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The nature of aneuploidy with
Increasing age of the female partner:
a review of 15,169 consecutive
trophectoderm biopsies evaluated
with comprehensive

chromosomal screening

Jason M. Franasiak, M.D.,2 Eric J. Forman, M.D.,>® Kathleen H. Hong, M.D.,%® Marie D. Werner, M.D.,?°
Kathleen M. Upham, B.S.,® Nathan R. Treff, Ph.D.,®P and Richard T. Scott Jr., M.D.*P

2 Division of Reproductive Endocrinology, Department of Obstetrics, Gynecology and Reproductive Science, Robert Wood
Johnson Medical School, Rutgers University, New Brunswick, and b Reproductive Medicine Associates of New Jersey,
Morristown, New Jersey

Fertility and Sterility® Vol. 101, No. 3, March 2014
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Live birth from a 46-year-old using
fresh autologous oocytes through
in vitro fertilization™

Mark P. Trolice, M.D.

Fertility Center of Assisted Reproduction and Endocrinology, Winter Park, Florida

— D Fertility and Sterility
%En..,rc# 20145 1= &,
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Fertility and Sterility® Vol. 102, No. 1, July 2014
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Case report 2005

Live birth after IVF in a 46-year-old woman
ey Luca Dal Prato was born in 1961. He studied medicine at the University of Bologna, Italy,

‘ﬂ and became MD in 1986. He completed his Obstetrics and Gynecology residency in the
Department of Obstetrics and Gynecology of the University of Bologna (under Professor
Carlo Flamigni) in 1990. From 1990 to 1996 he worked as a post-graduate fellow at the
Reproductive Medicine Unit of the University of Bologna. Since 1996 he has been working
as physician at Tecnobios Procreazione, Centre for Reproductive Health in Bologna. He
has carried out investigations in the use of GnRH agonists and gonadotrophins for ovarian
stimulation in assisted reproduction treatments.

Dr Luca Dal Prato

Luca Dal Prato'®, Andrea Borini', Monica Cattoli', Maria Serena Preti', Lucia Serrao’, Carlo Flagnlgnl2

"Tecnobios Procreaznone Centre for Reproductive Health, Via Dante 15, 1-40125 Bologna, Italy; University of Bologna,
Bologna, Italy

3Correspondence: Fax: +39 051 2867512; e-mail: dalprato@tecnobiosprocreazione.it

Pregnancies after IVF have been reported in women aged =44 years, but nobody older than 45 years at
oocyte retrieval delivered. We report a case of birth of a healthy child after IVF in a 46-year-old infertile
woman. Ovarian stimulation was performed with clomiphene citrate, 150 mg daily for 5 days. Three oocytes
were retrieved and one embryo was replaced. The patient delivered a healthy male infant after Caesarean
section at 39 weeks. A successful pregnancy after IVF with homologous oocytes can be achieved in women
older than 45 years. At this age IVF is not a cost-effective treatment compared with oocyte donation, but it
may be offered in countries in which gamete donation is forbidden.
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Live birth in a 50-year-old woman
following in vitro fertilization—embryo
transfer with autologous oocytes:

a rare case report

Geetha Rani, M.B.B.S., M.S., Sourendra Goswami, M.B.B.S., Ratna Chattopadhyay, M.B.B.S.,
Sanghamitra Ghosh, M.B.B.S., Baidyanath Chakravarty, M.D., F.R.C.O.G.,
and Ashalatha Ganesh, M.B.B.S., M.M.S.T., Ph.D.

Institute of Reproductive Medicine, Kolkata, India
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Live birth in a 50-year-old woman following in vitro fertilization—embryo transfer with
autologous oocytes:a rare case report

Fertility and Sterility® Vol. 103, No. 2, February 2015
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33~34m% 11.4%
35~37% 13.7%
38~40@F 19.8%
41~42iF% 29.9%
42 Ll E 36.6%

<33 1,862 19,375 9.9
33-34 1,006 9,045 11.4
35-37 1,730 13,006 13.7
38-40 1,844 9,458 19.8
41-42 828 2,830 29.9
>42 270 746 36.6

Farr SL, Schieve LA, Jamieson DJ. Pregnancy loss among pregnancies conceived through assisted reproductive
technology, United States, 1999-2002. Am J Epidemiol 2007;165:1380-8.
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ASSISTED REPRODUCTION TECHNOLOGIES

One thousand seventy-eight autologous IVF cycles in women
45 years and older: the largest single-center cohort to date

Vinay Gunnala' ® - Mohamad Irani’ - Alexis Melnick' - Zev Rosenwaks' -
Steven Spandorfer!
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IVF pregnancy outcomes per transfer

Age 45 46 47 48 49 p value
n (total cycles) 456 133 28 7 2

No. of patients 350 100 21 7 1

Positive pregnancy rate 21.1% 128% 10.7% 0% 50% 0.07
Clinical pregnancy rate 11.0%  6.8% 3.6% 0% 0% 0.35
Live birth rate 4.4% 0.8% 0% 0% 0% 0.76

Pregnancy loss rate (BC + SAB/total pregnancy) 79.2% 94.1% 100% N/A  100%  0.38
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Table 5 Predictors of positive pregnancy in women >45 undergoing
autologous IVF

Predictors of positive pregnancy

Positive BHCG Not pregnant p value

n (total cycles) 117 960

No. of patients 107 684

Age (mean)** 45.2+0.6 45.4+0.7 0.03

No. of prior IVF attempts 3.0£2.7 3.2+3.1 0.55
Day 3 FSH** 99+5.5 11.6+7.0 0.03
AMH** 1.1+£1.1 0.6+0.7 0.05
Days of stimulation 10.1+£1.8 10.3+£2.3 0.31

No. of oocytes harvested** 9.4+54 6.7+4.6 <0.0001
No. of mature oocytes** 7.8+4.8 53+3.8 <0.0001
No. of 2PN** 57+3.7 3.6+3.0 <0.0001

No. of embryos transferred** 4.3 +1.8 32+19 < 0.0001




Outcome of in vitro fertilization in women 45 years
and older who use autologous oocytes

Steven D. Spandorfer, M.D., Kristin Bendikson, M.D., Kate Dragisic, M.D.,
Glenn Schattman, M.D., Owen K. Davis, M.D., and Zev Rosenwaks, M.D.

The Center for Reproductive Medicine and Infertility, The New York Presbyterian Hospital/Weill Medical College of Cornell
University, New York, New York
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TABLE 2 |

IVF pregnancy outcome based upon age of the patient per retrieval.

Maternal age (years) Cycles Positive pregnancy (%) Clinical pregnancy (%) Delivery (%)

45 116 241 12.9 4.3
46 29 17.2 10.3 0
47 11 9.1 0 0
48 4 0 0 0
49 1 0 0 0

Spandorfer. IVF outcome and advanced maternal age. Fertil Steril 2007.
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445% 4.4%
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Centers for Disease Control and Prevention, American Society for Reproductive Medicine Society
for Assisted Reproductive Technology. 2011 assisted reproductive technology: fertility clinic success
rates report. Atlanta: Centers for Disease Control and Prevention.

Available at: http://www.cdc.gov/art/ ART2011/index.htm. Last accessed December 9, 2014.
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Oral medroxyprogesterone acetate
for the use of ovulation suppression
In In vitro fertilization: a cohort trial

Annalyn M. Welp, M.D.,2 Chris D. Williams, M.D.,>® Laura P. Smith, M.D.,%® Scott Purcell, Ph.D., H.C.L.D.,°
and Linnea R. Goodman, M.D.>P

3 Department of Obstetrics and Gynecology, University of Virginia, Charlottesville, Virginia; ° Virginia Fertility and IVF,
Charlottesville, Virginia

T EPPOSHILLITHhNTHEYET . COSBEDHE
X ClEPPOSET AT R MNEZLEERETL TULVET,
S AEDHmXTY,

Fertility and Sterility® Vol. 121, No. 5, May 2024
Oral medroxyprogesterone acetate for the use of ovulation suppression in in

vitro fertilization: a cohort trial



GnRH Antagonist IVF Stimulation Cycle

Monitoring visits initiated on stim day 4 and
continued as indicated until trigger

Daily FSH, LH injections

Start of cycle Egg Retrieval

Monitoring visits initiated on stim day 4 or 6 pending
ovarian reserve and continued as indicated until trigger

MPA IVF Stimulation Cycle



Cycle statistics.

Cycle specifics

Age (y)
BMI (kg/m?)
Nulliparous
Infertility diagnosis
Unexplained
Ovulatory
dysfunction
Male factor
Tubal factor
Low ovarian
reserve/AMA
Endometriosis
Mixed factors
Other/social/
banking
AMH (ng/mL)
Visits (n)
Days of stimulation
Total FSH dose (IU)
Maximum estradiol
level (pg/mL)
Oocqytes retrieved (n)
Mature metaphase Il
oocytes
Patients growing to
blastocyst
2PNs
Blastocysts
Patients undergoing
PGT-a
Euploid blastocysts
Mean embryos
transferred
Pregnancy data
+hCG
Implantation
Clinical pregnancy

MPA
(n = 418)

356 +4.6
264 +64
78.5%

40 (9.6)
24 (5.7)

68 (16.3)
24 (5.7)
65 (15.5)

12 (2.9)
82 (19.6)
103 (24.6)

2.1(1.3-4.2)
44409
100315

4224 + 961

2876 + 1813

143+ 10.2
104 +74

n ={325)

84+69
49+ 46
n = (263)

24126
ORI

n = (203)
159 (78.3%)
149 (73.4%)
143 (70.4%)

Control
(n = 419)

357+48
262 1+ 6:2
80.5%

49 (11.7)
19 (4.5)

88 (21.0)
15 (3.6)
51(12.2)

8(1.9)
90 (21.5)
99 (23.6)

2.6 (0.9-4.0)
5 0NN
{21 B oy

4294 + 1053
2742 + 1606

14:3 = 9.7
10.6 £6.9

n = (328)

8.6 +6.3
50+4.6
n = (259)

2:2-E 214
HOEE O]

n = (288)
223 (77.4%)
205 (71.2%)
185 (64.2%)

Pvalue

T
.67
47
.67

.01
<.01
28
29
22

.83
.90

.88
.89

18
.92

.82
.60
16

Note: Data depicted as n (%), mean = SD or median (interquartile range). AMA = advanced
maternal age; AMH = antimillerian hormone; FSH = follicle-stimulating hormone;
hCG = human chorionic gonadotropin; PGT-a = preimplantation genetic testing for aneu-

ploidy; PN = pronuclei.

Welp. MPA for ovulation suppression in IVF. Fertil Steril 2024.



Adjusted risk ratio taking into account age, ovarian reserve, and
group.

Model aRR
effect Values (95% Cl)
Risk ratio of
having a
usable blastocyst
Patient age Per year 0.94 (0.81-0.95)
AMH Per 1 ng/mL 1.07 (1.04-1.19)
Group MPA vs. control 1.05 (0.94-1.14)
Risk ratio of clinical
pregnancy in
those who
underwent FET
Patient age Per year 0.92 (0.90-0.94)
AMH Per 1 ng/mL 1.03 (1.00-1.17)
Group MPA vs. control 0.97 (0.83-1.11)

AMH = antimillerian hormone; aRR = adjusted risk ratio; CI = confidence interval;
FET = frozen embryo transfer; MPA = medroxyprogesterone acetate.

Welp. MPA for ovulation suppression in IVF. Fertil Steril 2024.
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Human Reproduction, 2024, 39(5), 878-879

human https://doi.org/10.1093/humrep/deae051
repro duction Advance Access Publication Date: March 18, 2024

OXFORD Invited Commentary

Progestin-primed ovarian stimulation and aneuploidy,
innocent until proven guilty

Baris Ata () 12+

1ART Fertility Clinics, Dubai, United Arab Emirates
“Department of Obstetrics and Gynecology, Kog University School of Medicine, Istanbul, Turkiye

Human Reproduction, 2024, 39(5), 878-879
Progestin-primed ovarian stimulation and aneuploidy, innocent until proven guilty
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