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Resultats 7 centres francals

FIGURE |

1827 cycles sur 1 an
2,611,3 nb tent
| | I 3314,8 Age

Center 1 Center 2 Center 3 Centerd Center S Center & Centﬂr 7

Delivery rate per couple and per attempt as a function of ART centers.
P<.001.

Monraisin. Practices of intrautenne insemination. Fertil Stenl 2016.

40

o] | HED CLINIQUE MUTUALISTE
sorace =g LA SAGESSE Monraisin Fertil Steril 2016

GROUPE MUTUALISTE



Resultats Sagesse sur 3987 cycles

Rang de tentative

"% cycles ™ %grossesse
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Indication 11U (1)

¥ Anomalie de glaire cervicale
= Qualitative
= Quantitative
= Y at’il encore un mteret@test Huhner?

N 416 05 86 110
Taux de 31 % 32 % 37 % 30 % NS
grossesse

o] | CLINIQUE MUTUALISTE

e W=S) LA SAGESSE

BIORANCE G



Indications 11U (2)

® Anomalie masculine modérée

Table 1. Rate of clinical pregnancies/cycle depending on the NMSI

Group Total
I 2 3 1 5
NMSI (x10°) n< 1 l=n<?2 2=n<5 5=n<10 nz 10
Cycles 96 173 471 1119 705 2564
Pregnancies 3 15 56 165 92 331

% pregnancies/cycle 8.67% 11.89% 14.75% 13.05% 12.91%

Global x* = 14.74; df = 4; P = 0.005. In the 2 X 2 comparison: group | was significantly different from group 3 (x* = 6.57;
P =0.01); group 1 was significantly different from group 4 (x* = 10.02; P = 0.002); group | was significantly different from group 5
(x> = 796; P = 0.005); and group 2 was significantly different from group 4 (x° = 4.61; P = 0.03).

Au moins 1 Million de spermatozoides mobiles inseminés

“all HED CLINIQUE MUTUALISTE
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Indication IIU (3)

©® Endomeétriose modérée

In infertile women with AFS/ASRM stage I/Il endometriosis, clinicians
may perform intrauterine insemination with controlled ovarian
stimulation, instead of expectant management, as it increases live
birth rates (Tummon, et al., 1997).

In infertile women with AFS/ASRM stage I/Il endometriosis, clinicians

may perform intrauterine insemination with controlled ovarian
stimulation, instead of intrauterine insemination alone, as it increases
pregnancy rates (Nulsen, et al., 1993).

“all CLINIQUE MUTUALISTE
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Indication 11U (4)

¢ Infertilité inexpliquée

1.8 Unexplained infertility

1.8.1 Ovarian stimulation for unexplained infertility

1.8.1.1 Do not offer oral ovarian stimulation agents (such as clomifene citrate, anastrozole or letrozole) to
women with unexplained infertility. [new 2013]

1.8.1.2 Inform women with unexplained infertility that clomifene citrate as a stand-alone treatment does not
increase the chances of a pregnancy or a live birth. [new 2013]

1.8.1.3 Advise women with unexplained infertility who are having regular unprotected sexual intercourse to try
to conceive for a total of 2 years (this can include up to 1 year before their fertility investigations) before
IVF will be considered. [new 2013]

1.8.1.4 Offer IVF treatment (see recommendations 1.11.1.3-4) to women with unexplained infertility who have
not conceived after 2 years (this can include up to 1 year before their fertility investigations) of regular
unprotected sexual intercourse. [new 2013]

1.2.1.3 For people with unexplained infertility, mild endometriosis or mild male factor infertility, who are having
regular unprotected sexual intercourse: Z

e do notroutinely offer intrauterine insemination, either with or without ovarian stimulation
(exceptional circumstances include, for example, when people have social, cultural or religious
objections to IVF)

e advise them to try to conceive for a total of 2 years (this can include up to 1 year before their fertility
investigations) before IVF will be considered. [2016]
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TUI study :RCT
Intrauterine insemination with clomiphene

citrate stimulation compared with expectant
management

€ 201 couples with unexplained infertility

¥ 3 cycles comparing :
= JUl —Clomiphene Citrate
= Expecting management

.?=I HED CLINIQUE MUTUALISTE
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€ |UI-C was associated with an increase in
CLBR compared to EM group [31%]
vs.[9%]P = 0.0003;

¢ 3 fold increase after IUI !

€ 1Ul should be proposed to couples with
unexplained infertility

e (A CAGESCE C.M. Farquhar Lancet 2018
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CC compared to FSH in U for

unexplained infertility
Super study

©® 24 centers in Nederland

€ 369 cycles randomised for CC treatment

€369 for FSH

ﬁl HED CLINIQUE MUTUALISTE
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Results

© Ongoing pregnancy
= 113 (31% )after FSH-1UI
= 97 (26%) after CC-IUl (ns)
¥ Multiple pregnancy
= 5(1%) FSH-IUI
= 8 (2%) CC-IUI (ns)
¥ Should prefer for unexplained infertility
= CC-IUI
¥ Less expensive
¥ As effective as FSH

“all CLINIQUE MUTUALISTE
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Controverse sur Traitement CC/FSH

Table 3

Clinical pregnancy and live birth rates in unexplained and mild male infertility

subgroups.

Unexplained infertility
Clinical pregnancy per
patient (%)
Live birth rate per
patient (%)
Live birth rate per
patient® (%

Mild male infertility
Clinical Pregnancy
per patient (%)
Live birth rate per
patient (%)
Live birth rate per
patient® (%)

rFSH protocol
n=109

43/94 (60.6%)
38/94 (40.4%)

42/94 (44.7%)

4/15 (26.7%)
3/15 (20%)

5/15 (33.3%)

CC protocol
n=110

28(87 (32.2%)
19/87 (21.8%)

25/87 (28.7%)

3/22 (13.6%)
3/22 (13.6%)

3/22 (13.6%)

p value

NS

NS

NS

? Live births resulting from spontaneous pregnancy are
" Shows significant difference.
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Analysis 1.2. Comparison | anti-estrogens versus gonadotrophins, Outcome 2 preg

Revew:  Ovanan stimulation protocols (antl-cestrogens, gonadotrophin with and without GnRH agonists/antagonists) for intrauterine nsemination (IJ1) in women with

sublortiey

Comparkone | anti-estrogens versus gonadotrophins

Outcome: 2 pregnancy rate per couple

y rate per ple.

Study or subgroup Gonadotrophing Anti-estrogers s Ratio Weight Ok Ratio
WN N M-H . Fomd 95% C1 M-HFosd95% CI
Batysch 1994 12050 45 I - 89% 363 [ 108 1218]
Durbset 2004 17067 19771 el e 2% 093 [ 043, 199]
Ecochard 2000 ETr ) &N e 157 % a44 [ Q10 197 )
Kamed 1995 428 226 t 52% 200 (033, 1197)
Karkstrom 1993 s "7 2% 400 [0.37, 4338 ]
Karkstrom | 998 840 434 e — 101 % 188 [QS), 608)
Matorras 2002 Ve 1651 il 177 % 345151, 788)
Total (95% CI) 278 278 - 100.0 % 1.76 | 1.16, 2.66 |
al 0z oS |
Faces v
(Contnued . .. )
Ovarian stimulation protocols (anthoestrogens, ph with and GoRH for Intrauterine s

Insemination (IUI) in women with subfertility (Review)
Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

Erdem EJGO 2015 Cochrane 2011



[IU/IVF unexplained infertility :RCT

® Unexplained infertility 1 year
€ 23-37 years

101 couples
= 1 to 3 cycles lIU with FSH

€106 couples

= 1 IVF cycle long agonist protocol

==
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Results

¢ Ul group
= 11 spontaneous pregnancies
= 24,7 % live birth
¢ IVF group
= 25 spontaneous pregnancies
= 31,1 % live birth
= 3 OHSS
©147 000 £ for 11U
= 8166 £ for newborn
€316 000 £ for IVF
= 10560 £ for newborn

“all HED CLINIQUE MUTUALISTE
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Comments

€ IVF shoudn’t be first line for unexplained
infertility

¥ Regarding the number of spontaneous
pregnancies

= One more year expecting management for the
women < 35 should be considered

| | CLINIQUE MUTUALISTE
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Reaction of the NICE

The NICE guidelines of 2013 advised that first-
line treatment for unexplained infertility should
be expectant management for two years followed
by IVFE 1UI was not recommended. UK journalists
covering ESHRE's Annual Meeting this year
followed up data presented by Farquhar et al (that
LBRs were three times higher with IUI than with
expectant management) and were told by the
NICE press office that NICE planned to update
their guidance in light of this latest research. “This
new paper will be considered as part of that
update, NICE told the Daily Telegraph (above).
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Indication 11U (6)

® Anovulation

¥ Dysovulation

o] | CLINIQUE MUTUALISTE
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Anovulatory women not conceiving after 6

ovulatory cycles withCC. Should we switch to
FSH and or add IUI 7 RCT

¥ 666 women randomized
= 173 CC

= 162 CC+IUI
= 165 FSH
= 166 FSH+|UI

1 CLINIQUE MUTUALISTE
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Results (1)

© Overall CC pregnancy
= 42%

© Overall FSH pregnancy
= 53%
= RR 0,79 (0,68-0,92)

¢ Ul
= 49%

¢ No IUI
= 45%
= RR 1,08 (0,93-1,206)

o] | CLINIQUE MUTUALISTE
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Results (2)et commentaire

¢ Time to pregnancy
= 4,6 month CC
= 4,2 month FSH
= 4,3 month [UI
= 4,5 month without Ul

¥ Advantage to switch for FSH
¥ No need to add Ul

“all HED CLINIQUE MUTUALISTE
siorance (9 LA SAGESSE Weiss N Lancet 2018



Indications 11U (7)

Mauvaise reponse a la FIV?

Mise au point

Réponse insuffisante a la stimulation en vue de FIV : maintenir la
ponction ou choisir I' insémination ?*

In vitro fertilization versus conversion to intrauterine insemination in patients with
poor response to controlled ovarian hyperstimulation

P.-E. Bouet ¥, G. Legendre, L. Delbos, C. Dreux, P. Jeanneteau, V. Ferré-L’'Hotellier,
L. Boucret, P. Descamps, P. May-Panloup

Service de médecine de la reproduction, CHU d'Angers, 4, rue Larrey, 49000 Angers, France

Etude CONFIRM en cours
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Figure 4. Hormonal changes during the normal menstrual cycle
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Y a t'il un interét a doser la
progestérone en fin phase folliculaire

en lIU ?7

TABLE 1

Clinical characteristics of the study population, according to P level.
<0.20 ngmL 0.21-0.30ngmL 0.31-0.60ngmL 0.61-1.10 ng/mL > 1.11 ng/mL

Characteristic (n = 619) (n = 474) (n = 681) (n = 430) (n = 254) Pvalue
Agely) 350(34.7-35.3) 35.3(350-356) 35.1(34.8-35.4) 35.3(349-35.7) 354(349-359) 720
BMI (kg/m ) 225(22.2-22.8) 230(228-23.2) 228(22.7-22.9) 23.2228-236) 235230240 524
Endometnd thicknes (mm) 94(93-9.5) 93 +£(9.2-94) 93(9.1-9.5) 9.208.1-9.3) 9.4 9.2-9.6) 628
Length of simulation (d) 10.1(98-104) 10.0(9.7-10.3) 104(10.1-10.7) 10.4(10.1-10.7) 10.,08.4-104) 069
Doses of FSH (IU) 525 (507-543) 541 (509-573)° 601 (576-626)"~ 598 (568-628)* 644 E07-681*" < .001
Note: Data e shown as mean (ange). 8M - body mass ndec

Abp.- 08

1s
16
E’ 14
g
F s
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P s
2 4
&
2
0
0,21-0,3 0,31-0,6 0,61-1,1 >1,11
P4 (ng/ml)
— Significant drfferenc'es in ongoing pregnancy rates, depending on P
o] | CLINIQUE MUTUALISTE  (P4) concentration. “P<.05.
] : :
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Y a’til un interet a utiliser les

antagonistes dans les [1U

GnRH antagonist Controd Odds Ratio Odds Ratio
_:mmmmm_mum_m Jotal Weight  M-HFixed, 89% 2 Gl
Allogra 2007 152 1 168 T 2 156[1.11, 4.14] [
Cavineau 2011 29 275 IT /T 24.0% 0.83 (0,48, 1,28 -
Gromgnan 2007 " 148 W18 128% 0.56 (0.48, 7.62| =
Enunc 2010 16 105 13 121 80% 1.40 [0.68, 3.27] 5T P
Gomez 2008 15 0 6 42 23% 300[1.23 10.69 -
Gommez 2000 az 104 "W 1% 2.55[1,42, 4,98] i
kamath 2013 2 n Y T 5%% 028005 1.3 A ¥ 2 O 1 4
Larbalk 2006 14 104 13 100 9.0% 1.04 [0.48, 2.34] - G —_—
Lee 2000 3 =] s W 1.8% 216 (0.45, 8.67) 0 T
Stmciimm wr 2011 " -4 12 S 6% 185 (0,79, .39 T 1 2 R CT
Stoward 2011 o &0 B 4D 4E% 1.18 [0.4D, 3.40] Y i
YWillars 2004 4 52 5 68 30% 1.5 [0.46, 5.54] -
Totad {35% CN) 1256 1321 100.0% 9,42 [1.13, 1,70] +
Tola! avants an4 158
Metworogonoty: ChiF = 18,33, df = 11 (P = D08 1" = 43% o8 >3 " 1oo'

Luo et al, PlosOne, 2014

Tent for overall efiect: 2 = 306 (P = 0.002) Favours conlrel Favowrs GnRH-am

Figure 2, Forust plot of odds ratios (OIs) and 95 confidence interval (C1) of pooled trinls comparing GnitH antagonist and control

for clinical pragnancy rate,
FIGURE 3

P <0.001

P <0.001
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“all
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‘. _ Fm CLINIQUE MUTUALISTE Delivery rate per attempt as a function of the number of mature
follicl d with ithout th f dot | .. . .
ey in ey LA S A G E S S E ollicles and with or without the use of a gonadotropin-releasing Monraisin Fertil Steril 2015

b e hormone (GnRH) antagonist.

Monraisin. Practices of intrauterine insemination. Fertil Steril 2016.



Prognostic factors influencing [UI

success (1)RCT

¥ Female age is the most important

= Sharp decline after 40 years
= Still acceptable up to 42 for sperm donors

¥ Pregnancies decrease with one patent

tube
¥ Weight
¥ Smoking women /men
& Male age

“all CLINIQUE MUTUALISTE
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Resultats IIU selon age

<29 30-34 35-37 38-39 40-41 >=42
AGE

" % cycles mgrossesses %
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Prognostic factors influencing [UI

success (2)

©® Sperm quality is the most important male
factor

= IMC (inseminated motile count) > 1-2 million

¥ Benefit of ovarian stimulation for
= Unexplained infertility
= Moderate mild endometriosis
= Mild male factor

“all CLINIQUE MUTUALISTE
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Prognostic factors influencing [UI

success (3)

€ 1Ul should be performed after 12-36h after
HCG injection

© Bed rest still controversial

¥ Interest of progesterone luteal support
with ovarian stimulation+|UI

“all CLINIQUE MUTUALISTE
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Conclusion

¥ Regain d’intérét pour IIU/FIV dans
I'infertilite inexpliquee

¥ Baisse d’intérét dans trouble isolé de
I'ovulation/ rapport programme

©® Place dans les situations de mauvaise
reponse en cours d’évaluation

“all CLINIQUE MUTUALISTE
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Save the date Paris 2019, 5th december
Everything you always wanted
to know about the Uterus !

« L’utérus dans tous ces états »
Honorary president: Antonio Pellicer

Infertility & uterus Chair: Nathalie Lédée & Samir Hamamah & Chadi Yasbeck
Implantation: a challenge - Nick Macklon
What have we learnt from surgery to manage the infertile uterus? - Attilio DiSpiezio

Implantation : the medical point of view
The place of microbioma - Carlos Simon
The place of immunology - Diana Alecsandru
The place of all endometrial tests — Mickael Grynberg

Implantation: the surgical point of view Chair: André Guérin & Eric Sedbon & Mark Emmanuel
Surgical treatment of synechia - Hans Emanuel
Endometrial stem cells - Xavier Santamaria
Uterus abnormalities and thin endometrium - G. Grimbizis
Isthmocele : which treatment for which patient ? - Hervé Fernandez

Myomas & infertility Chair: Alberto Vasquez & Nathalie Chabert Buffet & Gil Dubernard
Management of type 0-2 myomas - Stephano Bettochi
Laparoscopic myomectomy for infertile patients- Pauline Chauvet
HIFU: a new entity for the treatment of myoma and adenomyosis - Ph Descamps
Place of the SPRMs in the context of infertility - Catherine Rongiéres

Myometrium & endometrium Chair: Anne Guivarc’h & Nicolas Chevalier & Pierre-E Bouet
Uterine adenomyosis - Pietro Santulli
Endometrial Growth — Noémie Ranisavljevic
What about medical endometrial scratching ? Frédéric Lamazou
What about surgical endometrial scratching ? — Olivier Garbin

=l
II CLINIC Take home message: what have we learnt today ? Antonio Pellicer
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