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Simultaneous removal of sperm plasma membrane and acrosome
before intracytoplasmic sperm injection improves oocyte
activation/embryonic development
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Obstetric and neonatal outcomes
after the transfer of vitrified-warmed
blastocysts developing from
nonpronuclear and monopronuclear
zygotes: a retrospective cohort study

Ming Li, M5, "% Jin Huang, Ph.D.,**" Xinjie Zhuang, Ph.D.,**" Shengli Lin, Ph.D,,**=*
Yujiac Dang, Ph.D.**<1 ¥ing Wang, Ph.D. %< Dandan Liu, Ph.D.*®< Rong Li, M.D. 04
P'Ini_:] ll1.|, M_D_.-‘-.h.-.d and lie G’IEID. M.D..I baed

* Department of Obstetrics and Gynecology, Center for Reproductive Medical Center, Peking University Third Hospital;
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Obstetrics and Gynecology, Beijing, People’s Republic of China
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Results of logistic regression analysis of obstetric outcomes in nonpronuclear zygotes, monopronuclear zygotes, and two-pronuclear zygotes.

OPN vs. 2PN
Result OPN (n = 435) 1PN (n = 281) 2PN (n = 13,167) Unadjusted OR (95% CI) Adjusted OR (95% CI)
PR 45.52 (198/435) 41.28 (116 /281) 46.23 (6,087/13,167) 0.973 (0.802-1.177) 1.012 (0.806-1.270)
AR 21.72 (43/198) 33.62 (39/116) 23.84 (1,451/6,087) 0.914 (0.64-01.305) 1.003 (0.616-1.546)
Early AR 17.17 (34/198) 22.41 (26/116) 19.98 (1,216/6,087) 0.952 (0.665-1.361) 0.945 (0.615-1.481)
Late AR 455 (9/198) 11.21 (13/116) 3.86 (235/6,087) 1.295 (0.697-2.407) 0.557 (0.163-1.759)
ER 35.63 (155/435) 27.40 (77/281) 35.20 (4,636/13,167) 1.019 (0.834-1.244) 1.052 (0.830-1.333)
LBR 35.63.(155/435) 27.40 (77/281) 35.13(4.626/13,167) 1.022 (0.837-1.248) 1.056 (0.833-1.338)

Note: Data presented as % (n/N) or odds ratio (35% confidence interval), unless stated otherwise. OPN = nonpronuclear zygotes; 1PN = monopronudear zygotes; 2PN = two-pronuclear zygots
birth rate; OR = odds ratio; PR = dinical pregnancy rate.

Li. Outcomes of 0PN and 1PN transfer. Fertil Stenl 2020,
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Results of multiple regression analysis of gestation age, birthweight, and z score in singleton live births.

OPN vs. 2PN
Variable B 95% ClI
Gestation age (wk) 0.081 —0.258 to 0.421
Birthweight (g) 106.400  23.101 to 189.699
Z score 0.202 0.015 to 0.389

1PN vs. 2PN
i} 95% CI Std. error  Pvalue
0249 —-0.229t00.727 0.244 0.308

—48.462 —165.824 to 68.901 73.103 0.994
—0.138 —-0.401 to 0.125 0.134 0.304

Note: Statistical significance was defined as a Pvalue < .05. OPN = nonpronuclear zygotes; 1PM = monopronuclear zygotes; 2PN = two-pronuclear zygotes; Cl = confidence interval; Std. =

standard.
Li. Outcormes of OPN and 1PN transfer. Fertil Stenl 2020

Results of logistic regression analysis of abnormal delivery and abnormal birthweight in singleton live births.

OPN vs. 2PN

Adjusted OR (95% ClI)

0.681(0.313-1.483)
1.898 (0.243-14.817)
0.379 (0.047-3.086)
0.652-7.280)
0.549 (0.075-4.003)
1.301 (0.853-1.982)
1.976 (1.191-3.279)

Variable Unadjusted OR (95% CI)
Premature deliuery 0.975 (0.558-1.705)
Postmature delivery 1.274 (0.184-10.258)
LBW (<2,500 g) 0.823(0.333-2.031)
HBW (>4,500 g) 2.403 (0.857-6.737)
SGA (<10th percentile) 0.751(0.183-3.083)
LGA (=90th percentile) 1.196 (0.841-1.702)
Very large for gestational 1.741 (1.130-2.685)

age (>97th percentile)

1PN vs. 2PN

Unadjusted OR (95% CI) Adjusted OR (95% CI)
1.301 (0.644-2.630) 0.763 (0.272-2.142)
2.784(0.370-20.930) 5.757 (0.697-47.550)
1.001 (0.312-3.208) 2.269 (0.475-10.838)
2.420(0.578-10.127) 1.438 (0.188-11.005)
1.533 (0.370-6.353) 1.097 (0.148-8.147)
0.800 (1.464-1.380) 0.586 (0.283-1.215)
1.000 (0.477-2.094) 0.700 (0.252-1.994)

Note: OPN = nonpronuclear zygotes, 1PN = monopronudear zygotes, 2PN = two-pronuclear zygotes, Cl = confidence interval; HBW = high birthweight; LBW = low birthweight; LGA = large for

gestational age; OR = odds ratio; 3GA = small for gestational age.
Li. Qutcomes of OPN and 1PN transfer. Fertil Steril 2020.
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A randomised controlled trial to
clinically validate follitropin delta in its
individualised dosing regimen for

ovarian stimulation in Asian
IVF/ICSI patients
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Non-inferiority limit

Positive BhCG rate

Clinical pregnancy rate

Ongoing pregnancy rate

Live birth rate

Live birth rate at 4 weeks

after birth

]

|
-10.0 -5.0

Favours conventional
follitropin alfa

0.0

T T
5.0 10.0

Favours individualised
follitropin delta

Estimated mean
difference (95% Cl)

6.3% (0.3%: 12.3%)

4.9% (-0.9%: 10.7%)

5.4% (-0.2%: 11.0%)

6.4% (0.9%; 11.9%)

6.4% (0.9%:; 11.9%)
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L aNJILE TF—IILT 74T B E

bROR%%  (10.0 £ 6.1versus12.4 £ 73) BHEEHY

L7 LAMHD <15pmol D3z E @Rt S n7-L aNILD AH2EUEZ B E L

7= (9.6 £ 53 versus7.6 = 3.5)

Z L TAMHA > 15pmol 0 B RISDHE. HIEKIL3EL A< AY £ L7, (10.1% 6.3
versus 13.8 = 7.5)

Outcome variable Treatment group
Individualised follitropin Conventional follitropin Estimated mean differ- P-value®
delta (N = 499) alfa (N=510) ence {95% CI)*
Positive PhCG rate” 208 (417 180 (35.3) 6.3% (0.3%; 12.3%) 0.03%
Clinical pregnancy rate” 180 (36.1) 159 (31.2) 4.9% (=0.9%; 10.7%) 0.09%
Ongoing pregnancy rate™* 156 (21.3) 131 (25.7) 5.4% (—0.2%; 11.0%) 0.057
Live birth rate’ 156 (31.3) 126 (24.7) 6.4 % (0.9%: 11.9%) 0.023
Live birth rate at 4 weeks after 156 (31.3) 126 (24.7) 6.4 % (0.9%: 11.9%) 0.023
birth®

FIRER L aNJL 31.3%
" — LT 7 25.7%




Z L COHSSmZEETT A, 15ELL BN 2T |IMmEEZ ke % & 20.2% versus 39.1%.
20 EE 4B & 6.7% versus 185% ¢ mALELEEEZEHY TLA=( P <0.001)
SdF—=ibk Lozl d 5 & 0HSSADMAEEREICA W Db E L, 9.6%
vs 5.0%

JFFhobErofEAEIFTF— /121099329 ug (1498+448IU) TLAAL aRIIF
ZH LN 5B T TIhE284ug LT

P<0.01

.

—
L=
L

Estimated risk of early OHSS and/or
preventive interventions (%)
=

0 10 20 30 40 50

AMH (pmolf)
— ndividualised follitropin delta — Conventional follitropin alfa



Live birth rate (%)

COTOT7Z7iELaNN (F) ¢ar—ixz7 (k) 2T
PHEXRZRLTWET,

DSMATOHER L axIL31.3% IF—ILT 7 24.7%
FHEOHERIZL ORI ETF—ILT 7

<3b5years: 31.0% versus 25.0%,

35-37/years: 35.3% versus 26.7%,

38—-40years: 20.0% versus 14.3%.

I Individualised follitropin delta

P=0.023 IR Conventional follitropin alfa

31.3

35.3
31.0

26.7

24.7 25.0

20.0

14.3

[
o
|

N=499 N=510 N=394 N=396 N=85 N=86 N=20 N=28

All patients <35 years 35-37 years 38-40 years
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Pregnancy prediction performance of
an annotation-free embryo scoring
system on the basis of deep learning
after single vitrified-warmed
blastocyst transfer: a single-center
large cohort retrospective study

Satoshi Ueno, Ph.D.,” Jergen Berntsen, M.Sc.,” Motoki Ite, M.Sc.,* Kazuo Uchiyama, M.T.,”
Tadashi Okimura, B.5¢..” Akiko Yabuuchi, Ph.D..* and Keiichi Kato, M.D., Ph.D.*

* Kate Ladies Clinic, Tokyo; and © Vitrolife, Aarhus, Denmark
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WD BICHEREINDE ZOFXTIZAINCL 23 L WO Mm(IDAScore) & (iEFE
D (KIDScore H— K F—288)0idiR% FRI T 28 2 LEEEET L TV E
g

3,018 miEME iR & Lk BIRET L TWLW & T,

S ER T 39.35% T9,
ZOToOXRIIEFEHOAFA—FF—Ra7, FvyXR37, FAXRA7%2 8T
L‘\ig_ﬁ

Distribution of grade in each model according to the maternal age group.

<35y 35-37y 3840y 41-42y 243y All
Cycle, no. 389 514 796 636 389 3,014
Gardner Criteria (%)
4AA 41.4 379 334 29.4 206 31.5
4AB, 4BA 20.3 18.7 18.8 19.5 18.1 19.0
4BB 9.8 9.5 12.2 94 8.3 10.0
Others 28.5 33.9 35.6 41.7 53.0 39.5
KID5core
Average (+5D) 6.4 + 2.4° 6.2+ 25° 6.0 £ 2.4° 5.7+24% 5.2+23° 58+ 24
MAX 9.8 9.8 9.8 9.7 9.8 9.8
75% 8.5 8.4 8.2 7.8 T 8.1
Median 7.0 6.8 6.4 5.6 5.0 6.0
25% 4.4 3.7 39 3.6 39 3.6
MIN 157 1.4 1.4 1.5 1.5 1.4
iDAScore
Average (£5D) 83+14° 8.2 + 1.5° 8.2+ 1.5° 8.0+ 1.5° 78+16° 81+15
MAX 9.9 99 9.8 9.7 9.8 99
75% 9.3 9.3 9.3 9.2 9.1 9.2
Median 9.0 89 88 8.5 8.2 86
25% 7.6 7.4 7.5 7is | 6.8 7,
MIN 3.1 2.3 2.2 2.4 2.7 22



COTDXRET T 7IEFEHBITOIDAR AT EKIDRAT EH—FF— @\*ﬁ BLTRIROE TR % aT8e
ETAHD i&hﬁ_ﬁlﬁ'/ﬁ HBTwxg, 2o Lf_@%b\%m%fg—bxﬂguﬂ b;/] ¥4
35mAm 7= & AUCIZIDAScore 0.72. KIDScore 0.66. #— K +—5%8 0.64 ?ﬁ%ﬁ%b*.ﬁ +4, 2F 4
IDAROA7HEYVBENLERIZ ZEICEYET, LA DFEmIZLERRDoNEEA,
RBAUCL T LT Y XLHBEREEICESVWTHEEDET DHEORETY, AUC OfEH 1 THNIEFRIREICE
FohdZ a5k, AUC =05 0BTV AAEFILAEBLNAEWT 2 RLTWET. AUCABWIEXH
FERAECBY £,

Results of comparison of the area under the curve values among the
three embryo scoring/grading models according to the maternal age

groups.

Age, y iDAScore KIDScore Gardner criteria
<35 0716 0.659 0.640
35-3/ 0.681 0.677 0.652
38-40 0.667 0.654 0.642
41-42 0.662 0.657 0.632

>42 0.759 0.749 0.745
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LTWET,

~_Agree Disagree with iDAScore grade
with iDAScore grade
KiDScore & Qerdned criteria KiQcore b Gardrercree s nl‘.ﬂwl-ﬂm rewria  KiDScore l-d-ur-r:rtr-
“Eagallent™ " Good™
iDAScore
“ Excellent”
Eildcore b Gardnar criera EEDScess B Gardrarcroara  KIDScors B Gardrerortera
*Gogd “Fuie” “Poar
iDAScore
“Good”
Eildcore b Gardnarcriera EIlScore B Gardnerortera D&wlﬁm:r:" l:d-rdru-rm-
=Egir~ =Lagmllant”
iDAScore
“Fair”
| N
Elffcore b Gardrarcriera EEDScore B Gardear Croeia !.ID:Scml.ﬂ.udu erewria  CiDScors & Gardras critera
“Pogr “Excabions” “Fuar*
iDAScore
“Poor”
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A Systematic Review Evaluating the Efficacy of
Intra-Ovarian Infusion of Autologous Platelet-
Rich Plasma in Patients With Poor Ovarian
Reserve or Ovarian Insufficiency

Soumya R. Panda !, Shikha Sachan ?, Smrutismita Hota °

1. Obstetrics and Gynaecology, All India Institute of Medical Sciences, Mangalagiri, Guntur, IND 2. Obstetrics and
Gynaecology, Institute of Medical Sciences, Banaras Hindu University, Varanasi, IND 3. Radiodiagnosis and Imaging,
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Study Country Study design
Quasi-
TRl
Cakiroghu et experimen
. 1] (uncontrolled
z ’ before and
after studies)
Melo et al W
2;2” ;c: " Venezuela randomized
] clinical trial
Quasi-
Stakianoudis experimental-
et al. 2020 Greeco (uncentrolled
121} before and
after studies)
Quasi-
Sills et al. experimental-
2020 [22] USA (uncentrolled
’ before and
after studies)

Population

infertile POI

Infertile patients

planning for ILKIVF
with (i) age 38 years
old and above, (i}

baseline FSH, day 3

of the menstrual

eyela) = 12 miUfmL,
(i) AMH < 0.8 ng/mL

Four pilot studies
were conducted on

POR, POI,

perimencpause, and

menopause

POR with at least
one previous failed

IWF eycle in

perimenopausal or
menopausal age

m

Cases-

Controls-
ar

subjacts
for each

182

Intervention Control

Injection of
approximately

2-4 ml PRP into
each ovary was
performed -
under
transvaginal
ultrasound
guidance.

200-pL PRP
injection

received once
between days T

and 9 of the Mo
menstrual cycle
for three
consecutive
cycles (cycles
1, 2, and 3).

Injection of
approximately
4 ml PRP into
each ovary was
performed
under
transvaginal
ultrasound
guidance.

1 mL of
activated PRP

via transvaginal
USG guidance

intervention

Qutcome measures

Number of retrieved
oocytes, number of mature
ococytes, number of 2
pronuclel embryos,
fertilization rate, number of
cleavage stage embryos

Primary outcome: AFC and
serum levels of FSH and
AMH as a measure of
ovarian reserve. Secondary
outcome: number of
oocytes collected and
fartilization rates during
IVFACSI; rates of
biochemical, clinical, and
ongoing pregnancy per
participant; and rates of
first-trimester miscarriage
and live birth

AFC, AMH, and oocyte
yield in the ICSI-ET cycle,
mature metaphase Il (MIl)
oocyte yield in the ICSI1-ET
cycle post-PRP, number of

resulting embryos, and
cycle cancellation rate.

Serum AMH & FSH
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Cakiroglu et
al.2020 [19].

Melo et al.
2020 [20].

PRP injection was
timed randomly in
women who were
amenorrheic, while
in women who
reported
oligomenorrhea,
PRP was injected
within 10 days after
completion of
menstrual bleeding.

Participants who
opted for PRP
injections received
treatment once
between days 7 and
9 of the menstrual
cycle for three
consecutive cycles
(cycles 1, 2, and 3).

On the second menstrual cycle

(on the 2" to 4™ day of menses)
after the PRP procedure, AFC
and serum AMH and FSH levels
were re-assessed. Those who
were found to have antral
follicle(s) at that point were
started on controlled ovarian
hyperstimulation (COH), while
those who did not were followed
monthly, up to 6 months, and
underwent COH when/if they
developed antral follicle(s).

Following the completion of
treatment with PRP, participants
were advised to undergo
IVFAGSI, UL, or timed
intercourse as soon as the next
menstrual cycle started.

SBYVICLYELTEBED 1 0 BUAL

T~S BH, §HHB;

After blood collection, the tubes were centrifuged at 830 g for 8
minutes. Then, a 16 G needle connected to a 5 ml syringe was
inserted into the tube and advanced to the buffy coat layer. The
PRP was collected by rotating the needle tip. After collecting
approximately 2-4 cc PRP from the first tube, the second tube
was processed similarly (a total of 4-8 cc PRP was collected).
The collected solution was transferred to the re-suspension tube
and shaken gently for 30s-1 min.

A total of 5 blood collection tubes containing sodium citrate 3.8%
were filled with 4.5 mL of blood each and centrifuged at 270g for
10 min. Following centrifugation, 100 pL of the platelet-rich
supernatant were transferred from each of 4 of the original blood
tubes and mixed with 0.1 mL of 10% calcium chloride. The blood
in the remaining fifth tube was not mixed with calcium chloride to
allow for quantification of the total number of platelets in the
sample. On the day of blood collection (i.e. day 7, 8, or 9 of the
cycle), 200 pL of PRP were injected into the cortex of each ovary
using a single lumen aspiration needle.
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Stakianoudis
et al. 2020
[21].

Sills et al.
2020 [22].

For women
presenting with
menstrual cycles,
such as POR and
perimenopausal
women PRP
administration was
done on day-3 of the
menstrual cycle. For
POl and menopausal
women being
amenorrheic, PRP
administration was
performed on a
random day.

All patients had
testing for serum
AMH, estradiol (E2),
and FSH at
approximately two-
week intervals after
ovarian PRP.

PRP administration took place
during the early follicular phase
of the cycle PRP intraovarian
infusion treatment was
performed at least two months
following the last failed ICSI-ET
cycle. In the third menstrual
cycle post-PRP treatment, all
participants received the GnRH
antagonist protocol and
underwent an ICSI-ET fresh
cycle.

Blood samples were collected from the median antebrachial
vein. PRP was prepared according to the manufacturer's
instructions employing a RegenACR®-C Kit (Regen Laboratory,
Le Mont-sur-Lausanne, Switzerland). Approximately 60 ml of the
patient’s peripheral blood was required in order to yield the
required volume of PRP. The initial concentration of platelets in
peripheral blood was approximately 250,000 platelets/pL. The
goal concentration of platelets in PRP was approximately
1,000,000 platelets/uL. According to our protocol, prepared PRP

could be stored for one hour at a temperature of 4 “C if required.
However, regarding the vast majority of the participants, PRP
intraovarian infusion was performed immediately following
preparation.

Approximately 8-10 mL whole blood was collected by peripheral
venipuncture from each patient using a 21G butterfly catheter
affixed via vacutainer to negative pressure-receiving tubes
(RegenlLab; Mont-Sur Lausanne, CH). Samples were immediately
labeled and placed in room temperature centrifuge set to 1500g
x5 min. Processed blood was then fractionated, and erythrocytes
were trapped beneath while lower density components settled
atop the separator gel. Less than 3 mL of supernatant
(comresponding to relatively platelet-poor plasma fraction) was
then aspirated off the top of each column before recapping the
vial for gentle tube inversion/resuspension, as per supplier
instructions. PRP activation was achieved with calcium
gluconate.



PRPZ ANDEIE ANT-ZDODAMHZHEE L TWETH, £€TD
EFRELTVWETS, FSHIZANEZZBEICETLTLWERHRENEZL HHTWET,

FRARERAIAF H ANT-EBBEICERZ L TVLWE T,

AMH
(ng/mL)

FSH
(mlIU/L)

Total
AFC (n)

Pretreatment

Posttreatment

p-value

Pretreatment

Posttreatment

p-value

Pretreatment

Posttreatment

p-value

Cakiroglu
etal.
2020 [19].
(N=311)

013 =
0.6

018 =
0.18

<0.01

419+
24.7

416
24.7

p=0.87
0.5+05
1.7=1.4

<0.01

Melo et al
2020 [20].
(N=46)

0.62 (0.47
to 0.76)

1.01° (0.9
to 1.3)

<0.001

13.6°
(12910
17.5)

9.07" (8.3
to 10.5)

<0.001
4 (3to5)

7 (6to8)

< 0.001

Sfakianoudis et
al.2020 [21]. (pilot
of poor ovarian
response) (N=30)

0.66 = 0.20

1.14 £ 0.26

=<0.0001

10.71 = 1.62

8.95+1.40

0.1342

2.63 £ 0.93

5.20£1.35

<0.0001

Sfakianoudis et al.,
2020 [21]. (premature
ovarian insufficiency
pilot) (N=30)

0.168 = 0.04

0.57 = 0.05

<0.0001

49.82 + 6.19

36.16 = 6.6

=0.0001
0zx0
1.390.37

<0.0001

Sfakianoudis et

al. 2020 [21].

(perimenopause

pilot) (N=29)

0.94 =+ 0.29

1.26 = 0.26

<0.0001

18.47 = 2.47

15.85 = 3.69

0.0024
1.43 + 0.55
3.64 £0.78

<0.0001

MNXTCHEEEZR-T

Sfakianoudis et Sills et

al. 2020 [21].
(menopause

pilot) (N=25)

0.12 + 0.04

0.40 £ 0.13

<0.0001

B0.69 = 5.61

48.03 = 5,90

=0.0001
0x0
1.23 = 0.46

<0.0001

al. 2020
[22].
(N=182)

0.18 =
0.25

0.24 =
0.05

0.0016

5267 =
4,64

64.68 =
5.5

<0.0001
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Study

Cakiroglu et

al., 2020 [19].

Melo et al.,
2020 [20].

Sfakianoudis

et al., 2020
[21].

Participants

Cases (PRP
infusion)
N=22

Controls
(N=18)

P-Value

Cases (Post-

PRP ICSI
Cycle)

Controls
(Prior ICSI
cycle)

P-Value

Number of
retrieved

oocytes

1.81 £1.30
(N=100)

5.0 (2.0-9.0)
(N=22)

3.0 (0.0-6.0)

< 0.001

3.37+1.54

1.20 = 0.76

< 0.0001

Number of
mature

oocytes

1.47 £ 0.76
(N=93)

297 +1.38

1.00 £ 0.79

< 0.0001

Number of 2

pronuclei

embryos

1.24 £ 0.49
(N=82)

2.43+1.38

0.73x0.52

= 0.0001

Fertilization

rate

55.8 = 29.1
(N=82)

0.5 (0.33-
1.0)

0.5(0.0-1.0)

0.51

Number of
cleavage
stage
embryos

1.18 £ 0.39
(N=82)

1.93 £1.26

0.60 = 0.56

< 0.0001

Good quality

embryo
(grade-1&2)

22 (100)

6 (55)

0.03

28/58 (48.2%)

8/18 (44.4%)

0.7945

Cancellation
Rate

9/30 (30%)

18/30
(63.3%)

0.0191
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in Patients With Poor Ovarian
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P-600 Ovarian function following intraovarian injection of autologous platelet rich
plasma (APRP) in women with low functional ovarian reserve
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1Center for Human Reproduction, Clinical Research, New York, U.S.A. ; 2Foundation for
Reproductive Medicine, Clinical Research, New York, U.S.A. ; 3Vienna University School
of Medicine, Department of Obstetrics and Gynecology, Vienna, Austria ;

4The Rockefeller University, Stem Cell Biology and Molecular Embryology Laboratory,
New York, U.S.A.

Study question: Does exposure of ovaries to autologous growth factors in platelet rich
plasma (APRP) affect the pituitary ovarian axis?

Summary answer: Within 60 days after injection, growing follicle numbers and
estrogen levels increased, though FSH did not change,

with effects most pronounced

in still menstruating women.



What is known already: APRP is extracted from a patient’s autologous blood and
delivers growth factors. It is widely used in several medical specialties and has in
infertility practice been reported to increase folicle/egg numbers if injected into
ovaries and improve endometrial thickness/implantation if used for perfusion of the
endometrium.

Study design, size, duration: Prospective observational cohort study of women with
low functional ovarian reserve, followed for 60 days after subcortical injection of
ovaries.

Participants/materials, setting, methods: 44 women with prior poor response to
ovulation induction, FSH> 12 mIU/mL and AMH < 1.0 ng/mL. APRP was prepared using
Regen Lab PRP Kit which is approved by the US-FDA. 1.0-1.5 ml of PRP was injected
into the cortex of each ovary divided among 7 to 10 injection sites. Participants were
followed every three days with monitoring for estradiol, FSH and follicle growth for the
first two weeks after PRP and then weekly.



Main results and the role of chance:

21/43 patients still regularly menstruated (subgroup A, age 43.9 = 5.1 years); 23/43
(subgroup B, age 42.6 £ 6.2 years) were amenorrheic for a median of 6 months.

In A, AMH, FSH and estra- diol were 0.18 == 0.20 ng/mL, 37.5 == 47.6 mIU/mL, and 100.2
+ 73.4 pg/mL, while in B they were 0.06 == 0.11 ng/mL, 73.0 == 44.8 mIU/mL and 66.7
+ 57.6 pg/mL.

Following APRP, A-patients demonstrated increased estradiol to 211 == 193.7 pg/mL (P=
0.029) while B-patients only demonstrated a trend to 98.1 = 86.5 (P=0.09).

Among A patients, 14/21 (66.7%) entered IVF cycles and 5/21 (23.8%) reached retrieval.
So-far 1 patients established an ongoing clinical preg- nancy.

Among B patients 8/23 (34.8%) entered IVF cycles and only 2/23 (8.7%) reached retrieval
and none achieved pregnancy.



Limitations, reasons for caution: This observational study was only carried out to
estimate possible effects of APRP treatments. Based on these observa- tions, we are
now conducting a randomized controlled trial, limited to cycling women under age
45 years [registration # NCT04278313].

Wider implications of the findings: PRP appears to have limited ability to affect
ovarian reserve of older, and especially amenorrheic women. It may, how- ever,
exert more favorable effects on still menstruating women. Promotion of APRP
treatment as “ovarian rejuvenation,” however, appears to be an inappro- priate

choice of words.
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