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= |'etd di accesso delle coppie sia cosi determinato:

o eta femminile fino al compimento di 50 anni
o etd maschile fino a compimento di 65 anni

v il numero dei cicli sia cosi determinato:

o dcicli di trattamente di 1° livello nei limiti di dosaggio previsti dalla nota AIFA 74
3 cicli di trattamento di 2° livello (pazienti amvate ad eseguire il Pick up) nei limiti di desaggio previsti
dalla nota AIFA 74.

Circa l'eta di accesso per le donne, essa viene determinata come sopra ripertato in quanto si ritiene opportuno
tener conto dell'aspettativa di vita in crescita, degli sviluppi della ricerca scientifica e quindi dare una maggiore
oppertunita alle deonne.
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Figure 4. Birth rates, by selected age of mother: United States.
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PROSPETTO 4. NATI PER CLASSI DI ETA DELLA MADRE E REGIONE. Anno 2013

REGIONI Classi di eta della madre Totale Totale madri Madri italiane
<18 18-19 20-24 25-29 30-34 35-39 40-44 45+ <25 >=40 <25 >=40

valori assoluti valori percentuali

1922 6163 47660 114955 171151 132613 36852 2983 514308 10,8 1,1 84 8,7
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The fertility myth: Israeli students’

knowledge regarding age-related O O
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fertility decline and late P .
pregnancies in an era of assisted
reproduction technology
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igura 2.20: Distribuzionea dei cicli a fresco (FIVET-ICSI) per classi di eta delle pazienti.
Anni 2005-2012.
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Owarian Reserve Test: An Impartial Means
to Resolve the Mismatch Between
Chronological and Biological Age in the
Assessment of Female Reproductive
Chances

Salvatore Gizra, MD'. Alessandea Andrisani, MD, PhD',

Federica Esposito, MD', Alessandra Qliva, BS', Cecilia Zicching, BS',
Denlse Capuzza, MD', Michele Gangemi, MO/,

and Giovann Battista Mardelli, MD'

Human Reprodection, Vel 2, MY pa. 18- 1824, 2001
Asasrad frosm publestion on Aprd 19, 20011 dak B0 | DR e rrep der

ESHRE consensus on the definition
of ‘poor response’ to ovarian
stimulation for in vitro fertilization:
the Bologna criteria’

AP, Ferraretti V*, A, La Marca®, B.C.).M. Fauser!, B. Tarlatzis?,
G, Margund %, and L. Gianaroli| on behalf of the ESHRE working group
an Poor Ovarian Response Definition’

Results: POR definition

Following the same logical approach utilized for polycystic ovarian sy
drome (PCOS) diagnostic criteria (The Rotterdam ESHRE/American
Society for Reproductive Medicine (ASRM) Sponsored PCOS Consen-
sus Workshop Group, 2004), a consensus was reached on the
minimal criteria needed to define POR.

Ax least two of the following three features must be present:

(i} Advanced maternal age ( 40 Ears} or any other risk factor for
POR;

fii} A previous POR (<3 ococytes with a conventional stimulation
protocol )y
(i} An abnormal ovarian reserve test (ie. AFC <5-7 follickes or

AMH <0.5-1.1 n.-"n"d,

Two episodes of POR after maximal stimulation are sufficient to define
a patient as poor responder in the absence of advanced maternal age
or abnomal ORT.

By definiticn, the term POR refers to the owvarian response and,
therefore, one stimulated cycle is considered essential for the diagno-
sis of POR. However, patients over 40 years of age with an abnormal
ORT may be dassified as poor responders since both advanced age
and an abnormal ORT may indicate reduced owarian reserve and
act as a surrogate of ovarian stimulation cyde. In this case, the patients
should be more properly defined as expected PORs.
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Female Aging Alters Expression of H Cumulus Cells . -
G it s il o O it Poor ovarian response in women
undergoing in vitro fertilization Is
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How to define, diagnose and treat poor ((_ ppeeene
responders? Responses from a worldwide
survey of IVF clinics

Pasquale Patrizio **, Alberto Vaiarelli ®, Paolo E Levi Setti ¢, Kyle J Tobler 9,
Gon Shoham ©, Milton Leong ¥, Zeev Shoham %"

A total of 272 IWF units from 45 countries responded to the
survey. Of those, responses from 196 units met the quality-
assurance parameters representing a total of 124,700 IVF

cycles.

Table 9 The combinations of gonadotrophins used in IVF pro-
tocols designed specifically for patients with poor ovarian reserve.

Number of

Gonadotrophin combinations respondent-cycles (%)

rFSH and hMG 53,100 (43)
hMG alone 25,500 (20)
rFSH alone 25,100 (20)
rFSH and rLH 11,700 (9)
rFSH and low dose hCG 7200 (6)
None of the above 2100 (2)

HCG = human chorionic gonadotrophin; HMG = human menopausal
gonadotropin; rFSH = recombinant follicle stimulating hormone;
rLH = recombinant luteinizing hormone.

Table 7 Estimated proportion of poor ovarian response pa-
tients seen within respondent IVF clinics.

Estimated proportion of poor ovarian
response patients treated at the
IVF clinic (%)

Number of
respondent-cycles (%)

3000 (2)
51,700 (41)
28,000 (22)
23,900 (19)
7500 (6)
10,100 (8)
500 (0)

Table 8 The preferred IVF protocol for poor ovarian responders.

Protocol used

Number of
respondent-cycles (%)

Mo GnRH analogues

GnRH agonist using a flexible regimen
GnRH agonist, long protocol

GnRH agonist microdose, short protocol
GnRH agonist, short protocol

GnRH antagonist protocol

GnRH = gonadotrophin-releasing hormone.

1200 (1)

2500 (2)
11,800 (9)
18,900 (15)
25,400 (20)
64,900 (52)
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Poor responders in IVF: an update in therapy

V. Giovanakz. F, W Pulcinedl, E. RalL F. 8L Priméero, and O Casema
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A large, multicentre, observational, post-marketing
surveillance study of the 2:1 formulation of

follitropin alfa and lutropin alfa in routine clinical
practice for assisted reproductive technology
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Figure 1 The reasons cited by physicians for prescribing the 2:1 formulation of follitropin alfa and lutropin alfa for 1834/2220 assisted
reproductive technology (ART) cycles. (a) The number of reported pre-specified reasons (one or mare reasans could be given; 1829 reasans

were given far 1834 ART cycles): (b) Expansion of the pre-specified answer of ‘ather’ (1315 responses of other werne given in total; the six reasons
cited maost frequently are shawn). Percentages are hased on 1839 reasans. GnRH = gonadotrophin-releasing harmane; LH = luteinizing hormene.




XA ik

Recombinant luteinizing hormone OO c..c.c.. T e
SRpICTI niation In wibien ndemping I SRR i S e B R
fertilization/ intracytoplasmic sperm injection with . o o

gonadotropin releasing hormone antagonist e DR ., S e . %3
protocol: a systematic review and meta-analysis Test for cerad effect 2= 261 (F = 0.008) Favours rLF+1FSH . Favours FSH only

Fuag Kiona', Thinie Bu’, Wt D, Mesiaeg Zhama, Siso Beo and Tiigpo San’ Figure 9 Forest plot of number of retrieved oocytes per oocyte retrieval with or withowt r-LH supplementation for COH in advanced
reproductive aged women undergaing IVF or ICS-ET with GnRH antagonist protecol.
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The use of recombinant luteinizing
hormone in patients undergoing
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The use of recombinant luteinizing
hormone in patients undergoing
Recombinant luteinizing hormone assisted reproductive techniques

supplementation in women undergoing in vitro with advanced reprnductive dge:

fertilization/ intracytoplasmic sperm injection with a S}"SIEII'IH“E review and
gonadotropin releasing hormone antagonist

protocol: a systematic review and meta-analysis mﬂtﬂ-ﬂﬂiﬂ'ﬁﬁ
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Low sample size of all available studies
Not standardized dose and timing of LH supplementation
Lack of adequate patients selection (POR???)

Did not permit to obtain strong results in favour of LH

supplementation (if not in case of hypogonadotrophic
hypogonadism), in particular when a GnRH-antagonist
protocol is applied




Recombinant LH supplementation during IVF cycles with a
GnRH-antagonist in estimated poor responders: A cross-matched
pilot investigation of the optimal daily dose and timing

SALVATORE GIZZO. ALESSANDREA ANDRISANI. MARCO NOVENTA. SERENA MANFE. ALESSANDRA OLIVA,

MICHELE GAMNGEMI, GIOVANNI BATTISTA NARDELLI and GUIDD AMBROSINI

Department of Women's and Children's Health, Assisted Reproductive Unit of the Gynecological and Obstetries Clime,
University of Padua, 35128-Padwa, Italy

Patients treated with
150 Ul of rLH beginning with GnRH-ant

showed significantly better outcomes in terms of
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Who needs LH in ovarian stimulation?
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The data from numerous assisted reproduction studies con-
firm that most patients will respond to gonadotrophin prep-
arations containing only FSH. However, 10—12% of patients
may fail to respond adequately to this type of ovarian stim-
ulation. Presumably these patients lack adeguate concen-
trati £ aiid LH._aft it | 3 A

and would benefit from the addition of LH to ovarian stim-
ulation. Clearly, patients with hypogonadotrophic_hypogo-

nadism require_exogenous LH to achieve optimal assisted
reproduction outcomes. A growing body of evidence also
suggests that patients =35 years may have improved
assisted reproduction outcomes with the addition of exoge-

nous LH. Beyond that, clinicians have few tools available to

» Women of advanced reproductive age

% Women with an abnormal response to r-
hFSH

4 Patients treated with GnRH antagonists

LETELE

GnRH agonist and GnRH antagonist protocols
in owarian stimulation: differential regulation
pathway of aromataze expression in

human granulosa cells
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Does exogencus LH in ovarian stimulation

improve assisted reproduction success? An
appraisal of the literature

Micah J Hill *, Gary Lavy *, Eric O Levens 5
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Progress in understanding human ovarian folliculogenesis
and its implications in assisted reproduction
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S-COS: standard-long-a

(treatment done within 6 months after previous cycle)




GROUPS Number Mean values | Std. Deviation p Value
EGF pg/mL 5-Cos 28 9,40 2,92

LH-COS 28 11,75 3,95 <0.05
ERK 1-2 pg/mL 5-C0S 28 184,82 50,15

LH-COS 28 332,14 111,35 <0.001
p-ERK 1-2 U/fmL 5-C0S 28 20,89 341

LH-COS 28 40,18 10,37 <0.001
AKT 1-2 ng/mL 5-Cos 28 5,35 2,45

LH-COS 28 10,42 2,08 <0.001
p-AKT 1-2 U/mL 5-C05 28 28,07 8,98

LH-COS 28 42,36 10,06 <0.001
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RETRIEVED OOCYTES
(total number)

3.60+1.08

4.00 +2.58

3.80+1.94

MIl RETRIEVED
OOCYTES
(total number)

2.30£0.95

2.90 +1.66

2.60+1.35

OBTAINED EMBRYOS

1.90£0.74

2.10+1.45

2.00+1.12

| DEGREE EMBRYOS

0.40 £0.52

1.50+0.85

0.95+0.89
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