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Orvieto et al. Reproductive Biology and Endocrinology (2022) 20:52 Reproductive Biolo
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Cleavage-stage human embryo arrest, is it~ @

embryo genetic composition or others?

Raoul Orvieto'**", Anat Jonish-Grossman®, Sharon Avhar Maydan'?, Meirav Noach-Hirsh',
Olga Dratviman-Storobinsky' and Adva Aizer'?

*ﬂ,ﬁﬂﬂf = S
e i ——— 63 L M T A
2 (2755750




EELTWAERNEENEDLT EB ML
EFHEHNHYET,
L\DMZHELZEDTY,







SR AIZITMEAEABRLVERG

=0 27E D ERR RN RIS L TG DIER A HY
F9 . AAERIUEL TIHELIKWMERAHYET

FEAE AR (X RRAR R (CURAMEL T L
AR (TR L 1<




R CREAR (LT AN E

« HIERNEEEZTHDTHNIELoMYET
O— L7z sFY e a5

EZDER THRICTIEZLY




EFEBIEZT B




ERE. BRI AL R

« HIECREDEETHICHZYDEEND
ANES

« HULVEITEAT
« SEDREENZYDEBICESD

X




s RHFERICIEBROIENRoN-Y—SFD
fREICEEN RN AL RZEZ(TTLY
A EIEHL

o TDIRITIGE . TR TIBIET RE

o SEEIRIFIAML R —




Eo\ZrRZBiE9 ICSIHTITHARLY




EMIBRE D ATHAEL

C BEMASENEVNSTEFR <O
o B IEAR DAL DALY
. BHETFESHEE U EHEE LT




» MRFELTRE,




T o IR ESD TIELEL
IVFDFERZFARL TLLKARE

s ZRFRAORETEHTRFESES
o HIIEZERF[E
o A—/N\—FAFT

o EUEFRE]DEREN

« ATk (BEMEARINZTTI)
o BEAREREN

. ETF M iE0Tg
BHENE(CNIETAR)

. ET&@ LAX21—(F1T0E->ZFHDLA T 21—
OK




[ A 5531
(R EE1-2-4

BIESN XK

PEOR

[ B $E4: 0 H)15:00~18:00
~BE H ]15:00~17:00

i H)14:00~17:00

[OUZVI T BEFR DB

BURIT(ZHRTFIE. BFENE. B TIE)

BB HLBEIE S (BN HFBES. R OBE. B
EHFEFEE)

HEThII K, 7

TR RFDEMAENETEZEZLET,

RERLBYZFET,



Intracytoplasmic sperm injection
(ICSI) for non—male factor
Indications: a committee opinion

Practice Committees of the American Society for Reproductive Medicine and the Society for Assisted
Reproductive Technology
American Society for Reproductive Medicine and Society for Assisted Reproductive Technology, Birmingham, Alabama
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SUMMARY

* ICSI for unexplained infertility has been associated with
increased fertilization rates and decreased risk of failed
fertilization in some studies but has not been shown to improve
live-birth outcomes.

* There are no studies addressing whether ICSI of poor- quality
oocytes improves live-birth rates.

* |CSI for low oocyte yield and advanced maternal age does not
improve live-birth outcomes.

* ICSI can increase fertilization rates when lower than ex-
pected or failed fertilization has previously occurred with
conventional insemination.

* In cases without male factor infertility or a history of prior
fertilization failure, the routine use of ICSI for all oocytes is not
supported by the available evidence.



Intracytoplasmic sperm injection vs.
conventional In vitro fertilization In

patients with non-male
factor infertility

Aya lwamoto, M.S., M.D., Bradley J. Van Voorhis, M.D., Karen M. Summers, M.P.H., Amy Sparks, Ph.D.,
and Abigail C. Mancuso, M.D.

Department of Obstetrics and Gynecology, University of lowa Hospitals and Clinics, lowa City, lowa
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- HEZEIIBEHEHRERFNLEVGE(PGT-AELD
B ) CHEMIBRETIL 60.9% . (A9 ZHETIE
643% LR EETEL (FHIEY) AL 0.99; 95%
Cl, 0.99-1.00)

PGT-A HY D EEICH UL TEEMISFE LA ZF
TOHERIL64.7% vs. 69.0%EFYHEE
(F1IEY AL, 0.97; 95% Cl, 0.93-1.01)

Cumulative live birth and miscarriage rates among day 5 transfers using intracytoplasmic sperm injection vs. conventional in vitro fertilization.

Without genetic testing (N = 22,314) With PGT-A (N = 4,445)
Outcome ICSI cIVF RR (95% CI) ARR (95% CI)® ICSI clVF RR (95% ClI) ARR (95% CI)®
CLBR 60.9% 64.3% 0.95(0.93-0.97) 0.99 (0.99-1.00) 64.7% 69.0% 0.94 (0.88-0.99) 0.97 (0.93-1.01)

Miscarriagerate  11.3% 11.8% 0.96(0.89-1.03)  1.00 (0.94-1.06) 90% 10.2% 0.882(0.64-1.12) 0.95(0.72-1.24)

ARR = adjusted risk ratio; Cl = confidence interval; clVF = conventional in vitro fertilization; CLBR = cumulative live birth rate; ICSI = intracytoplasmic sperm injection; PGT-A = preimplantation
genetic testing for aneuploidy; RR = risk ratio.
2 Adjusted for age, body mass index, and the number of cocytes retrieved.

Iwamoto. ICSI vs. c/VF in non-male infertility. Fertil Steril 2022.
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Two pronuclei per oocyte retrieved, embryos transferred and frozen per 2 pronuclei, and available embryos transferred and frozen among day 5

transfers using intracytoplasmic sperm injection vs. conventional in vitro fertilization.

Outcome

2 PN per oocyte retrieved
Embryos transferred and
frozen per 2 PN

Available embryos

transferred and frozen

Cl = confidence interval; cIVF = conventional in vitro fertilization; ICSI =

Without genetic testing (N = 22,314)

ICSI
Adjusted mean
(95% CI)*

64.6 (64.3-64.9)
53.7 (53.2-54.1)

4.97 (4.92-5.02)

cIVF
Adjusted mean
(95% CI)®

66.4 (66.0-66.8)
51.7 (51.2-52.2)

4.90 (4.84-4.96)

@ Adjusted for age, body mass index, and the number of oocytes retrieved.

Iwamoto. ICSI vs. cIVF in non-male infertility. Fertil Steril 2022.

Eta square

0.002
0.001

<0.001

With genetic testing (N = 4,445)

ICSI
Adjusted mean
(95% CI)*

65.1 (64.6-65.7)
50.3 (49.6-51.0)

5.19 (5.10-5.28)

intracytoplasmic sperm injection; PN = pronuclei.

cIlVF
Adjusted mean
(95% CI)®

67.6 (66.1-69.1)
54.2 (52.3-56.2)

5.70 (5.46-5.94)

Eta square

0.003
0.003

0.003
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Compared with conventional
Insemination, intracytoplasmic
sperm injection provides no henefit in
cases of nonmale factor infertility as
evidenced by comparable

euploidy rate

Karishma Patel, M.D.,? Denls A. Vaughan, M. D.P Angie Mae Rodday, Ph.D., M.S.,® Alan Penzias, M.D.,b<
and Denny Sakkas, Ph D.P

@ Department fObt trics and Gynecology, Tufts Me d al Center, Boston, Massachusetts; B t n IVF - The Eugin Group,
W Ith am, Mas h tt D epa rtm nt f Obstetrics and Gynecology, Beth I I Dea s Medical Center, Boston,
achusetts; ¢ De epa artme t of Obstetrics, Gyne I gy and R eproductive Bi I gy H d Medical School, Boston,

Mas chusetts; and € Tufts Clinical and Tra It IS e Institute, Boston, Massachus tt
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Euploid rate ratios® for ICSI vs. conventional insemination in
nonmale factor infertility PGT-A cycles

RR (95% Confidence

Statistical Model Interval) P Value
ICSI vs. Conventional
Insemination
Unadjusted 0.94 (0.90-0.97) < .001
Multivariable adjusted® 0.89 (0.86-0.92) <.001
Propensity score inverse 0.91 (0.87-0.94) < .001
Probability weight (PS
IPW)*
PS IPW 4 multivariable 0.89 (0.86-0.93) < .001

adjusted®<
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Li et al. Journal of Ovarian Research ~ (2023) 16:193 Journal of Ovarian Research
https://doi.org/10.1186/s13048-023-01273-4

RESEARCH Open Access

®
The effect of letrozole overlapped ame

with gonadotropin on IVF outcomes
in women with DOR or aged over 40 years old
with repeated cycles

Xiaojia Li', Jingbo Chen?, Yang Zhao?, Fengyi He®, Meijun Zeng', Guijun Guan*® and Xiaomiao Zhao?'
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BRATGRIBEENBE SN TOWEIT N, —ELEAREIE RSN
TWEHBA. KR, LhOY —)LETFFROEVFERRT
B595EELNOY—)LT7OMI—)L (mLP:gonadotropin-
modified letrozole protocol ) A, FERDRIBEELERTHEZS
MEIMZERETLTLVET,
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Table 1 Basic characteristic of patients, cycle parameters and reproductive outcomes of different COS protocols

Group MLP group GnRH-a long group GnRH-anta group Mild stimulation group P
Basic characteristic of patients

Number 123 123 123 123

Cycle 202+0.13% 1.33+£0.06™ 1.54+0.07% 1.89+0.07°¢ <001
Age (y) 37.76+044 38744041 38.63+0.34 38.15+042 0.298
BMI (kg/m?) 21.69+028 2236+0.34 22344026 2226+0.14 0.109
AMH (ng/ml) 1.14+0.09 1244008 1.18+0.10 1.03+0.09 0.358
AFC 502 +0.22¢ 563+0.24 6.04+0.30% 5.02+0.28° 0012
Infertile duration (y) 5334042 446+035 499+037 44240238 0.262
Primary infertile (%) 39.02(48/123)° 18.70(23/123) 28.46(35/123) 26.02(32/123) 0.005
Basic hormone level

PRL; (ug/L) 12.72(9.30-17.20) 11.43(8.42-15.07) 11.13(8.60-14.72) 11.38(8.53-15.35) 0.260
FSH, (IU/L) 8.76(6.75-12.94) 865(7.28-11.12) 9.59(6.97-12.86) 9.70(7.27-12.54) 0406
LHg (1U/L) 3.95(2.84-5.25) 3.63(2.72-4.92) 3.76(2.93-4.98) 4.22(291-5.82) 0.155
E2; (ng/L) 4450(28.00-63.25) 38.00(27.50-58.00) 43.00(26.75-62.25) 44.50(28.00-59.25) 0650
Tz (nmol/L) 1.10(0.63-1.72) 1.00(0.69-1.46) 1.23(0.68-1.55) 1.12(0.70-1.72) 0410
Cycle parameters

Days of Gn stimulation (d) 802 +0.23% 12,57 +0.17% 8.78+0.19° 7.48+ 0267 <001
Total Gn dose (IU) 233821+71.30% 339321+73.21%¢ 2243.09+64.71% 1145.90 +48.09%¢ <001
Trigger day

FSH (U/L) 30.85(24.71-37.07)°¢ 23.25(19.58-29.01)* 21.58(18.67-27.42)*¢ 16.41(13.70-22.39)*¢ <0.01
LH (UL 3.98(2.34-6.45)" 1.21(0.93-1.65)* 3.09(2.01-4.87)" 5.76(3.03-11.32)** <001
E2 (ng/L) 53800(317.00-1039.75)"  1407.00(861.00-2471.00)* 1068.00(665.50-1797.00)*¢  743.00(429.00-1182.00)* <0.01
P (ug/L) 0.80(0.59-1.22) 0.96(0.66-1.26)% 0.93(0.63-1.28) 0.75(0.52-1.09)° 0.044
T (nmol/L) 2.12(1.36-2.84)° 1.90(1.67-2.92) 1.59(1.15-1.82) - 0018
Number of follicles>=18 mm  1.92+0.11 % 21040134 143+0.11% 1.08+0.11%° <001
Follicle output rate (%) 37.58(236/628)<¢ 36.71(254/692)< 23.42(174/743)%0 20.87(129/618)° <001
Endometrial thickness (mm) ~ 9.44+0.215< 11.39+0.31°¢ 10.67 £0.25% 8.35+0.28°C <001
IVF laboratory parameters

Number of oocytes retrieved ~ 4.46+0.26 > 6714042 464+031% 2544021 2b¢ <001
MIl cocytes retrieved 366+023 % 5.65+035% 396+028 % 21240.17%¢ <001
Available embryos 1.9740.13% 2.5240.14% 2.10£0.13% 134£0.11 3¢ <001
Top-quality embryo rate (%)  52.94(126/238) ¢ 58.77(181/308) 50.00(125/250) 3861(61/158) <001
Pregnancy outcomes

Embryo implantation rate (%) 23.14(28/121) 16.47(28/170) 17.05(22/129) 13.56(8/59) 0347
Clinical pregnancy rate (%) 3846(35/91) @ 26.13(29/117) 29.17(30/103) 17.11(13/76) 2 0.022
Miscarriage rate (06) 11.54(3/26) 11.54(3/26) 25.00(5/20) 25.00(2/8) 0.528
Cumulative clinical preg- 33.33(40/120) ¢ 21.68(31/143) 29.03(36/124) 13.04(15/115) @ 0024

nancy rate (%)
Note: MLP: modified letrozole protocol; BMI: body mass index; AMH: anti mullerlan hormone; AFC antral follicle count; PRL: Prolactin; FSH: follicle stimulating
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Table 2:#&Y) R LA BB [ZH (D mLP vs non-mLPELER

Table 2 Cycle parameters and reproductive outcomes of repeated cycles between mLP and non-mLP groups

Group MLP group Non-mLP group P
Number 50 50

Cycle parameters

Total Gn dose (IU) 244300+ 97.09 2521.00+£157.83 0548
Days of Gn stimulation (days) 830+0.32 10.26+044 <001
Features of trigger day

FSH (IU/L) 33.16(24.84-39.92) 23.69(10.04-30.66) <0.01
LH (U/L) 3.92(2.34-5.48) 2.46(1.45-6.38) 0.039
E, (ng/L) 436.50(278.25-819.50) 1179.00(595.50-1750.75) <0.01
Number of follicles = 18 mm 1.80+0.17 1.50+£0.17 0.133
Endometrial thickness (mm) 9.73+0.36 10.35+0.40 0.034
IVF laboratory parameters

Number of oocytes retrieved 416+0.38 488+0.70 0.860
Number of Ml cocytes 342+247 3.56+2.34 0.724
MII oocytes retrieved rate (%) 82.21(171/208) 82.03(178/217) 0.961
Number of fertilized oocytes 2.70+2.24 3.30+227 0.092
Fertilization rate (%) 64.90(135/208) 76.04(165/217) 0.012
Normal fertilization rate (%) 70.37(95/135) 84.85(140/165) <001
Number of cleaved embryos 3.04+248 3224217 0617
Available embryos rate (%) 62.91(95/151) 50.35(72/143) 0.03
Top-quality embryo rate (%) 47.38(45/95) 38.89(28/72) 0.075
Pregnancy outcomes

Clinical pregnancy rate (%) 37.21(16/43) 6.06 (4/66) <0.001
Miscarriage rate (%) 18.75 (3/16) 75.00 (3/4) 0.061
Live birth rate (%6) 30.23 (13/43) 0 <0.001

Note: MLP: modified letrozole protocol; Gn: gonadotropin; FSH: follicle stimulating hormone; LH: luteinizing hormone; E2: estradiol; T: testosterone; Mll oocytes:

metaphase |l oocytes
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Estrogen(10°ng/L)

(@)

Testosterone(nmol/L)

Testosterone(nmol/L)

~&- Modified letrozole group

~#- GnRH-a long group

GnRH-anta group

~%- Mild stimulation group

10mm

14mm

16mm

18mm

Trigger

10mm

r=0.395
P<0.01

14mm

I
16mm

I
18mm

1
Trigger

Number of oocytes retrieved

Days

Days

Testosterone(nmol/L) Estrogen(10°ng/L)

Testosterone(nmol/L)

20 -

15 4

* I Modified letrozole group

* B GnRH-a long group
GnRH-anta group

0 Mild stimulation group

Group

E2/Number of follicles = 18mm on trigger day

Group

T/Number of follicles 2 18mm on trigger day

r=0.320
P<0.01

Number of M [l oocytes retrieved



LAY —JLIZKAITRANAS IETEFDE

485
=

&

e LAY —)LIE7ZATI—E]

HEXE T, 7OT4—F

Z7oROF Y (FRRRATAVOTUORARTUOAY)

ZIAMAT (TR OA—IVEE) IZEHT S

<7,

e

-
lE%
= i KN

« INZHEETEI AL HRRA-MMPOIRMATUHNTHY,

HARIZZoraT R E

FONRREITTEYET,

s IAFASTUMNMET I 5L ARTE-TEAEXRZRADR
HTATIT4—RIN\YIDNEFYET, TOFHER. TEIR

Mo RETEFSHD 53 i HY:

B2 BN TI,

o ZODFSHLEEMIFIERIEAILTEY (SAEEFSH/HMG) &
HFE-TERAL. IO RIGENSEFYET,




MR T AA R0 &E S R

(__avzza-n ) 7O A—HHEZM
Lrkay—JL
( JO5x./0 '

A= &l = b Eemmmmm——) ( 7ROXFTF

FAMNAFO

_’EIT(SI acd

TARRTAVD—EMNFERIL (ROEVIRFRR) SNb
EXERILEVTHAIRAN DA —ILIZHS, CORIGIE.
FHIEER(7OT2—E) DEFEETITED,




PN TO7oRRST Y DERE

. 7>|~“El/7“>(il§|ﬂﬁ’.=m’c-£‘ﬁ7‘<+6FI;<|~EI’7/H|J%E17M

Tl3HL IIREEBICE>TEELREIZR-LET,
» BIYEERVEREN D, TURAS IR
RHIRICEH T HFSHEZRBRED HEBEIF 0T L4
SN TULVET,

o INITKY. RICEDFSHAMERLTE. IR XS

MEDEL., BRREBENANEMISET KIITHEYFET,

o T 7RO UIXINREAIGE-1(A R kAR

AF1) Rz L THlRBIEL T EZ R I FRALER
iéh’CL\i'ﬁ’




L kB Y —IL+HMGRIE D L 4H A

QO L koy—)Lis
FAOTA—FtHEAES>SIXAMASFUVETF -7 RSV LER
QTR FOFUIET
TEARD S DFSH A E Z 5
RF7rrkoFUER
NI DFSHZBAZEMN > IR/ RE LRI 15
(@) HMGHR S (SETEFSH)
NETEFSHEHEDR > DIRFEET & BADIFEA NS
® #E
BFDEWE - FiREER _E ) ATREME




MLPEF CERNT-IHR

ZOMETIE. mLPETRIEPOTARRTOVE
EALBHELBRIENTINV I EAERINEL,
=52, MAATFRFRTAYERE SERIPE-OMIBEF
HICIEDOHEBEILAHYELT-,

DEYT 7RO UNZNIEE . IENDINFEAOK
AMNFHMN LN EWLSIERTT,
EELFICNEFILNOY—=ILDAT7oROT VEES
i FRESE . FNHAFSHRZ M Z S 6 . DI F
BEMAZBT-IEERRLTULNVET,

Li X, Chen J, Zhao Y, He F, Zeng M, Guan G, Zhao X.

The effect of letrozole overlapped with gonadotropin on IVF outcomes in women
with DOR or aged over 40 years old with repeated cycles.

J Ovarian Res. 2023;16:193.




S ADEERT




Therapeutic management in women
with a diminished ovarian reserve: a
systematic review and meta-analysis
of randomized controlled trials

Alessandro Conforti, M.D., Ph.D.,? Luigi Carbone, M.D., Ph.D.,? Raffaella Di Girolamo, M.D.,P

Giuseppe Gabriele lorio, M.D.,® Maurizio Guida, M.D.,? Maria Rosaria Campitiello, M.D.,*

Filippo Maria Ubaldi, M.D.,? Laura Rienzi, Ph.D.,%¢ Alberto Vaiarelli, M.D.,* Danilo Cimadomo, M.D.,
Carlo Ronsini, M.D.,f Salvatore Longobardi, M.D.,° Thomas D'Hooghe, M.D.,™ Sandro C. Esteves, M.D, "
and Carlo Alviggi, Ph.D.?

@ Department of Neuroscience, Reproductive Science and Odontostomatology, University of Naples Federico I, Naples, Italy;
b Department of Public Health, University of Naples Federico II, Naples, ltaly; ¢ Department of Obstetrics and Gynecology and
Physiopathology of Human Reproduction, ASL Salerno, Salerno, Italy; ¢ IVIRMA Global Research Alliance, Genera, Clinica Valle
Giulia, Rome, Italy; ® Department of Biomolecular Sciences, University of Urbino “Carlo Bo,” Urbino, Italy; f Department of
Woman, Child and General and Specialized Surgery, University of Campania “Luigi Vanvitelli,” Naples, Italy; @ Merck Serono
S.p.A, Rome, Italy; " Merck KGaA, Darmstadt, Germany; | Department of Development and Regeneration, Biomedical Sciences
Group, KU Leuven (University of Leuven), Leuven, Belgium; ' ANDROFERT, Andrology and Human Reproduction Clinic,
Campinas, Sao Paolo, Brazil; and . Faculty of Health, Aarhus University, Aarhus, Denmark

202543 B [ZFertility and SterilitygS 2 /8B SN = AT T1v oL
E 1—TI&. POSEIDONZ$E(CE DLV TDORETE E SN T-FEHI D H
RREL, 38D EELAILLLEABEZREHEITLTUOET , K
L. CNETDORDEZEMN—EL TLVEMNHT=1BEDFETIC
LR, KU BELGRREZEEICE DNV -EEEDSWHRETHI =
[ZHEAHYET,




S -IEH (. TRAMNRTAV#EF T, TEFOL
E7FAXTA2(DHEA) . ERAE vs (EA=dFF

FOEY  GhnRHZ A RAMEIERA—NE. l/l*El
V—IJL. P37z BERILVEY . LHEFRE., T2
TILVRIEGEGE BRI ZHT-UFET,
FETOMAITERERRE, BEIEIRER, 101
2. AN, BRRITFIRES LURERETLT -,




Live birth rate/Ongoing pregnancy rate

Testosterone Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
Kimetal. 2011 15 55 7 55 47.1% 257(0.96,6.92] 2011 —
Bosdou etal. 2016 2 26 2 24 111% 092[012,7.07] 2016 o
Hoang et al. 2021 20 106 3 53 29.0% 3.88([1.10,13.70) 2021 ——
Subira etal. 2021 3 33 2 16 12.8% 0.70[0.10,4.67] 2021
Total (95% Cl) 220 148 100.0% 219[1.11,4.32] alfjle-
Total events 40 14
Heterogeneity: Tau*=0.00; Chi*= 299, df=3 (P=0.39); F=0% 001 01 1 10 100

Testfor overall effect. Z=2.26 (P=0.02)
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analysis
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Authors (year), journal

Testosterone administration

Type Route Dose Duration

Massin et al. (2006), Testosterone Transdermal 10 mg/day  15-20 days

Human Reproduction gel 1%

Kim et al. (2011), Testosterone Transdermal 12.5 mg/day 21 days

Fertility and Sterility gel 1%

Kim et al. (2014), Development and Reproduction Testosterone Transdermal 12.5 mg/day Subgroup a: 14 days
gel 1% Subgroup b: 21 days

Subgroup c: 28 days

Bosdou et al. (2016), Human Reproduction Testosterone gel 1%  Transdermal 10 mg/day 21 days

Testosterone gel 1% Transdermal 12.5 mg/day From day 6 of previous menstrual period to day
2 of stimulated menstrual period

Doan et al. (2017), Gynecological Endocrinology

Al-Jeborry (2019), Annals of Tropical Medicine and Public  Testosterone gel 1%  Transdermal 10 mg/day 21 days
Health

Hoang et al. (2021), Reproductive Medicine and Biology ~ Testosterone gel 1%  Transdermal 12.5 mg/day Subgroup a: 28 days
Subgroup b: 42 days

Subira et al. (2021), Reproductive BioMedicine Online Testosterone gel 1%  Transdermal 12.5 mg/day Subgroup a (long testosterone): 56 days

Subgroup b (short testosterone): 10 days

Massinis (2006) : 10 mg/H%15~20H &

Kimi>(2011) :12.5 mg/B %218 &

Kimi>(2014) :12.5 mg/B%14~28 A B D B TLLER

Bosdouis (2016) : 10 mg/HZ% 21 HH]

Doani (2017) :12.5 mg/BZHIE#ie A B M oRIBE2HBF T
Al-Jeborry(2019) : 10 mg/H %21 H &

Hoangs (2021) :12.5 mg/B%28BRE=IF42HfE

Subirdis (2021) :12.5 mg/BZ10B ME =156 B [H]



Study %o

RR (95% ClI) Weight
I
1
I
Bosdou et al., 2016 - 0.92 (0.14, 6.05) 17.25
1
1
|
‘
Kim et al., 2011 +— 2.14 (0.95, 4.84) 58.05
I
I
I
I
Kim et al.(b), 2014 ‘ 3.00 (0.66, 13.69) 16.58
I
I
I
I
Massin et al.,2006 + 2.08 (0.20, 21.50) 8.12
1
I

Overall (I-squared = 0.0%, p = 0.814) <> 2.07 (1.09, 3.92) 100.00

T T
0465 1 21.5

Favours no pretreatment Favours T pretreatment

FIGURE 2 Risk ratio (RR) with 95% confidence interval (Cl) for live birth in patients with poor ovarian response pretreated or not pretreated with
testosterone (T). When the studies were evaluating testosterone pretreatments of different durations, subgroups a-c were created in each study
for more precise results. Therefore, a, b or ¢ in brackets next to the study authors represents the particular subgroup from the total sample size
evaluating testosterone pretreatment of different durations.
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Study %

RR (95% Cl) Weight
'

Al-Jeborry Milal, 2019 —— 1.93 (0.90, 4.13) 25.95
1

Bosdou et al., 2016 e 0.92 (0.14, 6.05) 6.27
1
1

Doan et al., 2017 —%—0— 3.00 (1.03, 8.73) 12.06
1

Hoang et al. (a), 2021 —%—-o-— 3.25 (1.15, 9.16) 12.06
1

Kim et al., 2011 —— 2,12 (1.00, 4.51) 24.12
1
1

Kim et al.(b), 2014 —:—0— 3.00 (0.90, 10.01) 9.05
1
1

Massin et al.,2006 —= 4.17 (0.50, 34.66) 2.95
1
1

Subira et al.(b), 2021 * : 0.20 (0.01, 3.86) 7.54
I

Overall (l-squared = 0.0%, p = 0.670) @ 2.25 (1.54, 3.30) 100.00
I
I
I
1

T T
.0104 1 96.6
Favours no pretreatment Favours T pretreatment

FIGURE 3 Risk ratio (RR) with 95% confidence interval (Cl) for clinical pregnancy in patients with poor ovarian response pre-treated or not
pretreated with testosterone (T). When the studies were evaluating testosterone pretreatments of different durations, subgroups a-c were created
in each study for more precise results. Therefore, a, b or ¢ in brackets next to the study authors represents the particular subgroup from the total
sample size evaluating testosterone pretreatment of different durations.
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Studies Sample size

Method applied

Effect(95% Cl)

Outcomes improved following testosterone pretreatment

Duration of ovarian stimulation (days) 7 744 Random effects model, WMD: -0.81
12:92% (-1.46 to -0.16)
Total dose of gonadotrophins required for ovarian stimulation (1U) 8 797 Random effects model, WMD: -368.8
1% 87% (-612.4 to -125.2)
Endometrial thickness on the day of triggering final oocyte maturation (mm) 5 561 Random effects model, WMD: 0.83
12:776% (013 to 1.53)
Cancellation rate due to poor ovarian response 6 681 Fixed effects model, RR: 0.37
12 0% (0.20 to 0.71)
No. of cumulus-oocyte complexes retrieved 8 797 Random effects model, WMD: 0.88
12: 78.7% (0.22 to 1.54)
Outcomes not significantly different following testosterone pretreatment
Qestradiol concentration on the day of triggering final oocyte maturation (pg/ml) 4 394 Fixed effects model, WMD: -8.12 (-118.2
1% 0% to 101.96)
No. of follicles =17 mm on the day of triggering final oocyte maturation 5 386 Random effects model, WMD: 0.82
1%. 857% (-0.11 to 1.74)
No. of metaphase Il ococytes 3 245 Fixed effects model, WMD: 0.48(-0.16
2 0% to 113)
No. of 2pn oocytes 7 665 Random effects model, WMD: 0.49
12: 80.3% (-0.11 to 1.10)
No. of embryos transferred 8 797 Random effects model, WMD: 0.21
12:70.5% (-0.07 to 0.49)
No. of miscarriages 3 202 Fixed effects model, RR: 1.12
12 0% (0.30 to 4.22)
Proportion of patients having an embryo transfer 8 797 Fixed effects model, RR: 1.00

1%:15.9%

(0.96 to 1.04)

2pn, two-pronuclear; Cl, confidence interval; 2, heterogeneity; RR, risk ratio; WMD, weighted mean difference.

RIF B ZR:0.88 &4 (WMD -0.81H)

= : 9370 UL, FRINEF D+ = NIR
=IZIET (RR0.37) . FRERDNF24 (COC) : 15

TtV

OFRFrOE IR S
= :0.83 mmiE i,

0.9{EIE N0, MIIBNF£8. 2PNZF500%L. EFBHEEL. FREZRIZ(X
ﬁ'us%h\nlu&)bniﬁ/\lfbf:o



CDAREWTIE. CNFETOHRMEDH THRLIRENKE
797 RICLTOVET . TR BRTAMRT
D‘/ﬁﬁ?ﬁ'—iﬁ"’-ﬁ’ SEIFIREFZHE(ICHNEIT HMH
NATHLSEETRLEL=. BMERIZIZIZESH S
ﬂn@“ ;réliﬂb.—,l,\tﬁ&iéirva\i? f=t=L. KEi8Y

~ B2 480

HEEOHEBRDFRIZDLTITEEF+F LT —42N
%Uiﬂf&
BHAEOMBELT,. TRAMRTAVIEZFSHEZERIAD

%Iﬁé‘—iﬁhuéﬁ DNRe W EA R T LREAEMED 3 EZ
RETDESNFTT,

F1= IGF-1 (AR AR ERE

F1) #FRZ LTI F

0)/_'

EFPRERZENITAHE

."E)/J\_c‘:?h»fl/\i-d—



BERTARRTOVAEIRE (10~12.5 mg/B. 10~56H
) [F I ERIGCEHLZEICBWVWTERESRLTIRES
FEICHNELZELT=,

Fi% B $EfE. JFFrEEFERHERYD . FERIE
IRE. F£IREdEmMm,. v oI RETHEEHDOF S
h\Té*L’CL\i'd'

EEFERIIFIFLL, EEKRTOEARREENSLVE
ZZNFEITH. REIFROKRIEIISEDIEERETT,




:I: —A

Dﬂ%%ﬁ*ﬁ'é?ﬁ‘ﬁb\ﬁﬁ(poor responders) [ZXLT. K

%XFH'”-::I:J&TZI‘ZTD‘/é J:EHHFEﬁ”i 19 ét
FRESRLFRENFEICHET S,

Evangelia T. Katsika, Julia K. Bosdou, Dimitrios G. Goulis,
Grigoris F. Grimbizis, Efstratios M. Kolibianakis.

Higher live birth rate following transdermal testosterone
pretreatment in poor responders: a systematic review and
meta-analysis.

Reproductive BioMedicine Online. 2023;46(1):81-91.
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Use of an aromatase inhibitor for induction
of ovulation in patients with an inadequate
response to clomiphene citrate
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PCOSEEDCCcEL A —)LELES (RIEE

[£0.62vs0.81cm, E2IE FEHEE),

Characteristics of letrozole and CC treatment cycles in anovulatory patients with PCOS.

Mean value for Mean value for

letrozole treatment = CC treatment P Range for Range for Median for Median for

Variable (+ SD) (£ SD) value letrozole treatment CC treatment letrozole treatment CC treatment
Day of hCG administration 142 2.1 14.8 =27 NS 12-18 11-19 14 14
Endometrial thickness (cm)

on day of hCG 0.81 =0.14 0.62 = 0.25 <.01 0.7-1.1 0.3-1.2 0.8 0.6
Follicles >1.5 cm on day

of hCG 2.1 £0.93 1.9+1.6 NS 1-4 1-5 2 2
E, (pmol/L) on day of

hCG 962 = 654 1,638 £ 1,406 <<.01 344-2.347 178-5,210 844 1,174
E, per mature follicle

(pmol/L) 444 + 256 830 =279 <.01 172-786 278-1,174 347 917
LH on day of hCG (IU/L) 22 =22 19 = 14 NS 666 5.6-43 9.6 10.1

Note: Letrozole gave 9 ovulatory cycles among a total of 12 cycles; CC gave 8 ovulatory cycles among a total of 18 cycles. NS = not significant.

Mitwally. Letrozole for induction of ovulation. Fertil Steril 2001.
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Table 2[Z b8 T —43 (N IE/E0.50 vs 0.89 cm, E2 KIEET) .

Characteristics of letrozole and CC treatment cycles in ovulatory patients.

Mean value for Mean value for
letrozole treatment ~ CC treatment P Range for Range for Median for Median for

Variable (£ SD) (£ SD) value letrozole treatment CC treatment letrozole treatment CC treatment
Day of hCG administration 11.6 = 2.6 10.5 = 1.6 NS 8-16 8-13 12 10
Endometrial thickness (cm)

on day of hCG 0.89 = 0.12 0.5+0.1 <.001 0.7-1.1 0.3-0.6 0.9 0.5
Follicles >1.5 cm on day

of hCG 23+0.8 25*1 NS 14 1-5 2 2
E, (pmol/L) on day of

hCG 719 = 411 3,003 = 1,422 <.001 357-1,674 559-6,782 548 2,756
E, per mature follicle

(pmol/L) 344 = 217 1,366 = 683 <.001 136-837 280-2,755 257 1,378
LH on day of hCG (IU/L) 17 = 14 13+7 NS 3.6-40 3-29 8 12.7

Note: Letrozole = 10 cycles; CC = 15 cycles. NS = not significant.
Mitwally. Letrozole for induction of ovulation. Fertil Steril 2001.
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Mitwally MF, Casper RF. Use of an aromatase inhibitor for induction
of ovulation in patients with an inadequate response to clomiphene

citrate.
Fertil Steril. 2001;75(2):305-309.
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ABOUT ~ APPLY ~ EDUCATION ~ RESEARCH ~ HEALTH CARE ~ NEWS & EVENTS

Yanagimachi Institute for Biogenesis Research
(YIBR)

Center of Biomedical Research Excellence (COBRE)
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Chocole'a (F3aILJ7)

Manoa Store & Kitchen

Online order picks up only
Tuesday from 10:00am - 5:00pm
via new car courier service

Shop open for walk-ins:
Wednesday through Saturday from
10:00am - 5:00pm

Soft Cream Hours:
Wednesday-Saturday, 10AM-5PM






BEST
£2024

S

HAWAII'S | HAWAIL!
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