Law CM, Shiell AW, Newsome CA, et al. Fetal, infant, and childhood growth 

and adult blood pressure: a longitudinal study from birth to 22 years of age. 
Circulation 2002;105:1088-92.



Pre-natal programming of blood pressure and hypertension
Ojeda NB, Grigore D, Hennington BS, Alexander BT

7Rev Bras Hipertens vol.15(1):3-8, 2008.

4. Mzayek F, Hassig S, Sherwin R, et al. The association of birth weight with de-
velopmental trends in blood pressure from childhood through mid-adulthood: 
the Bogalusa Heart study. Am J Epidemiol 2007;166:413-20. 

5. Gamborg M, Byberg L, Rasmussen F, et al.; NordNet Study Group. Birth weight 
and systolic blood pressure in adolescence and adulthood: meta-regression 
analysis of sex- and age-specific results from 20 Nordic studies. Am J Epidemiol 
2007;166:634-45. 

6. Alexander BT. Placental insufficiency leads to development of hypertension in 
growth restricted offspring. Hypertension 2003;41:457-62.

7. Gilbert JS, Lang AL, Grant AR, Nijland MJ. Maternal nutrient restriction in sheep: 
hypertension and decreased nephron number in offspring at 9 months of age. 
J Physiol 2005;565:137-47. 

8. Langley-Evans SC, Welham SJ, Jackson AA. Fetal exposure to a maternal protein 
diet impairs nephrogenesis and promotes hypertension in the rat. Life Sci 1999; 
64:965-74. 

9. Schreuder MF, van Wijk JA, Delemarre-van de Waal HA. Intrauterine growth 
restriction increases blood pressure and central pulse pressure measured with 
telemetry in aging rats. J Hypertens 2006;24:1337-43.

10. Vehaskari VM, Aviles DH, Manning J. Prenatal programming of adult hypertension 
in the rat. Kidney Int 2001;59:238-45.

11. Woods LL, Ingelfinger JR, Nyengaard JR, Rasch R. Maternal protein restriction 
suppresses the newborn renin-angiotensin system and programs adult hyperten-
sion in rats. Pediatr Res 2001;49:460-67.

12. Wintour EM, Moritz KM, Johnson K, Ricardo S, Samuel CS, Dodic M. Reduced 
nephron number in adult sheep, hypertensive as a result of prenatal glucocor-
ticoid treatment. J Physiol 2003;549:929-35.

13. Bernstein I, Gabbe SG, Reed KL. “Intrauterine growth restriction”. In: Gabbe 
SG, Niebyl JR,  Simpson JL (Eds.). Obstetrics, Normal and Problem Pregnancies. 
Philadelphia: Churchill Livingstone, 2002. p. 869-91.

14. Bagby SP. Maternal nutrition, low nephron number, and hypertension in later 
life: pathways of nutritional programming. J Nutr 2007;137:1066-72.

15. Douglas-Denton RN, McNamara BJ, Hoy WE, Hughson MD, Bertram JF. Does 
nephron number matter in the development of kidney disease? Ethn Dis 2006; 
16:S2-40-5. 

16. Luyckx VA, Brenner BM. Low birth weight, nephron number, and kidney disease. 
Kidney Int Suppl 2005;97:S68-S77. 

17. Goodfellow J, Bellamy MF, Gorman ST, et al. Endothelial function is impaired in 
fit young adults of low birth weight. Cardiovasc Res 1998;40:600-6. 

18. Martin H, Hu J, Gennser G, Norman M. Impaired endothelial function and in-
creased carotid stiffness in 9-year-old children with low birthweight. Circulation 
2000; 102:2739-44.

19. Pham TD, MacLennan NK, Chiu CT, Laksana GS, Hsu JL, Lane RH. Uteroplacental 
insufficiency increases apoptosis and alters p53 gene methylation in the full-term 
IUGR rat kidney. Am J Physiol Regul Integr Comp Physiol 2003; 285:R962-R970.

20. Briscoe TA, Rehn AE, Dieni S, et al. Cardiovascular and renal disease in the 
adolescent guinea pig after chronic placental insufficiency. Am J Obstet Gynecol 
2004;191:847-55.

21. Woolf AS, Welham SJ. Cell turnover in normal and abnormal kidney development. 
Nephrol Dial Transplant 2002;17(Suppl 9):2-4.

22. Welham SJ, Wade A, Woolf AS. Protein restriction in pregnancy is associated 
with increased apoptosis of mesenchymal cells at the start of rat metanephro-
genesis. Kidney Int 2002;61:1231-42.

23. Sinicrope FA. Targeting cyclooxygenase-2 for prevention and therapy of colorectal 
cancer. Mol Carcinog 2006;45:447-54. 

24. Shams M, Kilby MD, Somerset DA, et al. 11Beta-hydroxysteroid dehydrogenase 
type 2 in human pregnancy and reduced expression in intrauterine growth 
restriction. Hum Reprod 1998;13:799-804. 

25. Komhoff M, Wang JL, Cheng HF, et al. Cyclooxygenase-2-selective inhibitors 
impair glomerulogenesis and renal cortical development. Kidney Int 2000; 
57:414-22.

26. Goppelt-Struebe M, Wiedemann T, Heusinger-Ribeiro J, Vucadinovic M, Rehm 
M, Prols F. COX-2 and osteopontin in cocultured platelets and mesangial cells: 
role of glucocorticoids. Kidney Int 2000;57:2229-38.

27. Baserga M, Hale MA, Z Wang ZM, et al. Uteroplacental insufficiency alters 
nephrogenesis and downregulates cyclooxygenase-2 expression in a model of 
IUGR with adult-onset hypertension. Am J Physiol Regul Integr Comp Physiol 
2007;292:R1943-R1955.

28. Bertram C, Trowern AR, Copin N, Jackson AA, Whorwood CB. The maternal diet 
during pregnancy programs altered expression of the glucocorticoid receptor and 
type 2 11beta-hydroxysteroid dehydrogenase: potential molecular mechanisms 
underlying the programming of hypertension in utero. Endocrinology 2001; 
142:2841-5283.

29. Ortiz LA, Quan A, Zarzar F, Weinberg A, Baum M. Prenatal dexamethasone pro-
grams hypertension and renal injury in the rat. Hypertension 2003;41:328-34.

30. Singh RR, Moritz KM, Bertram JF, Cullen-McEwen LA. Effects of dexamethasone 
exposure on rat metanephric development: in vitro and in vivo studies. Am J 
Physiol Renal Physiol 2007;293:F548-F554.

31. Dickinson H, Walker DW, Wintour EM, Moritz K. Maternal dexamethasone 
treatment at midgestation reduces nephron number and alters renal gene 
expression in the fetal spiny mouse. Am J Physiol Regul Integr Comp Physiol 
2007;292:R453-R461. 

32. Harris RC. COX-2 and the kidney. J Cardiovasc Pharmacol 2006; 47:S37-S42.
33. Grigore D, Ojeda NB, Robertson EB, et al. Placental insufficiency results in temporal 

alterations in the renin angiotensin system in male hypertensive growth restricted 
offspring. Am J Physiol Regul Integr Comp Physiol 2007; 293:R804-11.

34. Zhang, DY, Lumbers ER, Simonetta G, Wu JJ, Owens JA, Robinson JS. McMillen 
IC. Effects of placental insufficiency on the ovine fetal renin-angiotensin system. 
Exp Physiol 2000;85:79-84. 

35. Woods LL, Rasch R. Perinatal ANG II programs adult blood pressure, glomerular 
number and renal function in rats. Am J Physiol Regulatory Integrative Comp 
Physiol 1998;275:R1593-9.

36. Loria A, Reverte V, Salazar F, Saez F, Llinas MT, Salazar FJ. Changes in renal 
hemodynamics and excretory function induced by a reduction of ANG II ef-
fects during renal development. Am J Physiol Regul Integr Comp Physiol 2007; 
293:R695-700.

37. Woods LL. Neonatal uninephrectomy causes hypertension in adult rats. Am J 
Physiol Regulatory Integrative Comp Physiol 1999;276:R974-8.

38. Saxén L. In: Barlow P, Green P, Wylie C (Eds.). Organogenesis of the kidney. 
Cambridge: Cambridge University Press, 1987.

39. Poladia DP, Kish K, Kutay B, Bauer J, Baum M, Bates CM. Link between reduced 
nephron number and hypertension: studies in a mutant mouse model. Pediatr 
Res 2006;59:489-93.

40. Woods LL, Weeks DA, Rasch R. Programming of adult blood pressure by maternal 
protein restriction: role of nephrogenesis. Kidney Int 2004; 65:1339-48.

41. Bursztyn M, Gross ML, Goltser-Dubner T, et al. Adult hypertension in intrauterine 
growth-restricted offspring of hyperinsulinemic rats: evidence of subtle renal 
damage. Hypertension 2006;48:717-23. 

42. Nwagwu MO, Cook A, Langley-Evans SC. Evidence of progressive deterioration 
of renal function in rats exposed to a maternal low-protein diet in utero. Br J 
Nutr 2000;83:79-85.

43. Panza JA, Quyyumi AA, Brush Jr JE, Epstein SE. Abnormal endothelium-
dependent vascular relaxation in patients with essential hypertension. N Engl 
J Med 1990;323:22-7.

44. Ceravolo GS, Franco MC, Carneiro-Ramos MS, et al. Enalapril and losartan 
restores blood pressure and vascular reactivity in intrauterine undernourished 
rats. Life Sci 2007;80:782-7.

45. Yzydorczyk C, Gobeil F Jr, Cambonie G, et al. Exaggerated vasomotor response to 
ANG II in rats with fetal programming of hypertension associated with exposure 
to a low-protein diet during gestation. Am J Physiol Regul Integr Comp Physiol 
2006;291:R1060-8.

46. Brawley L, Itoh S, Torrens C, et al. Dietary protein restriction in pregnancy 
induces hypertension and vascular defects in rat male offspring. Pediatr Res 
2003;54:83-90. 

47. Franco MC, Akamine EH, Reboucas N, et al. Long-term effects of intrauterine 
growth restriction on vascular function in female offspring: Implications of 
oxidative stress. Life Sci 2007;80:709-15.

48. Franco Mdo C, Akamine EH, Aparecida de Oliveira M, et al. Vitamins C and E improve 
endothelial dysfunction in intrauterine-undernourished rats by decreasing vascular 
superoxide anion concentration. J Cardiovasc Pharmacol 2003;42:211-7.

49. Payne JA, Alexander BT, Khalil RA. Reduced endothelial vascular relaxation in 
growth-restricted offspring of pregnant rats with reduced uterine perfusion. 
Hypertension 2003;42:768-74.

50. Langley-Evans SC, Welham SJ, Sherman RC, Jackson AA. Weanling rats exposed 
to maternal low-protein diets during discrete periods of gestation exhibit differing 
severity of hypertension. Clin Sci (Lond) 1996;91:607-15. 

51. DiBona GF, Kopp UC. Neural control of renal function. Physiol Rev 1997;77:75-197.
52. IJzerman R, Stehouwer CD, de Geus EJ, van Weissenbruch MM, Delemarre-van 

de Waal HA, Boomsma DI. Low birth weight is associated with increased sympa-
thetic activity: dependence on genetic factors. Circulation 2003;108:566-71.

53. Boguszewski MC, Johannsson G, Fortes LC, Sverrisdottir YB. Low birth size and 
final height predict high sympathetic nerve activity in adulthood. J Hypertens 
2004;22:1157-63.

54. Ruijtenbeek K, le Noble FA, Janssen GM, et al. Chronic hypoxia stimulates periarterial 
sympathetic nerve development in chicken embryo. Circulation 2000;102:2892-7.



Pre-natal programming of blood pressure and hypertension
Ojeda NB, Grigore D, Hennington BS, Alexander BT

8 Rev Bras Hipertens vol.15(1):3-8, 2008.

55. Hiraoka T, Kudo T, Kishimoto Y. Catecholamines in experimentally growth-
retarded rat fetus. Asia Oceania J Obstet Gynaecol 1991;17:341-8.

56. Jones CT, Robinson JS. Studies on experimental growth retardation in sheep. Plasma 
catecholamines in fetuses with small placenta. J Dev Physiol 1983;5:77-87.

57. Petry CJ, Dorling MW, Wang CL, Ozanne SE, Hales CN. Catecholamine levels and 
receptor expression in low protein rat offspring. Diabet Med 2000;17:848-53.

58. Alexander BT, Hendon AE, Ferril G, Dwyer TM. Renal denervation abolishes 
hypertension in low-birth-weight offspring from pregnant rats with reduced 
uterine perfusion. Hypertension 2005;45:754-8.

59. Dampney RA, Horiuchi J, Killinger S, Sheriff MJ, Tan PS, McDowall LM. Long-
term regulation of arterial blood pressure by hypothalamic nuclei: some critical 
questions. Clin Exp Pharmacol Physiol 2005;32:419-25.

60. Pladys P, Lahaie I, Cambonie G, et al. Role of brain and peripheral angiotensin II 
in hypertension and altered arterial baroreflex programmed during fetal life in 
rat. Pediatr Res 2004;55:1042-9. 

61. Hall JE, Brands MJ, Henegar JR. Angiotensin II and long-term arterial pressure 
regulation: the overriding dominance of the kidney. J Am Soc Nephrol 1999; 
10:S258-65. 

62. Ojeda NB, Grigore D, Yanes LL, et al. Testosterone contributes to marked eleva-
tions in mean arterial pressure in adult male intrauterine growth restricted 
offspring. Am J Physiol Regul Integr Comp Physiol 2007; 292:R758-63.

63. Ojeda NB, Grigore D, Robertson EB, Alexander BT. Estrogen protects against 
increased blood pressure in postpubertal female growth restricted offspring. 
Hypertension 2007;50:679-85.

64. Manning J, Vehaskari VM. Low birth weight-associated adult hypertension in 
the rat. Pediatr Nephrol 2001;16:417-22.

65. Sherman RC, Langley-Evans SC. Antihypertensive treatment in early postnatal 
life modulates prenatal dietary influences upon blood pressure in the rat. Clin 
Sci (Lond) 2000;98:269-75.

66. Vehaskari VM, Stewart T, Lafont D, Soyez C, Seth D, Manning J. Kidney angio-
tensin and angiotensin receptor expression in prenatally programmed hyperten-
sion. Am J Physiol Renal Physiol 2004;287:F262-F267.

67. McMullen S, Gardner DS, Langley-Evans SC. Prenatal programming of angiotensin 
II type 2 receptor expression in the rat. Br J Nutr 2004;91:133-40. 

68. Aguilera G, Kiss A, Luo X. Increased expression of type 1 angiotensin II receptors 
in the hypothalamic paraventricular nucleus following stress and glucocorticoid 
administration. J Neuroendocrinol 1995;7:775-83.

69. Touyz RM, Schiffrin EL. Reactive oxygen species in vascular biology: implications 
in hypertension. Histochem Cell Biol 2004;122:339-52.

70. Cambonie G, Comte B, Yzydorczyk C, et al. Antenatal antioxidant prevents adult 
hypertension, vascular dysfunction, and microvascular rarefaction associated 
with in utero exposure to a low-protein diet. Am J Physiol Regul Integr Comp 
Physiol 2007;292:R1236-45. 

71. Stewart T, Jung FF, Manning J,Vehaskari VM. Kidney immune cell infiltration 
and oxidative stress contribute to prenatally programmed hypertension. Kidney 
Int 2005;68:2180-8.

72. Franco MC, Kawamoto EM, Gorjao R, et al. Biomarkers of oxidative stress and 
antioxidant status in children born small for gestational age: evidence of lipid 
peroxidation. Pediatr Res 2007;62:204-8. 

73. Franco Mdo C, Dantas AP, Akamine EH, et al. Enhanced oxidative stress as a 
potential mechanism underlying the programming of hypertension in utero. J 
Cardiovasc Pharmacol 2002;40:501-9.

74. Bjelakovi G, Beninati S, Pavlovi D, et al. Glucocorticoids and oxidative stress. J 
Basic Clin Physiol Pharmaco 2007;18:115-27. 

75. Rosamond W, Flegal K, Friday G, et al.; American Heart Association Satistics com-
mittee and Stroke Statistics Subcommittee. Heart disease and stroke statistics 
–2007 update: a report from the American Heart Association Statistics Committee 
and Stroke Statistics Subcommittee. Circulation 2007;115:e69-171.

76. Hinojosa-Laborde C, Craig T, Zheng W, Ji H, Haywood JR, Sandberg K. Ova-
riectomy augments hypertension in aging female Dahl salt-sensitive rats. 
Hypertension. 2004;44:405-9. 

77. Reckelhoff JF, Zhang H, Granger JP. Testosterone exacerbates hypertension 
and reduces pressure-natriuresis in male spontaneously hypertensive rats. 
Hypertension 1998;31:435-9.

78. Woods LL, Ingelfinger JR, Rasch R. Modest maternal protein restriction fails 
to program adult hypertension in female rats. Am J Physiol Regul Integr Comp 
Physiol 2005;289:R1131-6.

79. Lu F, Bytautiene E, Tamay E, et al. Gender-specific effect of overexpression of 
sFlt-1 in pregnant mice on fetal programming of blood pressure in the offspring 
later in life. Am J Obstet Gynecol 2007;197:418.e1-5. 

80. Chen YF, Naftilan AJ, Oparil S. Androgen-dependent angiotensinogen and renin 
messenger RNA expression in hypertensive rats. Hypertension 1992;19:456-63.

81. Ellison KE, Ingelfinger JR, Pivor M, Dzau VJ.Androgen regulation of rat renal 
angiotensinogen messenger RNA expression. J Clin Invest 1989;83:1941-5. 

82. Gallagher PE, Li P, Lenhart JR, Chappell MC, Brosnihan KB. Estrogen regulation 
of angiotensin-converting enzyme mRNA. Hypertension 1999;33:323-8.

83. Ferrario CM, Chappell MC. Novel angiotensin peptides. Cell Mol Life Sci 2004; 
61:2720-7. 


