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ldade materna em ciclos de ICSI de 2010 a 2022
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Resultados ciclos de captacao ovocitéiaga etaria

Distribuicé@o dos ciclos de Captacéo ovocitaria por idade
2022
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Resultados ciclos de IGHFertility2022
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Preservacao da fertilidade

ASRM Matureoocytecryopreservaticam guideline2013-ertility
andSterility2013

Mitrificacao de ovocitos
em mulheres em risco de
declinio da fertilidade
Nnao € mais considerada
experimental de acordo

com a ASRM
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REVIEW

Use of progestins to inhibit spontaneous
ovulation during ovarian stimulation: the
beginning of a new era?

BIOGRAPHY

Antonio La Marca is Professor of Obstetrics and Gynaecology at the University of
Modena and Reggio Emilia, Modena, Italy. His activity covers the whole field of
reproductive medicine and surgery. He is the author of 160 articles in peer-reviewed
journals and a recipient of competitively assigned research funds.

Antonio La Marca'*, Martina Capuzzo'
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Organization of a conventional ovarian stimulation (COS) protocol with a GnRH antagonist,
versus a progestin primed ovarian stimulation (PPOS) protocol.
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FIGURE 1 Organization of a conventio‘nal ovarian stimulation (OS) protocol with gonadotrophin-releasing hormone (GnRH) antagonist versus a
progestin-primed ovarian stimulation (PPOS) protocol. HCG, human chorionic gonadotrophin.
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Progestin primed ovarian stimulation, for whom, when and how?
Baris Ata, Erkan Kalafat
PII: $1472-6483(23)00738-1

DOI: https://doi.org/10.1016/j.rbmo.2023.103639
Reference: RBMO 103639



Progestin primed ovarian stimulation using dydrogesterone from day
7 of the cycle onwards in oocyte donation cycles: a longitudinal study

S Hendrickx , N De Munck , S Mackens, S Ruttens, H Tournaye
M De Vos , C Blockeel

PII: S1472-6483(23)00831-3
DOI: https://doi.org/10.1016/j.rbmo.2023.103732
Reference: RBMO 103732
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Number COC

Number MiI

Duration of stimulation
(days)

Total dose of
gonadotropins (IU)

19.7 (10.8)
17.5 (12.5-23.5)

15.5 (8.4)
14.5 (10-19)

10.5 (1.5)
10 (10-11)

2271.9 (429.7)
2250 (2025-2475)
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Reference:

19.2 (8.3)
17 (13-25)

16.2 (7.0) 0.19
14.5 (10-21)

10.8 (1.5) 0.14
10.5 (10-12)

2321.5 (403.4) 0.2
2250 (2175-2475)

S1472-6483(23)00831-3
https://doi.org/10.1016/j.rbomo.2023.103732
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PPOS Conventional Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI
Giles et al, 203 680 1175 3515 6233 77.3% 1.03 [0.97; 1.08] ‘_'
La Marca et al, 2020 896 195 302 580 8.3% 0.96 [0.82; 1.13] ——
Wang et al, 2023 1556 333 M0 1177 129% 1.01 [0.89; 1.16] ——
Pai et al, 2023 24 110 96 291 1.5% 0.66 [0.45; 0.98] *
Total (95% CI) 1813 8291 100.0% 1.01 [0.97; 1.06] o*»
Heterogeneity: Tau® < 0.0001; Chi® =521, df = 3 (P = 0.16); I* = 42% ! ' '
05 1 2
Progestin primed ovarian stimulation, for whom, when and how?
Baris Ata, Erkan Kalafat
FERTGROUP | ) FERTILITY DO bt e D101/ 502023103639

Reference: RBMO 103639



Ovarian response markers lead to appropriate
and effective use of corifollitropin alpha in
assisted reproduction

Antonio La Marca *, Giovanni D’lppolito

186 A La Marca, G D’Ippolito

Table 1 Characteristics of patients and outcome of stimulation in the ENGAGE and ENSURE trials.

Characteristic ENGAGE® ENSURE®
150 ng corifollitropin 200 IU recombinant 100 ug corifollitropin 150 IU recombinant
alpha (n =756) FSH (n =750) alpha (n = 268) FSH (n=128)

Age (years) 31.5+3.3 31.5+ 3.2 30.9+3.2 3113

Bodyweight (kg) 68.8+7.6 68.4+7.3 54.1 +4.2 54.4 + 4.2

Basal AFC 12.8 +6.7 11.6 + 6.0 11.8 + 6.1 10.6 £ 5.3

Follicles >11 mm on 16.0+ 7.0 13.9+ 6.1 14.9 + 6.6 12.9+5.8

HCG day
Oocytes retrieved 13.7 + 8.2 12.5+6.7 13.3+7.3 10.6 + 5.9

Values are mean = standard deviation.

aDevroey et al. (2009).

PCorifollitropin Alfa ENSURE Study Group (2010).

FERTGROUP | @ FERTILITY

http://dx.doi.org/10.1016/j.rbmo.2013.10.012



Human Reproduction Update, Vol.23, No.2 pp. 211-220, 2017
Advanced Access publication on January 6, 2017 doi:10.1093/humupd/dmw047

human
reproduction
update

New stimulation regimens:
endogenous and exogenous
progesterone use to block
the LH surge during ovarian

stimulation for IVF

number of duration of  totalkSH  number of  number of implantation pregnancy
oycle days | NSMNN o> [0 3[o2]os [pe[p7]oe[poJpigp1 1o 2[pi3]p14]pis]pielo 17 1glp1gp2ofp21]p22]p23p24[p25[p26]D27]D28p29 patients  FSH(days)  dose {IU) oocytes embryos rate rate
Luteal Phase Stimulation Regimens (LPS)
Buendgen et al., 2013 LPS 10%
10 11.7 3495 8.8
Normal responders _ (1/10)
Prospective case control study Control 20%
30 9.1 2014 10
—- (6/30)
Martinez et al., 2014 LPS 58.3%
9 9.9 2147 225 L
Normal responders, oocytes donor (recipients)
Pilot study (cross-over) Control 9 104 2261 16.7 6_2._5%
(recipients)
Wang, et al., 2015 LPS
727 10.4 2319 10.9 4.6 35.5% 46.2%
Normal responders CC or letrozole
Retrospective study Mild stimulation CC or Ietmzole_ 50 ag* 579+ 3.7+ 1.8* 118 .
0.001 0.001 0.001 0.001 ’ ’
* compare to LPS p< p< p< p<
Short agonist 1385 8.2* 1583* 9.1* 3.7* 31.8% 41.9%*
p<0.001 p<0.001 p<0.001 p=0.004 p=0.012 p=0.041
! CC 100 mg/day 33 10.3 1085 2.8 1.8 20%
Poor responders (2/23)
Retrospective study Mild stimulation  CC 100 mg/day 98 78 703 2.0 13 10.8% 17.7%
(11/102)
p<0.05 p<0.05 p<0.05
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number of duration of  total FSH number of  number of implantation pregnancy
cycle days D2|D3]D4|D5|D6|D7]D8|D9|D10JD11|D12|D13]D14JD15|D16[D17|D18]D19|D20JD21|D22|D23]|D24|D25|D26{D27|D28|D29 patients FSH (days) dose (1U) oocytes embryos rate rate
Random start stimulation regimens
Qin etal., 2016 Conventional group CC 25 mg/day
) . 41.5%
Hotselected start D2-D5 50 8.9 1342 6.6 48 30.7%
Retrospective study (17/41)
Late follicular group CC 25 mg/day
* compare to conventional start D6-D14 11.4* 1574* 45.5%
50 5.9 4.0 30.2%
p<0.001 p<0.001 (15/33)
Luteal gro
s:art D§5 ;r?wr:rrd e e 50 10.9* 1795* 5.9 4.0 27.1% 38.9%
p<0.001 p<0.001 . : ’ (14/36)

CC = domiphene dtrate
MPA = Medroxyprogesterone acetate

. HCG trigger

. agonist trigger

FERTGROUP | @ FERTILITY
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Journal Pre-proof

F&S
Science

Progesterone-primed cycles result in slower embryos without compromising

implantation potential and with the advantages of oral administration and potential
cost reduction

Daniela Braga, DVM, PhD, Amanda Setti, M.Sc, Edward Carrilho, MD, Patricia
Guilherme, M.Sc, Assumpto laconelli, Jr., MD, Edson Borges, Jr., MD, PhD

PlI: S2666-335X(23)00072-1

DOI: https://doi.org/10.1016/j.xfss.2023.12.001
Reference: XFSS 175
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Table 1. Comparison of demographic data and cycle characteristics between the progestin-

primed group and the GnRH antagonist group

Variable Progestin-primed GnRH antagonist  p value
Cycles 118 118

Female age (vyears) 36.7+38 36.9x55 0.452
Male age (years) 39.1+6.4 382+37 0.325
Female BMI (kg/m?) 235+35 248+33 0.145
Follitropin alfa (Ul) 24231 +1021.4 2563.5+8554 0.234

Total dose of FSH
Follitropin delta (ug) 149.4 + 40.8. 151.3+£33.9 0.424
Aspirated follicles (n) 11.2+1.2 127111 0.308
Retrieved oocytes (n) 8207 10.120.9 0.136
Oocyte yield (%) 729+23 75.7+2.1 0.356
Mature oocytes (n) 6.1£0.7 76+06 0.135
Mature oocytes (%) 787123 73627 0.149
Fertilization (%) 709+28 73.3+32 0.573
Blastocyst formation (%) 50.3+37 55144 0.402
Transferred embryos (n) 1.6+06 15+£05 0.542

F E RT G R O I l p Note: Values are means + standard errors, unless ofherwise noted. ICSI — intracytoplasmic sperm injection; BMI — body mass index; FSH — follicle
stimulating hormone



Table 3: Comparison of intracytoplasmic sperm injection (ICSI) clinical outcomes between the

progestin-primed group and the GnRH antagonist group

Table 2: Comparison of morphokinetic parameters between the progestin-primed group and the

Progestin-primed GnRH antagonist

Variable p value GnRH antagonist group
group group
CyCIES 118 118 Morpholinetic Progestin-primed GnRH antagonist p value
parameter (h)

Cancelation rate (%) 18/118 (15.2) 3/118 (2.5) 0.005 Embryos 1360 1408
Implantation rate (%) 64.6 £6.1 444 +6.3 0.002 tPNa 7.0£02 6.2+0.2 0.008
tPNF 243+0.3 236+0.2 0.142

Pregnancy rate per started cycles (%) 64/118 (54.2) 56/118 (47.4) 0.251

t2 27.2+03 26.2+0.3 0.045
Pregnancy rate (%) 64/100 (64.0) 56/115 (48.6) 0.128 t3 37.5+04 36.6+0.3 0.130
Miscarriage rate (%) 2/64 (3.1) 5/56 (8.3_ 0.643 “ 392204 GF+0.3 0493
t5 50.1+ 0.6 492105 0.316
t6 52.8+0.6 525+0.5 0.653
t7 56.4+0.7 547405 0.046
t8 60.4+0.8 587 +0.6 0.120
t™M 89.3+0.8 87.1+06 0.045
tSB 1015+0.8 98.9 +0.1 0.012
tB 111.0£0.8 108.5+0.7 0.034
s1 26+0.0 2700 0.250
s2 19402 24%02 0.172
s3 105+ 0.6 10104 0.623
cc2 10.7+0.2 10302 0.170
ce3 129+ 04 12.7 £ 0.30 0.897
KIDScore 54%0.0 5.9 0.1 0.465

FERTGROUP | @ FERTILITY



Freeze-all, oocyte vitrification, or
fresh embryo transfer? Lessons from
an egg-sharing donation program

Daniela Paes Almeida Ferreira Braga, D.V.M., Ph.D.,*>“ Amanda Souza Setti, M.Sc.,®*
Rita Cassia Savio Figueira, Ph.D.,” Matheus de Castro Azevedo, B.Sc.,” Assumpto laconelli Jr., M.D.,®

Edson Guimaraes Lo Turco, D.V.M., Ph.D.,° and Edson Borges Jr., M.D., Ph.D.>*<

. Fertility-Medical Group; o Disciplina de Urologia, Area de Reproducao Humana, Departamento de Cirurgia, Universidade
Federal de Sao Paulo; and © Instituto Sapientiae—Centro de Estudos e Pesquisa em Reproducao Humana Assistida, Sao Paulo,

Brazil

Fertility and Sterility® Vol. 106, No. 3, September 1, 2016 0015-0282/$36.00
Copyright 2016 American Society for Reproductive Medicine, Published by Elsevier Inc.

http://dx.doi.org/10.1016/j.fertnstert.2016.05.004

Comparacados resultadosle ciclosde reproducaassistidaguandaransferidos
embridedrescosou vitrificadospu quandaransferidoembridoegprovenientede

ovocitogitrificados
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TABLE 1

Comparison of the characteristics of patients and cycles, embryo quality on days 2 and 3, and blastocyst formation rate of the Fresh Oocyte Cycles

Group and the Banked Donor Egg Group.

Group
Variable Fresh oocyte cycles Banked donor egg P value
Cycles (n) 425 425
Embryos (n) 4,585 2,128
Female age (y) 313+ 33 414 £55 < .001
Male age (y) 351 +£55 41.2+7.2 <.001
No. of follicles 337 +129 — NC
Sperm concentration (x 105/mL) 465 £ 51.0 443 +£399 477
Sperm progressive motility (%) 4404+ 155 454 1+ 168 212
Sperm morphology (%) 15+ 23 1.4+1.8 A84
No. of oocytes 258 £ 9.7 — NC
No. of metaphase Il oocytes 194+ 78 — NC
Oocyte survival rate (%) — 94.4% NC
Injected oocytes 128+ 48 43+13 NC
Embryos 108 £43 24+ 30 NC
Fertilization rate 854 £ 144 80.2 £18.2 < .001
[Tansiered embryos T £ 10 T8 £ 11 =
High-quality embryos on D2, % (n) 43.2 (1,984/4,585) 31.5(670/2,128) <.001
High-quality embryos on D3, % (n) 38.6 (1,770/4,585) 30.7 (655/2,128) <.001
Blastocyst formation, % (n) 41.1(1,885/4,585) 36.6 (779/2,128) <.001

Note: Values are mean + 5D, unless otherwise noted. D2 = second day of embryo development; D3 = third day of embryo development; NC = not comparable.

Braga. Embryo or oogyte vitrification? Fertil Steril 2016.




TABLE 2

Comparison of oocytelembryo survival rate, total usable embryos rate, and clinical outcomes considering the status of transferred embryos.

Group
Variable Fresh cycles (n = 128) Thaw cycles (n = 297) Banked donor egg (n =425) P value
OQocyte/embryo survival rate NA 98.6 (3,165/3,209)° 95.1 (2,635’2,??93” < .001
Total usable embryos rate 36.4 (501/1.376)° WA 397 80/ 178] 047
Pregnancy rate 39.8(51/128)¢ 71.4(212/297) 49.6 (211/425)0° < .001
Miscarriage rate 9.4 (5/53) 10.8(23/212) 12.8 (21/164) 679
Implantation rate 372 +41.1" 67.3 + 38.4' 43.0+£ 1.0 < 001

Note: Data presented as % (n/M) or mean +£5D. Fresh oocytes and fresh embryos = fresh cydes group; fresh oocytes and vitrified embryos = thaw cycles group; and vitrified cocytes (banked donor
eqqg group). Superscripts. a = b;c = d e = f = g h = i + j. NA = not applicable.

Braga. Eratum. Fertd Stenil 2016
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Qual o numero ideal de 6vulos num
ciclo de FIV/ICSI?
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N&ao ha vantagens em > 15 ovulos

(A)

Log odds of Achieving A Clinical Fregnancy

__ﬂ.______________l.r__'r__I_____

T I
5 10

1
15

Murnber of cocytes retrieved

20

Log odds of Achieving A Live Birth

(B)

-1.5

A e L T Y S

T
10

T
15

Mumber of cocytes retrieved

Cai Q, Wan F, Huang K, Zhang H (2013) Does the Number of Oocytes Retrieved Influence

Pregnancy after Fresh Embryo Transfer?. PLoS ONE 8(2): e56189.
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birth rate in the index cycle (solid line) and live-birth rate across all
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Vaughan. The more ocoocytes the better. Fertil Steril 2016.
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Figure 2 |BRs after the first complete cycle, stratified by age and
the number of oocytes retrieved.
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Live birth rates in the first complete
IVF cycle among 20 687 women using a
freeze-all strategy

Qiangian Zhu, Qiuju Chen, Li Wang, Xuefeng Lu, Qifeng Lyu,
Yun Wang®, and Yanping Kuang*

- Sorgh Nish Pesple's Horp Universty Schee o Medre, Sargh,
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Figure 3 Relationship between oocyte number and clinical miscar-
riage rate. (A) Overall association. (B) Stratified by age group. Each
age group was divided according to oocyte number; from left to right:
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SunkaraHR 2014HumanReprod2009

FERTGROUP | @ FERTILITY

43-44

45+



[ Feest [ cumnulatien

109

Polyzos Cumulativelive birth rates and oocytestertil Steril 2018.

)

a0

=]

FERTGROUP | ©FER

10 15 20 25 a0 =T



Correlations between Oocytes and 2PNs/Blastocysts

30—

—— 2PNs

—— Blastocysts

20 -

Number
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Oocytes

Linear correlations between oocytes retrieved (x-axis) and fertilized
oocytes (2PNs, normally fertilized oocytes) and blastocysts (y-axis).
There was a strong positive linear correlation between oocytes and
2PNs (r = 0.86, P<.01) and between oocytes and blastocysts (r =
0.85, P<.01).

FERTGROUP | /(-.’-. Fanton. More eggs lead to higher birth rates. Fertil Steril 2023.



A Cumulative and Primary Transfer Live Birth Rate, Per-Retrieval B Primary Transfer Live Birth Rate Stratifed by PGT, Per-Transfer
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Relationships between birth rate and oocytes retrieved. (A) The cumulative live birth rate (CLBR) per-retrieval cycle increased with the number of
oocytes retrieved, and the primary transfer live birth rate (PT-LBR) per retrieval increased until approximately 15 oocytes, at which point it began to
plateau. (B) The PT-LBR per transfer stratified by fresh, frozen transfers with preimplantation genetic testing (PGT), and frozen transfers without
PGT.

Fanton. More eggs lead to higher birth rates. Fertil Steril 2023.
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Euploidy rates
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High gonadotropin dosage does not
affect euploidy and pregnancy rates
in IVF PGS cycles with single embryo
transfer

Oleksii O. Barash®, Mary D. Hinckley, Evan M. Rosenbluth,
Kristen A. Ivani, and Louis N. Weckstein Hum Reprod 2017

m 1-5 eggs
H 6-10 eggs

7 11-15 eggs

u >15 eggs



The number of oocytes retrieved

during IVF: a balance between efficacy Thromboembolic events
and safety
A g remtt 2 _ : 0,25
Asa Magnusson ", Karin Killen®, Ann Thurin-Kjellberg', b
and Christina Bergh'
0,2
77 956 fresh IVF and 39 387 FETs g0 b
g 0,1 }
1. CLBR f up to 20 oocytes —then evensout = . |
a a
2. OHSS increases rapidly > 18 oocytes - | . |
. <10 10-14 15-19 20+
3. Thromboembolic events rare Retrieved oocytes at aspiration ()

BUT occurs if >15 oocytes

Magnusson et al. Hum Reprod 2018
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Congelamento social de ovocitos entre 2010 a 2023: 1332 ciclos de 1000 pac

Dadosdemograficose caracteristicaglos ciclos de congelamentsocial de
ovocitos(n=133xiclos)

Variavel Média

Idade ao congelamento 36,6 anos
IMC médio 23,7 kg/m2
Foliculos aspirados 12,9
Ovaocitos obtidos 9,2

Taxa de recuperagimcitaria 67,3%
Taxa de maturagaacitaria 69,6%
Ovacitos congelados 6,4

FERTGROUP | @ FERTILITY
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Congelamensociableovocitogntre2010a 2023- Descongelament@2ciclosde

121pacientes

Dados demograficose caracteristicasdos ciclos congelamentosocial de ovocitos em que houve
descongelamento

Variavel Média

Idade ao congelamento 37,1 anos
IMC ao congelamento 24.6kg/m2
Foliculos aspirados 15,9

Média de ovdcitos obtidos 11,5

Taxa de recuperagdmcitaria 68,8%
Taxa de maturagamcitaria 71,9%
Durac&o de armazenamento 19,5 meses
Idade ao descongelamento 38,6 anos
Taxa de sobrevivéncia 91,6%
Ovacitos injetados 7,1

Taxa de fertilizacao 82,4%



DADOS FERTILIT &

Congelamensociableovocitogntre2010a 2023- Descongelament@2ciclosde
121pacientes

13 cancelament

96 transferéncia por falta de Taxa de utilizacao
Nno mesmo cicl embriGes no 121/1000 (12,1%)
mesmo ciclo
Taxa de
23 ciclos de PG cancelamento

17/125 (13,6%)

7 ciclos ainda 4 cancelamento 14 ciclos

congelados falta de embrioe transferidos
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RESULTADGOSERAIFPORCICLOS RANSFERID@H(Q

Taxa de gestacaqm Taxa de implantacg@ Taxa de aborto: 6

47/110 (42,7%) 37,1% (12,7%)

RESULTADOSERAIFORCICLODEPGT(14)

Taxa de gestacagm Taxa de implantac

Taxa de aborto: (

9/14 (64,3%) 60,7%
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Patients included: 4429

‘ 1“ Embryo Transfer

implantation : 3094
69.9%

No implantation : 1335
30.1%

I

v

Drop out Remaining embryos New Art treatment
571 519 245
7‘ ’ 214Embryo Transfer
No implantation : 307 implantation : 457
40.2% 59.8%

v

v
Drop out Remaining embryos New Art treatment
176 92 39

No implantation : 52
39.7%

3 Embryo Transfer

implantation : 79
60.3%

I

Three consecutive frozen euploid single embryo transfers
(FESETS)

Fertility and Sterility® Vol. 115, No. 1, January 2021
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A new definition of recurrent
implantation failure on the basis of
anticipated blastocyst aneuploidy
rates across female age
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Transferéncia de 3 embedesideten
media) para probabilidade de 95% (
Implantacéao
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== Known Euploid ~ 45%
== Known Euploid ~ 55%
== Known Euploid ~ 65%

Cumulative probability, implantation (%)

2

3 4 5 6
Total number of transferred embryos

7



Estimation of the number of unscreened good quality embryos needed to
be equivalent to 3 euploid ET

Number of untested
blastocysts

Age Observed aneuploidy rate

<35 20% 4
35-37 30% 5
38-40 50% 7
41-42 70% 13

43+ 85% 27

Recurrent implantation failure. Fertil Steril 2023
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Human Reproduction Update, 2023, 1-64

human https://doi.org/10.1093/humupd/dmad010
reproduction

OXFORD update

Opening the black box: why do euploid blastocysts fail to
implant? A systematic review and meta-analysis

Danilo Cimadomo (%) *, Laura Rienzi?, Alessandro Conforti () 3, Eric Forman®, Stefano Canosa®, Federica Innocenti?,

Maurizio Poli®’, Jenna Hynes*, Laura Gemmell*, Alberto Vaiarelli (%) *, Carlo Alviggi®, Filippo Maria Ubaldi’, and
Antonio Capalbo (&) 7
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