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Advanced maternal age

• The age cut-off ? not uniformly defined 

• Historically, AMA was defined as maternal age ≥ 35 years
– risk of fetal Down syndrome and the risk of amniocentesis

• Other studies:
– AMA- age ≥ 40 or greater
– "very advanced maternal age" – age ≥45 years or ≥50 years, 

depending on the study 

• Fitzpatrick KE, Tuffnell D, Kurinczuk JJ, Knight M. Pregnancy at very advanced maternal age: a UK 
population-based cohort study. BJOG 2016.

• Waldenström U, Cnattingius S, Vixner L, Norman M. Advanced maternal age increases the risk of very 
preterm birth, irrespective of parity: a population-based register study. BJOG 2016.

https://www.uptodate.com/contents/management-of-pregnancy-in-women-of-advanced-age/abstract/1
https://www.uptodate.com/contents/management-of-pregnancy-in-women-of-advanced-age/abstract/2


שהוא גיל החציון  51גיל מקסימלי של אישה לקבלת תרומת ביציות הוא •
. של הפסקת מחזורי הוסת 

והלידה בגיל מתקדם מעבר לגיל  ההריוןלציין כי הסיכון לאישה במהלך יש 
.ההריוןתמותה במהלך וידוע גם על מקרי , גבוה יותר50

לטפל בנשים מבוגרות יותר תוך מידע על סיכויי אפשרי -האמור למרות •
בטיפול ובהריון ולידה וכל זאת לא על  והסיכונים הכרוכים הצלחת הטיפול 

.  חשבון המערכת הציבורית

יש להקפיד על ברור מקיף  45גיל על מתן טיפול לאישה מעל משהוחלט •
.וההיריוןשל מצבה הבריאותי לשלילת הסיכונים במהלך הטיפול 



2010-חוק תרומת ביציות

בקשה לתרומה למטרת הולדה•

רופא מטפל כי מטופלת שהיא תושבת מצא "•

54שנים וטרם מלאו לה 18שמלאו לה , ישראל

.......  ,שנים



• Physicians should perform a thorough medical evaluation designed 
to assess the physical fitness of a patient for pregnancy before 
deciding to attempt transfer of embryos to any woman of advanced 
reproductive age (>45 years). 

• Embryo transfer should be strongly discouraged or denied to 
women of ARA with underlying conditions that increase or 
exacerbate obstetrical risks. 

• Because of concerns related to the high-risk nature of pregnancy, as 
well as longevity, treatment of women over the age of 55 should 
generally be discouraged.

2016







Prevalence of women with advanced maternal age by country

Advanced maternal age and pregnancy outcomes: a multicountry assessment, Volume: 121, Issue: s1, Pages: 49-56, 

First published: 18 March 2014, 





ס"למ-ישראל

והוא עלה בשנה  , הייתה עלייה חדה יחסית בגיל האם הממוצע בלידה2000משנת 

. 2016בשנת 30.4-לחודשים והגיע וחמישה 

2016-ב27.6-ל2000-ב25.7גיל : הראשונה לידה 

. 2016בשנת 51.5%,  2000בשנת 30:40.2%בגיל נשים 

183.4-נשים ל1,000לכל ילודים 161.8-מ:34-30בגילים נשים 



4.6%0.5% 16.8%



The Israeli National IVF Registry-2017





Preterm births



Obstetrical complications (cont)





Confounders?

• Women of advanced maternal age                
have higher

– multiple gestation rates……

– other confounders



BJOG 2016



• Older women were more likely than comparison 
women:
– overweight (33% versus 23%, P = 0.0011) 
– obese (23% versus 19%, P = 0.0318), 
– nulliparous (53% versus 44%, P = 0.0299), 
– pre-existing medical conditions (44% versus 28%, P < 

0.0001), 
– multiple pregnancy (18% versus 2%, P < 0.0001), 
– ART (78% versus 4%, P < 0.0001). 

• Univariable analysis and after adjustment for demographic 
and medical factors

• Higher rate of complications:
– hypertensive disorders, gestational diabetes, postpartum 

haemorrhage, caesarean delivery, iatrogenic and 
spontaneous preterm delivery 





• However, 

– adjustment for multiple pregnancy or 

– use of assisted conception 

– attenuated most effects 

– with significant associations remaining only with

• gestational diabetes (aOR 4.81, 95% CI 1.93–12.00), 

• caesarean delivery (aOR 2.78, 95% CI 1.44–5.37)

• admission to an intensive care unit (aOR 33.53, 95% CI 
2.73–412.24).



Hypertension and early menopause after the use of assisted reproductive 
technologies in women aged 43 years or older: Long‐term follow‐up study

Rosato et al, 2016

• Healthy women who conceived by ART (72) and 
controls (80)

• women ≥ 43 years, who delivered 

• In the ART group, SBP, DBP and hypertension 
were higher at three days, six months, and three 
years after delivery

• Menopausal age was significantly lower 



AJOG 2010







• Lisonkova S, Potts J, Muraca GM, et al. Maternal age and severe maternal morbidity: a 
population-based retrospective cohort study. PLoS Med. 2017;14(5):e1002307.





• Adjusted for demographic and pre-pregnancy factors;
singleton births, Washington State, US, 2003±2013.



• Adjusted for race, marital status, body mass 
index, drug use, smoking, parity, maternal 
education, type of health insurance, year of 
childbirth, and fetal sex.





• Age was associated with maternal mortality 
even after adjusting for other known risk 
factors

• Association between maternal mortality and 
smoking among women aged 35 years or 
older

BJOG 2016



Maternal death

• Between 2009 and 2012

–105 cases of maternal deaths aged ≥35 years 

– extracted from the surveillance Database

• 766 controls



• Five significant factors among women aged ≥35 
years: 
– Smoking during pregnancy (adjusted odds ratio (aOR) 

2.06, 95% CI 1.13–3.75), 

– inadequate use of antenatal care (aOR 23.62, 95% CI 
8.79– 63.45), 

– medical co-morbidities (aOR 5.92, 95% CI 3.56–9.86) 

– previous pregnancy problems (aOR 2.06, 95% CI 
1.23–3.45). 

• The odds associated with death increased by 12% 
per year increase in age
(aOR 1.12, 95% CI 1.02–1.22)



• 37 cases with early-PE 

• 128 with late-PE 

• 140 with GH

• 8061 cases that were unaffected by PE or GH



• Predictors of late-PE and GH were increased 
maternal age and BMI



• Pregnancy at an AMA increases maternal risk of 
gestational diabetes, preeclampsia, placenta 
previa and caesarian delivery;
– complications which predict worsened cardiovascular 

health in later years

• hypothesized that pregnancy at AMA would lead 
to postpartum vascular dysfunction



Rat model

• Aged postpartum rats exhibited vascular 
dysfunction



CONCLUSIONS

• Higher prevalence of AMA    (ART)

• AMA=higher risk of obstetrical and maternal 
complications

• Absolute risks?  >35, >40, >45, >50

• Preconception evaluation and counseling

• Avoid multiple pregnancies!


