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Inseminasyon - Tarihge

Ilk yayin 1790 John Hunter

Ilk gebelik 1838 Girault F

Donor inseminasyon 1884 Pancost W
Yikanmis sperm 1950 Hanson FM, Rock J
Dondurulmus sperm 1953 Bunge ve Sherman
Split ejakulat 1960 Farris E

Ilk randomize kontrollii calisma 1984 Kerin JFP



Inseminasyon Tipleri

Intravaginal InseminasyonJohn Hunter (1770
Intraservikal inseminasyon

Donor inseminasyon

Intrauterine Insemination

Intrafallopian Insemination



* Direkt IUl - HAYIR
1.Kramplar (PG)
2. Enfeksiyon

* Split ejakulat — HAYIR

* Poliklinik sartlarinda FH=0——=

Hareketli spermlerin,
konsantre edildikten
sonra, steril bir kateter
yardimiyla serviksin
gecilerek uterin kaviteye
verilmesi




Assisted reproductive technology in
Europe, 2008: results generated from
European registers by ESHRE?

A.P. Ferraretti*, V. Goossens, J. de Mouzon, S. Bhattacharya,

J.A. Castilla, V. Korsak, M. Kupka, K.G. Nygren, A. Nyboe Andersen,
The European IVF-monitoring (EIM)#, and Consortium, for the
European Society of Human Reproduction and Embryology (ESHRE)

Human Reproduction, Vol.27, No.9 pp. 2571-1584, 2012

» IVF icin siklus basina gebelik
orani %28,9

> Ul icin siklus basina gebelik
orani (%12,4)

» (klinigimizde 2013 yili icin %14,9)



Assisted reproductive technology in
Europe, 2010: results generated from
European registers by ESHRE?
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lUI endikasyonlari

» Ejakiilatuar yetmeazlik

Hypospadius-vaginismus-
impotans,retrograd ejakiilasyon

» Servikal faktor ???
Mukus uyusmazligi, mukus yetersizligi
» Erkek subfertilitesi

Hafif ve orta derecede erkek
infertilitesi



lUl endikasyonlari-2

» Aciklanamayan infertilite
> Hafif / orta derecede endometriyozis
» Ovulatuar nedenlere bagl infertilite
» HIV (-) kadin ile HIV (+) erkek

IUI, horizontal gecisi onleyebilir.
» Erkekte kanser oykiisi

KT,RT veya orsiektomi oOncesi sperm
kryoprezervasyonu



Hangi durumlarda onerilmez?

Bilateral tuba uterinalarin blokaji veya hasari
Ovaryan yetmezlik

Ciddi seminal sivi anormalligi (ciddi
oligospermi ..)

Ciddi endometriyozis
Servikal atrezi
Servisit, endometrit



Ul AVANTAJLARI

\ /
Vajinal asidite ve servikal mukus problemlerini asar

Motilite ve kalite agisindan goreceli se¢ilmis spermin internal
tubal acikliga yaklasmasini saglar

Ovulasyon ve endometriyal kabul i¢in en uygun zaman
secimine olanak tanir

Ofis sartlarinda minimal rahatsizlikla uygulanma kolaylhigi
vardir

Ekonomiktir



IlUl DEZAVANTAIJLARI

J

* Cogul gebelik

* Enfeksiyon

* Ovaryen Hiperstimulasy &‘é B Vsilanialyintemiyle yedizlere hamile Kalan

sendromu ‘S Nl Sivel[Denizibebeklerini kaybetti
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JUI ONCESI HAZIRLIK

- J

_Sfpterm Analizi

al motil sperm sayisi
- Yikama sonrasi sperm sayisi

Uterin kavite ve tubalarnn degerlendirilmesi
- Klasik HSG
- Saline infizyon sonografi ( SIS)

- Ofis histeroskopi



IJUI ONCESI HAZIRLIK-2
Ultrasonda minimal degerlendirme

- Her iki over antral follikul sayisinin izlenmesi

- Her iki over lateral ve kismen simetrik yerlesimi
- Uterus morfolojisi

- Endometriyum

Serviks degerlendirilmesi

- Nullipar servikste gerekirse deneme kateterizasyonu

- Serviks aks ve derinliginin inseminasyon oncesi
degerlendirilmesi







The Role of Infertcility Ectiology in Success Rate of Intrauterine
Insemination Cycles: An Evaluatction of Predictive
Factors for Pregnancy Rate

Mahnaz Ashrafi, M.D."?, Mandana Rashidi, M.D.", Afsaneh Ghasemi, M.D."*, Arezoo Arabipoor, M.Sc.?,
Sara Daghighi, B.Sc.’, Parisa Pourasghari, M.Sc.", Zahra Zolfaghari. B.Sc.?

INTERNATIONAL JOURNAL IntJ Fertil Steril. 2013; 7(2): 100-107.

OF FERTILITY & STERILITY

Table 3: Logistic regression analysis for predicting the success of intrauterine insemination

Variable OR® 6 P value
Age (Y)*
<40 21 (1.0-4.5) 0.019
Infertility duration (Y)"
<5 2.3 (1.1-4.7) 0,015
Infertility etiology*
Unexplained 1.9 (0.9-3.5) 0.045
Male facto | i (0.8-3.2) 0.05
umber of follicles (=16mm)* 0.02
(1.3-6.4)
(1.6-6.9)
(1.2-5.6)
Stimulation regimen
CC/ hMG 2 (1.03-4.1) 0.01

2 Odds ratio, "; Confidence interval and <; Odds ratio in contrast to the poorest category.



The influence of the number of follicles on pregnancy
rates in intrauterine insemination with ovarian
stimulation: a meta-analysis

2 folikil: OR 1.6 (99% Cl 1.3-2.0), gebelikte %5 artis
3 folikil: OR 2.0, %8 artis gebelikte
4 folikll: OR 2.0 ,%8 artis gebelikte

C OR {fixed)

89% Cl OR (99% CI)
Dodson — 1.72 {0.55, 5.39)
Tomlinsen ~ 9.28 (1.05, 82.4)
Vollenhoven -~ » 5.57 (0,11, 278)
MNuojua-Huttunen T — 2.65(0.68, 7.40)
Dickey - 2.37 (1.45, 3.88)
Knalil {2) 1o 1,61 (0.84, 3.05)
Khalil {b) e = 1.74 (0.84, 3.59)
Oz akir B e 1,88 (0.44, 8.23)
Iy rico — 2.06 (0.60, 7.08)
Steures 2004 - » 8.09 (0.54, 121)
van Rumste - 0.82 (0,12, 5.98)
Pooled results E 3 2,04 (1.53, 2.72)

e : " 100 Human Reproduction Update, Vol14, No.6 pp. 563-570, 2008

manafodiicailar frwr fnllicias



Arch Gynecol Obster (2004) 289 181185
DOL 10 1007/ 50040401 3-2952-3 | GYNBOOLOGY

AND OBSTETRICS

REPRODUCTIVE MEDICINE

The effect of ovarian stimulation on the outcome of intrauterine
insemination

Ruth Gomez - Martin Schorsch - Joscha Steetskamp - 5346 IUI / 2180 hasta
Thomas Hahn * Kristina Heidner «+ Rudolf Seufert -
Christine E. Skala

Table 1 Pregnancy rates after hormonal stimulation/natural cyvele

before 1L

stimulation type Pregnant (%) Mol pregnamd (%) Todal
Natural cycle 384 (88.7) 413
ukFsH 28 (14.4) [y (85.0) |44
riFSH 403 (100} 3,617 (90.0) 4 20

Clomiphene 552 (92.6) 506

HM 14 (13.6) RO (864 [ 1}3



Multipie factors, Tubal factor
female +male 182% _o

Ovulatory dysfunction
58%

Multiple factors,

female only 12.7% Diminished ovarian

™ IMinimal-Mild

7.1%

" et Endometriozis-KOH + Ul

Othor causos Male tactor
52% 19.0%

* Total does not equal 100%, due to rounding

Unexplained cause
1n.2%

Table 5 Cycle Fecundity Rate and Implantation Rate per Cycle after Intrauterine Insemination in Women with
Minimal-Mild Endometriosis and Women with Unexplained Infertility

Minimal-Mild Unexplained
Rate Reference aggiosi ili P Value

Cycle fecundity rate Omland et al, 19985 <00
Nuojua-Huttunen et al, : ‘ 0.0

1999
Implantation rate Omland et al, 1998 0/4%(18%) " <00




ORIGINAL ARTICLE Acta Obst. Gynecol 2007

Success in intrauterine insemination: the role of etiology

KATJA AHINKO-HAKAMAA', HEINI HUHTALA?*? & HELENA TINKANEN'

' Department of Obstetrics and Gynaecology, Tampere University Hospital, >School of Public Health, University of Tampere,
and > Research Unit, Tampere University Hospital, Tampere, Finland

Abstract

Background. We aimed to identify the prognostic factors for the highest pregnancy rate and lowest multiple pregnancy rate in
different infertility etiology groups among women undergoing insemination treatment. Merhods. A total of 1,171 cycles
among 532 infertile couples were retrospectively studied and the impact of different prognostic factors on pregnancy rate in
five different etiology subgroups was analyzed. Réswits. The pregnancy rate/cycle was highest (19.2%) among women with
anovulatory infertility and lowest (11.9%) in endomé&Triosis based infertility. Multiple pregnancy rate varied between 3.6%
(male infertility) and 13.2% (anovulatory infertility). In unexplained infertility ovarian stimulation resulting in three follicles
(pregnancy rate 24.2%) and inseminated motile sperm count =30 x 10° (pregnancy rate 19.8%) were significant prognostic
factors. In anovulatory infertility stimulation with sequential clomiphene citrate and human menopausal gonadotrophin was
a positive predictive factor, with a pregnancy rate of 36%. In male infertility stimulation with sequential clomiphene citrate/
human menopausal gonadotrophin resulted in the best pregnancy rate (25.0%). In endomertriosis-based infertility
the pregnancy rate was best with clomiphene citrate stimulation (21.1%) and inseminated motile sperm count =30 x 10°
(24.3%). In combined infertility the highest pregnancy rate was with sequential clomiphene citrate/human menopausal
gonadotrophin stimulation and with three follicles (30%), and even 18.2% with inseminated motile sperm count <5.0 x
10°. Fnt:cltlvt:))zc The etiology of the infertility is important when optimal insemination treatment is planned. The impact of
the woman’s age, sperm count, stimulation protocol, and the follicle number on the pregnancy rate and multiple pregnancy
rate is associated with the etology of the infertility.

Table I. Pregnancy rates (%) per cycle (n) according to etiology.

Unexplained Male Anovulatory

% n

Overall PR




ASRM PAGES

Endometriosis and infertility:
a committee opinion

The Practice Committee of the American Society for Reproductive Medicine

American Society for Reproductive Medicine, Birmingham, Alabama

TABLE 1

Cycle fecundity in women with stage | or Il endometriosis, according to treatment (reported as percentage).

Group

Treatment Unexplained infertility Endometriosis-associated infertility
Reference Guzick et al. (55) Deatonetal. (41) Chaffkinetal. (57) Fedeleetal. (42) Kemmann et al. (43)
No treatment or intracervical 2 e - 45 2.8

Insemination
18] 52 - - - -
Clomiphene - - - - 6.6
Clomiphene/Ul - 95 - - -
Gonadotropins 4° - 6.6 - iy
Gonadotropins/UI 9° - 12.9° 152 -
IVF - - - - 5

Nate: Data presented as percent.
# Pz 05 for treatment vs. no treatment.

Practice Committee. Endometriosts and infertility. Ferti Steril 2012,



EVRE 1-2 Endometriozis+ U

TEDAVI GEBELIK ORANI

EXPECTANT MANAGEMENT %2.8
TIMED INTERCOURSE %3.3
GONADOTROPIN %7.3
CC+IUI %9.5
GONADOTROPIN +IUI %15

OH+IUI EVRE 1-2 ENDOMETRIOZISTE UYGULANABILIR.

Fertility and Sterility, 2012



Cvcle-specific and cumulative fecundity in
patients with endometriosis who are
undergoing controlled ovarian
hyperstimulation—intrauterine insemination
or in vitro fertilization—embryo transfer

V. Pauwl Dmowski, M.D., Ph.D., Michelle Pryv, M.S.N., Jianchi Ding, Ph.D., and

Nasir Rana, M.D., M.P.H.
G}’Glﬁ and cumulative fecundl‘ty In women with endometriosis

undergoing COH-IUI, IVF-ET, or MWF-ET after failed COH-IUL.

== COH cycles
- [VF cycles
=i~ [V'F after COH

Cumulative probability of concaption (%)
2 8 &8 8 & 2 8

L=

0 1 2 3 4 5 & 7
Number of cycles attempted s



Ne zaman KOH + IUI

Stage III-1IV
Ileri maternal yas
Ilave faktor
6-12 ay cerrahi

<38 yas

Evre 1-2
Male faktor yok

sonrasi
3-4
KOH + IUI failure

il 1

Dmowski et al. Fertil Steril 2002




Ovarian stimulation protocols (anti-oestrogens,
gonadotrophins with and without GnRH agonists/antagonists,
for intrauterine insemination (1Ul) in women with subfertility

(Review)

Cantineau AEP, Cohlen Bf

-Hangi 0S¥

Analysis 1.2. Comparison | anti-estrogens versus gonadotrophins, Outcome 2 pregnancy rate per couple.

THE COCHRANE
COLLABORATION®

Review: Charian stimulstion protocols (anti-oestropens, ponadotrophing with and without GnRH agonistsiantaponists) for intrauterine meemination (1L} in women with

sublertility
Comparson: | anfi-esirogens versus gonadotrophins

Chutcome:  pregnancy rate per couple

Study or subgroup Gonadotrophins Anti-estropens Didds Ratio ‘Weight Ddds Hatio
nfd M M-H Fixed 35% O M-H Fbed 35% 01
Balzzch 1994 1250 450 89 % 363 [ 108 1218]
Cankert 2006 \7i&r 171 —— 401 % Q93043 15%]
Ecochard 2000 e &9 — e — 157 % o4 [ 0G, 157 ]
Kamel 1995 418 e 1 8 51 200[033.137]
Karlstrom 1993 15 (FiF T = 2% 400 [ 037, 4338 ]
Karlstrom 1998 340 434 — % = 1o % 158 [ 051, B8]
Matorras 2002 3043 &5 . 177 % 345.0 151,788]
Total (95% CI) 278 278 <E‘> 100.0 %o 1.76 [ 1.16, 2.60 ]
Total evente 77 {Gonadotrophing), 52 (Anti-estropens)
Hetercgenetty Thie = 1040, F= 6P =011} F =42%
Test for overall effect £ = 768 {F = D00T4)
Test for subgroup differences Mot zpalicable




Ovarian stimulation protocols (anti-oestrogens,
gonadotrophins with and without GnRH agonists/antagonists,
for intrauterine insemination (1Ul) in women with subfertility

(Review)

Cantineau AEP, Cohlen Bf

Analysis 5.2. Comparison § different types of gonadotrophins, Outcome 2 pregnancy rate per couple.

Reviews (warian stimulation protocols (anti-oestropens. ponadotrophins with and without GnRH agoniste'zntapanists) for intrasterine nsemination {IL[) in women with

subfertility
Comparsors 5 different types of gonadotrophins

Cutcome: 2 pregrancy rate per couple

THE COCHRANE Stidy or subgrous HMG for =FSH) FSH (ar u-FSH) Dl Ratic Wiight (idds Ratio
COLLABORATION® i nit P P 955 - P 555 1
Fiean &5 5715 —— 47 % |24 033,484 ]

Filicori 2003 705 4715 T E— LI % 204 (051,817 ]

Gedi 1993 515 W7 _— 4% B.00 [ 08, 7EB3 |

CGurgzn 2004 540 21/81 —— 470% D41 [0I4, 1LIB]

() Gurgan | 2004 540 | 1783 —= ME% 050 [ 029,278

Subtotal (95% CI) 145 228 b 100.0 % 1.02 | 0.59, 1.75 |

Total events 28 (hMG {or =FEHY), 42 (FEH (or u-F5H))
Heterogeneity Thi® = 710 df =4 (P = Q135 P =H%

@) N
Test for g effect 7 = 007 (P = 0.94)
@ m [I B rFEH versus u-FaH
ek 2004 13788 12482 — 2% DS7[ 049, 1591 ]

Gerdt 2004 (1) 335 832 e 1.8 % 0] 034 313 ]

Gurgan 2004 21181 VL R _LREE 156 % ZI10[ 058 451 ]
Mataras 2000 1645 1446 il 19.0 % |25 [ 055, 287 ]
O Pares 2002 1855 4al T 213 %

|40 [075 334]

Subtotal (95% CI) 304 301 - 100.0 % 1.36 [ 0.95, 1.94 |
Total events 107 [NMG {or ~FSH)), B9 (FSH:(or 1 FSH))
Heteropeneite Thit = 278, df = 4 (P = QDY P =00
Test for overall effect 7 = |68 (P = 0093)

arar @as r T 5 e

Favours F5H wF5H Favorrs hiHGS =F5H



Progesterone luteal support after
ovulation induction and intrauterine

Insemination: a systematic review
and meta-analysis

Fertility and Sterility® Vol. 100, No. 5, November 2013

Micah J. Hill, D.O.,* Brian W. Whitcomb, Ph.D.,” Terrence D. Lewis, M.D.,“ Mae Wu, D.O.,° Nancy Terry,®
Alan H. DeCherney, M.D.,? Eric D. Levens, M.D.,* and Anthony M. Propst, M.D.¢

A Clinical Pregnancy

Author Sample size Measure [Cl] Weight Pualue
Agha-Hosseinl 290 1.86(1.07; 3.58) 18.91 03 1
Ebrahimi 511 1.21 (0.69; 2.11) 21.52 5 i
Erdem 427 1.83(1.08; 3.08) 23.7 02 —t——
Kyrau 452 .82 [(n47; 1.62) 15.48 57
Maher 58 165 (0.95; 3.01) 204 07 )
Synthesis 1938 1.47(L1:1.98) 100 01 _
02s 0s 1 2 "

no supplemental progestercne of  supplemental progesterone

B Live Birth

Buthor Sample size Measure (€1} Weight Pvalue

Ebrahimi s11 133 (0.66; 2.67) 33.79 A3 '

Erdem 427 206 (1.15:3.7) 40.36 a2 —a—
Maher 158 3.97 (1.65; 9.56) 15.85 o i
Synithesis 1126 2.11(1,21;3.67) 100 01 —_—

(183 1 Fi 4 H 16
no supplemental progesterone ar supplemental progesterone



Efficacy of luteal phase support with vaginal progesterone
in intrauterine insemination: a svstematic review

“a nd meta_anal};s‘ls J Assist Reprod Genet (2014) 31:85-104
1 101007/ 1081 5-013-0127-6
Ester MWMiralpeix - MWircia CGon#alez-Comadran - ASSISTED oODU ON HNOLC S

Ivan Solia - Dolors Mianau - Ramon Carreras -
MMiguel A Checa

g —
=
S fecoards identified through Additional records ide ntified
E database searching throwgh other sources
] (n= G28) (=0}
=
=
L F, w h
=3 Records after duplicate s remwowed
[n=528)
=]
£
= Records excluded {n= 617}
‘E : Mot a RCT (n=73)
Ascords screened Mot reporting an interest
= = outcome [n=12)
in=628]
S Mot evaluating progesterane in
ILN [n=5322)
)
=
= | Full-text articles excluded (n = &)
& Mot a RET (n=1)
for eligibility - outcome |:r|: 1)
! (m= 11} Mot evaluating progesterane in
ILH {n=4]
' S |
E -
=
= Studies included in 1(+)P
= guantitative synthesis }F
(rmeta-analysis) n=1271
‘ m=5) §5 kontrol




a) tive birth
Progesterons Control
Study or Subgroup  Events  Tolal Events Total

1.1.1 Citrate Clomiphene

Ebeahimi, 2010 18 252 15 259
Subtotal (95% CI) 252 259
Tolal events 18 15

Heterogeneaity: Mot applicable

Risk Ratio Risk Ratio
Weight  M-H, Fixed, 95% CI M-H, Fixed, 95% CI )
e |= Conclusions The sgppl.ementanc:n of luteal 'pha.me: with vagi-
85.4%  1.30 [0.68, 2.50) nal progesterone significantly increases live birth among

women undergoing IUI when receiving gonadotropins for

Tesi for overall effect: 2 = 0,75 [F = D.43)

1.1.2F8H

Erdem, 2009 g 223 19 204
Maher, 2011 25 132 7 126
Subtolal (95% Cl} 355 330
Tolal events 84 25

Heterogeneily: Chi2 « 1.562,df = 1 [P = 0.22); F = 34%

ovulation induction. Women receiving CC to induce ovulation

5% 188[102 314 do not seem to benefit from this treatment.

.-
17.1% 3.41 [1.53, 7.60] ——
64.6% 2.8 [1.49,3.51] L3

&al Tor overa T = 576 (P = D002

Tatal (85% CI) 607 5689 100.0%  1.94 [1.36, 2.77) >

Tolal events 83 41

Heterogeneity: Chi = 3.34, df = 2 [P = 0.18); F = 40% ; + 1 i
Test for gveral| effect: £ « 3.63 (P = 0.0003) 0.0 & G,'-l il 1 . 10 100
Test for subgroup differences: Chit = 1.98, di = 1 (P = 0,161, I = 49.5% el Conlral - Favolrs Progesterone

b) clinical pregnancy

Progesterone Control Risk Ratio Risk Ralio
Study or Subgroup  Events  Tolal Events Total Weight M-H. Fixed, 85% CI M-H, Fixed, 85% Ci
1.2.1 Citratle Clomipheneo
Apha-Hosseini, 2012 12 49 & 55 B4% 1.68 [0.75, 3.78] |
Ebrahimi, 2010 30 252 26 258 21.9% 1.19[0.72, 1.95)
Kyrou, 2010 17 196 19 24 159% U.Q’SHEIED. 1.74] —E
Subtetal (95% CI1) 497 518 44.3% 1.17 [0.82, 1.65]
Taotal evanis 59 53

Heterogensity: Chi2 = 1,30, df = 2 (P = 0.52); 12 = 0%
Test for overall effect: £=0.87 (P = 0.39)

1.2.2 FSH
Erdem, 2009 47 223 B 24 23% 1.85 [1.07, 257) i
hiaher, 2011 39 132 25 188 21.8% 1.45 [0.98, 2.31] i
Subtotal (25% Cl) 355 330 45.0% 1.57 [1.15, 215] L 2
Taotal events BE 51
Haterogeneily: Chi? = 011, df = 1 (P = 0.74); 12 = 0%

L Testioroverall efect: = 386 (P = 0.004)

1.2.3 Letrozale

Agha-Hosseini, 2012 24 a9 12 BT 10.9% 1.76 [0.94, 3.30] ==
Subtotal (95% CI) 99 87 108%  1.76 [0.94, 3.30] . o
Total events 24 12

Hateroganeily: Mot applicable
Test for overall effect: £=1.75(P = 0.08)

Total (95% CI) a51 935 100.0% 141 [1.14. 1.76] &

Tatal evenls 169 118

Heterogensaty: Chif = 3.38, &f = 5 (P =0.64); F = (%6 I f $ 4
Test for overall effect: Z =313 (P = 0.002) o 0.1 1 10 100

Tast for subgroup differences: CHi# = 2.08, df = 2 (P = 0.35). F = 309 Favours Confral - Favours Progesterons



Prognosis factors of pregnancy after
intrauterine insemination with the
husband's sperm: conclusions of an
analysis of 2,019 cycles

Laka Dinelli, M._.D.,” Blandine Courbiére, PM.D., Ph.D.," " wvincent Achard, PM.D., Ph.D., 2 ¢
Elisabeth Jouve, NM.Sc.,® Carole Deveze, M. D., 2 Audrey Grnisci, M.D 7
Jean-Marie Grillo. M.D.. Ph.D..7° and Odile Paulmver-Lacroix. M.D.. Ph.D.9F

Fertil Steril® 2014

Predictive factors of pregnancy according to the results of
multivariate analysis.

Factor OR 95% CI P value
Female infertility 1.694  1.291-2.275 007
Woman's age (y) 0.833 0.901-0.965 007
Triggering ovulation 1467  1.086-1.96 013
Woman's secondary 1.455 1.080-1.962 014
JﬂfEf’[iiit}F

Basal FSH levels <7 Ul/L 1.434  1.056-1.947 021
Note; P< 05 was considered statistically signiticant. Cl = conficence interval, OR = ocas
ratio.

Dinelli. 1U-H and prognosis factors. Ferdil Sterl 2014,
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Factors influencing the outcome of intrauterine insemination (1Ul):
Age, clinical variables and significant thresholds

B. E. Speyer!, B. Abramov?, W. Saab?, A. Doshi?, U. Sarna?, J. C. Harper'2 & P. Serhal?

1UCL Centre for PG&D, IFWH, University College London and *Centre for Reproductive and Genetic Health, London, UK

To conclude, the most significant factors for predicting live-
birth outcome in this group of patients were female age, FSH and
AMH. On the male side, the importance of sperm concentration
and motility was shown by the highly significant relationship
between TMC and live-birth.




Indications of Intrauterine Insemination for Male
and Non-Male Factor Infertility

Table 2 Predictive factors for pregnancy after intrauterine insemination

Good Bad
Cause of ini‘ertilit\_\fB’28 Anovulatory Endometriosis or male factor
Age29-32,3?,33 < 25-35y old > 35-40 y old
*Total motile sperm count?3-30:3>.37.38 > 10-30 x 10° < 1.0-5.0 x 10°
Duration of infertility?842-44 <34y

*Controversial.

Semin Reprod Med 2014;32:306-312






Morfoloji ve IUI

Table 2. Pregnancy rate alter mtrauterine msemination in

the three groups

Normal morphology forms (%) Poor Good  Normal
(<4) “4-14) (>14)

No. of couples 19 83 §

No. of pregnancies 2 30 3

Pregnancy rate (per couple, %) 11.1 36.1 20.0

P=0.008; ¥~ test.

Hauser R, Andrologia 33, 13-(2001)



Isolated teratozoospermia and intrauterine
Insemination

Cumulative live birth rate during four cycles for the normo-
zoospermic group (NG), teratczoospermic group (TG), and
male factor infertility group (MFG).

100 ]

a0 —+—NG |
— - TG
50 -k MFG |
70
B0
50
40

30

Cumulative life birth rate (%)

20

10

a

Cyele number

Spissrens. solated teratozoospermia and IUT. Fernl Steril 2003



|IZOLE TERATOSPERMI

* |zole teratospermi astenospermi veya
oligospermi gibi ilk Ul siklusu sonucunda
dusuk basari ile ortaya cikmaktadir.

* Bu tip olgularda sinirli sayida Ul <=3
uygulanmali ve IVF/ICSI distntlmelidir.

* Fertility and Sterility Vol. 83, No. 3, March
2005



Impact of sperm morphology on the
likelthood of pregnancy after
Intrauterine insemination

Nicolette E. Deveneau, M.D.? Omar Sinno, M.D.,2 Miriam Krause, M.D.,° Daniel Eastwood, M.S.,°
Jay I. Sandlow, M.D..9 Paul Robb, M.D.,” Amy Granlund, B.A., and Estil Y. Strawn Jr.,, M.D.®

= }

L 1]

% sl } i ; e Sperm morfoloji

2 ool l } <%4 ile 1UI

é ::: gebelikleri arasinda

belirgin iliski yok

f” f j” c‘f :" f ff fj . Morfoloji.<%4

.; olanlara direkt IVF
‘g j f g d, énermek dogru
g f degil...

Adjusted odds ratios for pregnancy using multivariate logistic
regression with generalized estimating equations. Dx = diagnosis. 102 NO. 6 / DECEMBER 2014

Deveneau. Impact of sperm momphaology on UL Fertil Sterd 2014,



Total motil sperm- gebelik oranlar

Clinical pregnancy rates and live birth rates of infertility treatments based on average total motile sperm counts in the
gjaculate.

Average total metile sperm count

Treatment <10 million 1030 million =30 million x° P value
No. of patients who got pregnant/total no. of patients (%)
1st cycle of IUI 1/68 (1.5) 16/152 (10.5) 98/810 (12.0) 0.03
1st cycle of IVF 29/71 (40.9) 14/40 (35.0) 139313 (44.4) 0.49
AT cycles of 10T ) E YRR TI502 (2.4 TT42. 763 (0.0)
All eycles of IVF 3799 (37.4) 18/39 (30.5) 167/393 (42.5)
No. of live baths/'total ne. of patients (%)
Tt cycle ol 10T Tes (L) D ge R 015
1st cycle of IVF 24/71 (33.8) 11/40 (27.5) 120/313 (38.3) 0.35
“ATl cycles of 101 214 (1.d) 207502 (3.8) 10472763 (/.0)
All eycles of IVF 32/99 (32.3) 1539 (25.4) 147/393 (37.4)

Van Voorhis. Metile sperm count and IUT effectivenass. Fertil Steril 2001

TMSS >30 milyon olan grupta, 1. IUl siklusunda gebelikler
anlaml fazla
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The effect of post-wash total progressive motile

sperim count and semen volurme on pregnancy
outcomes in Intrauterine IMsemination cycles:
a retrospective study

Elvan Koyun Ok, Omer Exbil Dogan, Recep Emre Okyay, Biilent Giilekli
Division of Reproductive Medicine, Deparfrment of Obstelrics And Gvnecology, Dokirz Eviiil University Medical Facuilly,

Lzrmin, Tirkeey

Table 3. Compamnson of sperm parameters (post-wash TPNSC

and semen volume) between sroups

pregnant non-pregmnant
Fost-wazh
TPMSC (x10%) n (%) n (%) p value
< 1 3(7) & (7.1) 0.08
1-49 10 (23.230) 41 (36.3) 0.00
>-0.9 9 (20.90) 33 (29.2) 0.001
10 and =10 21 (48.80) 31 (27.4) 0.16
Foszt-waszh
gemen volunye (ml.) m {%o) n (%) p value
0.3 20 (46.2) 61 (=o4) 0.00
0.4 6 (14) 11 (9.7) 022
0.5 17 (39.5) 41 (26.3) 0.002
* Parentheses mdicate percentages

J Turkish-German Gynecol Assoc 2013; 14: 142-3
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ORIGINAL ARTICLE

Effect of total motile sperm count in intra-uterine
insemination on ongoing pregnancy rate

M. Kleppe'<, M. H. van Hooff? & J. P. Rhemrewv?

Total motile sperm count and Ul in humans

35
. < | million -
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': e [ e | miilliom oF more -_..a-""r
™
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-
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Cyele number

Fig. 2 Cumulative pregnancy rate.

@ 2014 Backerell Verlag GmibH
Angrologa 2014, xx, 1-6

Total motil sperm sayisinin 4 |UI
siklusundan sonra kiimulatif gebelik
oranlarina belirgin etkisi yok

Diisiik total motil sperm sayisi olan
ciftler de IUI dan yararlanabilir.

4 siklusdan sonra <1 milyon TMS
olan ciftlerde kiimulatif gebelik
orani %17,3

>1 milyon olan giftlerde ise %25,5



Reproductive BiomMedicine Onlines (2014) 28, 300—30%9
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MINI-REWVIEW

Semen quality and prediction of 11Ul success

in male subfertility: a systematic review

Willerm Ombelet 2-P-~

Eugene Bosmans , Thinus Kruser

55

=
I

Nathalie Dhont &, Annelies Thijssen

L ==

FPUEMED, EMBASE & COCHRANE
REVIEWS 1982-2012
1T=983

FReports were screened by two readers
regarding relevance of abstract content
=97

a.b
E

Mon-selected

Selection on subject: only human
omologous inseminations and mare
n 200 I cycles included

n=55

1= 586

Mon-selected

n=42

Retrospective analyses
rm =236

Prospective observational studies
n=14

Meta-analyses/Structured reviews
n=25




Semen parametreleri - IUl basarisi

IMC >1x10°ise |Ul da kabul edilebilir gebelik.
IMC <1x10° ise morfoloji 6nem kazanir.

3x IUl, IMC <1x10°: kimdulatif LBR %13.6

3x IUI, IMC <1x10%, morfoloji >%4 : kiimulatif
LBR %21.9

3x IUl, IMC >1x10°: kiimulatif LBR %22.4

Ombelet et al., 1997, 2003



Immobilization after IUI
Catheter washing before IUI

—  In conclusion, the literature did not reveal level 1 evi--
- = dence on the relationship between sperm quality and Ul

:E‘EZ' success. Although more prospective observational cohort
studies and well-organized retrospective analyses are
urgently needed, this structured review indicates that IMC:
= =1 million with IUl is probably the best cost-effective treat-
. &= ment before starting IVF, irrespective of sperm morphology.
o More answers to the question as to when to perform IUl in
wei Male factor infertility cases will never be obtained until
a":u more multicentre prospective trials according to standard
protocols are organized. Despite the current ongoing debate -
___ concerning cost-effectiveness of |Ul versus IVF in moderate
WE male factor infertility, other factors might be important,
- usuch as the well-known differences between both strategies

—in risk profile and patient satisfaction.
|

Duration of infartility
Female age




The effect of 1UI (intrauterine insemination) time on semen parameters

Elvan Koyvun (OK) E

Sultan Seda Dogan', Biilent Giilekli'

Recep Emre Okyay, Omer Erbil Dogan', Miige Kovali',

Table 2. Marginal means (meantSD) of post wash semen parameters in different

periods.

Semen Groups

pEII'ElHlCtCI'S

(HIGEII]:‘]: i SD} 30 min 60 min 120 min F P value
Sperm count | 30,2+£25,5 30,8+29,0 21.54+19.1 13,065 | 0,000
(x10°/ml)

Total progressive | 96,8+8,3 95,2.5+10,4 87.3k21.9 20,128 | 0,000
motility (%)

Total motile sperm | 8,8+7,5 9,2+10,9 5,4+4.8 11,454 | 0,000

count (x1 06)




Clinical success of intrauterine
Insemination cycles is affected by
the sperm preparation time

0.24

0.16

Observed CP rate

0.08

0
0 20 40 60 80 100 120 140 160 180 (mins)

Dependence between the time interval from the end of sperm
preparation to intrauterine insemination and observed dinical
pregnancy (CP) rate. Points are observed CP rates associated with
groups of cydes with intervals from 0 to 180 minutes by steps of
20 minutes and estimated with the uwse of polynomial quadratic
regression.

Fauque Timing from sperm prepamtion to LI Fertil Steri 20714

Multivariate predictive model.

p
RR 95%Cl OR 95%Cl value

Maternal age () 0.92 089094 088 084-092 <.001

TMSC outside interval 031 0.18-053 0.19 0.08-038 <.00]
of 1-11 x 10° unit

Unexplained infertility 0.32 0.21-047 020 0.11-0.34 <.001

TSP in interval @ 34-4.13 536 349-823 <.001
40-30 min

MNrte- The referent nannlation was defined 28 women 26 wears ald wathin TRASC artmal

Fauque et al Fertil Steril 2014



J Assist Reprod Genet (2013) 30:1519-1524
DOI 10.1007/s10815-013-0101-3

GAMETE BIOLOGY

Sperm DNA and chromatin integrity in semen samples used

for intrauterine insemination
Table I Mean (£8D) sperm %AB staining, %IAF fluorescence, %DFI,

and %HDS in the IUI patients and controls

Subgroup U1 Ctl p-value®
n 102 15

Concentration (million/ml) 7659 176+228 0.0011
Progressive motility (%) 55+23 64=11 =0.05
%AB staining 17+10 12+9 >(.05
%IAF fluorescence 17+£10 8+6 0.0009
%DFI 10+7 63 >0.05
Y%HDS 2= 6£3 =0.05

Conclusions The data indicate that sperm chromatin integrity

may be abnormal in men enrolled in IUI treatment cycles,
despite the fact that most of these men are normozoospermic.

Sperm kromatin batunlugu
ve DNA fragmantasyon indexi
bozuk






FSH & Progesterone ‘

LH Estradiol 17-OHP
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In stimulated cycles, ovulation usually occurs 36 hours after hCG

administration.
— Edwards & Steptoe. Proc R Soc Med 1974



Human chorionic gonadotropin administration vs.
luteinizing monitoring for intrauterine insemination
timing, after administration of clomiphene citrate:
a meta-analysis

loannis P. Kosmas, M.D.,* Athina Tatsioni, M.D., Ph.D.,® Human Musavi Fatemi, M.D.,*
Efstratios M. Kolibianakis, M.D., Ph.D.,* Herman Tournave, M.D., Ph.D..,"
and Paul Devroey, M.D., Ph.D.*

Renienss: Clomiphene plus hCG warsus Clomiphens plus LH
Comparison: 01 domiphene + heg vs clomiphens +Lh overall
Outcome: 01 domiphens + hCG VS domiphena + LH
Study Treatment Caontrol OR (fixed) Waaight OR. (fixed)
or sub-category N /i 95% Cl O 85% Cl Year
Martinez 4743 9/44 = &.07 0,40 [D.11, 1.41) 1991
Aganaal 17 /247 2a/261 —_— 19.74 0,55 1o, 111 1995
Deaton 10 /182 175280 —_— ig.ig D80 [D.36; 1.78) 14997
Ling 25/420 287291 R 23.39 0,59 [D.34, 1.04) 1997
Zreik 2529 a/25 i - .89 0.42 8,07, 2.53) 1999
Wiahos 58 /465 32 203 o 28.55 D.B4- D53, 1.34) 2005
Lewis 374 17/ 68 —_—— 9.18 1.35 [D.65, Z,83) 2006
Total (85% Gl 1461 1162 L= 10000 074 [D.57; D.96)
Total events: 139 (Treatment), 138 (Controd)
Test for heterogenaity: Chi*= 530, df =6 (P = 0.51), |*= 0%
Test for overall effect: Z =230 (P = 0.02)

01 02 05 1 2 5 10

* CC kullanilan 1UI sikluslarinda, hCG-8Vulasy6ii"vs $pontan ovulasyon:
Gebelikler anlamsiz olmak kosulu ile spontan ovulasyon lehine (OR 0,74)
* Sadece ovulatuar disfonksyon olanlarda hCG daha iyi gebelikler sunuyor..
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T he effects of tirmiing of IiNntrauterine
iNnsermination in relation to ovulation
and the mumMmber of insermMminNnations on
cyc<cle pregnancy rate in cornmmon
infertility etiologsies

Moharrmad E. Ghanermrm "%, MNagwa 1. Balkre?, Moharmad A Emam ',
Laila A. Al Boghdady ", Adel S. Helal!', Abdel Gawad Elmaetwally ',

Mohamad Hassan 2, Ibrahirnm A. Albahlol?. and Mostafa M. Elzayac '
Table | Cycle outcome related to occurrence of ovulation at IUl 36 + 2 h post-hCG.

Parameter All cycles Male Non-male

Total  Anovulation  Unexplained

Cycle cutcome known | 146 428 718 226 492

Cwulation status known [ 114 422 692 212 480

Owulation present (n)® glé 322 494 | 46 348

Cwulation absent (n)® 298 | 00 | 98 66 132

Owulation rate (%) 73.2 76.3 Fil e 68.3 7123

All cycles with clinical pregnancy (n)® |16 30 86 34 52
<Cwverall CPR® (%) 10.1 7.1 2.4 6! 108 —
Pregnancies in positive ovulation cycles (n)? 96 24 72 28 44

CPR® in cycles with positive ovulation (%) 74 | 4.6 19.1 | 2.6

Pregnancies in negative ovulation cycles (n)® 20 é |4 & 8

CPR® with negative ovulation (%) @ 6 7 9.9 &

OR (95% Cl) of pregnancy in positive |.26 (0.52-2.95) 2.2 (1.23-4.08) 2.1 (0.91-4.85) 2.08 (1.01-4.31)
ovulation versus negative ovulation cycles

P 0.015° 0.82° 0.007° 0.071° 0.047°

numeer. @ Farkli endikasyonlarda Ul sikluslari, hepsi 10.000 hCG ile tetiklenmis, Ul glinG usg ile

Cycle pregnancy rate. . .

o e, ovulasyon delilleri arastiriimis
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T he effects of tirmiing of IiNntrauterine
insermiination in relationmn to ovulation
and the mumMmiber of iNsermMminmnatctionNns on
cyc<cle pregnancy rate in cornmmon
infertility etiologsies

Mohamad E. Ghanemm "%, Nagwa 1. Balae?, Mohamad A Emam ',

Laila A. Al Boghdady ", Adel S. Helal!', Abdel Gawad Elmaetwally ',
Moharrmad Hassanmn 2, Ibrahirm A, Aldbahliol?®, amnd Mostafa M. El=ayac !

Table Il Unruptured follicle cycles at 36 + 2 h randomized to single versus double IUL.

Parameter All cycles Male Non-male

Total unruptured 298 Total Anovulation Unexplained
Single IUI (n)® 192 70 122 50 72

Single IUI positive (n)* 10 2 8 B B

Single IUI CPR® (%) 5.05 28 6.6 8 5.5

Double IUI (n)® 106 30 76 16 60

Double IU positive (n) 10 4 6 2 4

Double IUI CPR® (%) Ci 13.3 7.8 12.5 6.6

OR (35% Cl) of pregnancy in double versus 1.90 (0.76-4.70)  4.66 (0.90-24.13) 1.20 (0.43-3.33) 156 (0.31-7.75)  1.23 (0.29-5.08)
single 1UI

P 0.22° 0.064° 0.77%° 0.626° p

*Number.

bc},de pregnancy rate.
¥ st
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European Journal of Obstetrics & Gynecology and
Reproductive Biology

journal homepage: www.elsevier.com/locate/ejogrb

A randomized study of simultaneous hCG administration with
intrauterine insemination in stimulated cycles

Yunus Aydin ", Hikmet Hassa, Tufan Oge, V. Yavuz Tokgoz

Table 2
Comparison of cycle characteristics and results in patients with different timing in hCG injection,

IUI 34-36 h after hCG, n=106 Ul with hCG n=298 p and y* values
Mean + 5D Mean+5D
Median (25-75th) Median {25-75th)

Duration of stimulation, day 12,05+267 12.75+331 0.169
11 (10-14) 12 (11-14)

Total rec-F5H dosage, IU 1008.84 + 469.25 1035.67 + 514.98 0.645
975 (675-1181.25) 982 (775-1200.15)

Number of follicles <10mm on h{G day 5744470 7534504 0.012
5({2-9) G (350-11)

Number of follicles 11-13 mm on hCG day 1294144 1.164+1.31 0.581
1{0-2) 1{0-2)

Number of follicles 14-16 mm on hCG day 0.85 4095 095+1.03 0.509
1{0-1) 1{0-2)

Number of follicles >17 mm on h{G day 1.1940.55 1.134+0.61 0.580
1{1-1) 1({1-1.25)

Endometrial thickness on hCG day, mm 9364257 3.86+2.54 0.204
9.10 (7.50-11.25) 8.70 (7.50-10.02)

Biochemical pregnancy, n (%) 12 {11.3) 13{13.2) 0.641

¥ =0.217
Clinical pregnancy, n (%) 10 (9.4) 12(12.2) 0.523
x*=0.408

SD: standard deviation; y*: Chi square, Variables were expressed by mean and standard deviation, median and 25-75th percentiles, y* values were presented for categorical
variables, p value less than 0.05 {p < 0.05) was statistically significant.



A comparison of pregnancy rate before and after
the administration of HCG in intrauterine insemination

Razieh Dehghani-Firouzabai + Abbas Aflatoonian - .
Robab Davar * Maryam Farid-Mojtahedi Arch Gynecol Obstet (2014) 289:429-432

Sono_pregnancy
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Fig. 1 Pregnancy rates in the two study groups benzer bUIUnmU§tu r.






Double versus single intrauterine insemination for

“unexplained infertility: a meta-analysis of randomized
trials

Nikolaos P. Polyzos, M.D.," Spyridon Tzioras, M.D., Ph.D.,* Davide Mauri, M.D., Ph.D.," and Athina Tatsioni,
M.D., Ph.D."

Meta-analysis using the random-effects model

Study %

ID OR (95% CI) Weight
Malhaorta —"— 0.74(0.29,193) 2038
Liu I 1.15(0.66, 2.02) 49.89
Casadei & 4.71(0.65, 34.18) 5.14
Alborzi = , 0.54 (0.05, 6.27) 3.37
Ng - 0.40(0.03,5.15) 3.2
Peddie +— 0.50(0.18,1.39) 18.11
Overall <> 0.92(0.58, 1.45) 100.00




ORIGINAL ARTICLE

Double versus single homologous intrauterine

insemination for male factor infertility: a systematic
review and meta-analysis

Asian Journal of Andrology (2013) 15, 533-5H38



Double versus si
insemination for male factor infertility: a systematic

review and meta-analysis

= -~ . 5 o . = 2
Apostolos Zavos', Alexandros Dapuntcl, Antonios Garas', Christina Vcrykuukll, Evangelos Papanikolaou™,
- - - - - e
Georgios Anifandis' and Nikolaos P Polyzos

Asian Journal of Andrology (2013) 15, 533-538

Single IUI Double IUI Odds Ratio Odds Ratio
Study or Subgroup __ Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Ragni (1999)° 10 63 3 65 16.0% 3.90 [1.02, 14.91] — %
Albrorzi (2003)"* 1 25 2 27 59% 0.52 [0.04, 6.13] "
Liu (2006)" 95 381 44 386 48.2% 2.58 [1.75, 3.81] -
Casadei (2006)" 3 11 4 35 11.3% 2.91 [0.54, 15.70] -
Bagis (2010)" 5 65 7 67 18.7% 0.71 [0.21, 2.38] — =
Total (95% CI) 545 580 100.0% 2.00 [1.07, 3.75] E 3
Total events 114 60
Heterogeneity: Tau?= 0.17; Chi2=6.03, df =4 (P =0.20); /2 = 34% :D _— [141 ; 1;{1 1[}!]:
Test for overall effect: Z = 2,16 (P = 0.03) Favours Single Ul Favours Double LI

(OR: 2.00; 95% CI: 1.07-3.75; P<<0.03

In conclusion, the current systematic review highlights the need for
future trials and does not indicate a need to change clinical practice.

There seems to
be a trend towards better outcomes with an increase in the frequency
of IUIs per treatment cycle when the cause of infertility 1s an isolated
male factor. However, this must first be validated by large and well-
designed randomized trials.
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Intra-uterine insemination for unexplained subfertility

THE COCHRANE
COLLABORATION®

2012, Issue 9

Veltman-Verhulst SM, Cohlen B]J, Hughes E, Heineman M]

Amnalysis 2.2,

(Review)

Comparison 2 IUI versus T1 both in stimulacted cycle, Outcome 2 Pregnancy rate per couple

GENEL
SONUCLAR
Acgiklanamayan
infertilite-1Ul:
Stimule
sikluslarda IUI
vs Zamanli Koit

(all cycles).
Rendetne:  dntra-uterine intarmination for coosplaireed subdfortilin
2 LN versus Tl both v stirruslatsd ovcle
Cutcome: 2 Pregrnancy mate per cougple (all grdes)
Study or subgrouwdh ([N IR ] T+ Chedeks Patic Wiwelght Cahdds Rateo
nitsd it Pl Froad 55596 €1 B L Pt 550 ()
I Clermiphans Citrats
Karlztrom 199 AT 4713 = BS % O30 [ 003, 293
Subrowl (95% CI) 17 25 S B.5 T 0.30 [ 003, 2.9% ]
Total sevaerts: | (RO, 2 (TTHEDHD
Heterogeneity: ot asphcable
Test for overall effect £ = 104 (P = 030}
F | onadotrogpine
Chsnp 1995 21450 R0 —— 139 % A I3, I
lanka | 596 1036 o = T4 55 S [ D53, 479
Hartstrowm 12932 b A5 324 —r— i R 75 O30, 10nT ]
Hefls |95 LM52 2356 . 39 % 105 [ 09, 2.26 ]
Subroral (W5 I 153 (ET - s, I 1.68 | 1.03, 2.75 |
Tertal evesrrtee SE (IUA-- O, B2 (T=00-1)
Heteregenety: Chi* = 354 df = 3 (P = 433k ¥ = |58
Test for oveall effect: & = 2009 (P = 38)
3 Clamiphens Cirate and Gonadotrapins
Arcaind 1'F34 il PAF3Z 130 2 LEZ [ O%E, &38 ]
Subiotal (5% CI) £ 11 32 [— 13.1 %6 262 | OOE, GO ]
Tovtal shwaarrts F20 LAY, T2 (T
Heteroganeity: not apphcabls
Text for aversll effect 2 = |92 (P = 0054)
4 Clormiphens citrate 1 SonadotropEns
rosipmant 15920 O £ e L0 R i gl e T 1,407
Crogigrnant 193ib 12 o — = 04 % | 190 [ OZF8, 43380 ]
Crosignani 199 1 SR a2 e R e fo b 2LEE [ Q48 | 145 ]
Crogignani 19914 IS A COEE - T 50 % Ouis [ DD, 575
Subrowal (95% Clh G2 af —_— 12.3 %o 1.62 [ 0.52, 5.05 ]
Total evarts 7 (RJHCIEYL B (TR
Heterogeneity CThi! = 292, df = 3 (P = G40 1 =00
Tast for aowersll effect Z = 083 (P = D41}
Total (9594 CI 248 el L] - 1 ERCR L) "Ry 168 | 1.13F, 2,50 |

AT e} n

Faenas THOBH

Faveuas LA+

L300



Analysis 3.2. Comparison 3 IUl in natural cycle versus IUI in stimulated cycle, Outcome 2|Pregnancy rate
per couple (all cycles).

Review:  Intra-uterine insemination for unexphired subfertifity G E N E L SO N U CLA R_d evam

THE COCHRANE
COLLABORATION rsort 3 L i naturs! cvcle versus U in stimulated o . HH
; i e e Aciklanamayan infertilite-1Ul:
2012, Issue 9 Chrteores 2 Prepnancy-rate per couple falf crde) . . .
Stimule sikluslarda Ul vs Naturel siklus 1UIl
Study or subprocn LA+ il Chdds Ratio Weipht Sdds Ratio
™ M M-H Fixed 55% O Mi-H Foted 955 O

| Clomiphens Cimate

Ang 1994 310 1715 B — 17% 6437056, 7335]
Subtotal (95% CI) 10 16 ~[— 2.7 % 6.43 [ 0,56, 73.35 |
Total events: 3 (RIHOH], [0
Heteropeneity not applicable
Test for overall effect Z = | S0 P =003
4 Gonadotropins

Goverde 2000 16| 459 il 6.1 % .81 [ D82, 402 ]
Guezigl |999 LR |aroa - 412% 263 L1957 ]
Murdoch 1791 1720 > R T8 % {45 [ 004,539 ]
Subtotal (95% CI) 192 178 - 97.3 % 202 [1.18, 3.45]

Total events 48 (ILIHCH), 26 {ILD
Heterogenette Chi* = 189 df= 2 (P =039 P =00%

Test for eversll effect £ =255 (F=0011)
Total (95% CI) 202 194 - 100.0 % @

Total events 51 {LAECH), 27 (LT

Heterogenaity Thi? = 271 df =3 (P = 044 2 =00%

Test for overzll effect £ = 284 (P = 0.0045)

Test for subgroup differences Cht = 083, &f= | (P =0236), B =00%

o ol 0 100

Favours 1L Favours LI+



Analysis 3.1. Comparison 3 IUl in natural cycle versus IUI in stimulated cycle, OQutcome | Live birth rate
— per couple (all cycles).

Rewiews  Inta-uterme insemination for wnexplained sublertifity

THE COCHRANE _ - GENEL SONUCLAR-devam
COLLABORATION® Comperison: 31U in natural gycle versus (U in stimulated cyde . o o
Aciklanamayan infertilite-1Ul-canh dogum sonuglari

2012, |55L14; 9 Chutcome: | Live birth rate. per couple (all oycles)
Stimule sikluslarda Ul vs Naturel 1UI
Study or subgroin ILA+0H I Cidds Ratio Weight Cidds Ratio
nf nlf M-H Fwad 95%. O -H Fiaeed 955

| Clomiphens Citrate
And 1994 23 Ifla e 3% A5 [ 0294799 ]

Subtotal (95% CI) 10 16 e —— 3.1 % 3.75 [ 0.29, 47.99 ]

Total everts: 7 (RIH-OH), | {ILID

Hetercgeneity: not applizable

Test for overall effect Z = | 02 (P = 031)

i Gonadotrogins

Govards 2000 Tl | 4753 il 459 % LI [ DEZ 402
Guzidk 1999 2511 | 10100 - 4.0 % 162 119,577
Murdach 199/ 1420 19 — GE% 045 [ 004,539 ]
Subtotal (95% CI) 192 178 - 06.9 M 2.02 [1.18, 3.45 ]

Total events: 48 (L0, 26 (1L

Heteroperetty: ChE = 1% dF =2 (F = Q395 P =00%

Test for gverall effect Z = Z55(F = D01 1)
Total (95% CI) 202 194 - 100.0 % @
Torial events. 50 QUAHCHD 27 (L)

Heteroganeity Chi2 = 2.1 |, df = 3P = 055y 2 =000
Test for overall effect £ = 271 (F = D00&E)
Test for subgoup diferences Ch® = 022, df = 1 {F = 0&4), 12 =00%

4 14] Ll 0 160

Fawours LI Favowrs L+ OH



Intra-uterine insemination for male subfertility (Review)

This is a reprint of a Cochrane review, prepared and maintained by The Cochrane Collaboration and published in

2008, Issuc 1

Analysis 02.03. Comparison 02 IUl versus Tl both in stimulated cycles, Outcome ﬂJIPregnancy ratel per
couple (all cycles)

Fevieve  Irtradtering insemination for male subfertilty

THE COCHRANE Comparizore 02 [ versus T1 both in stimulated cycles
COLLABORATION® Cutcome: 03 Pregnancy rate per couple (3l cycles)

Study I+ oH T+ 2H Didds Ratic (Fixed) Wizight rdds Ratio (Fixed)
el T 5% Cl () 957
GENEL - -
SO N U CLAR 01 gonadotrophins

Gregoriou 1596 B3 431 e 142 L35 [ 063, B8 ]
Erkek Melis 1995 1440 | 2441 —i— 702 Q92 [ 0.35, 241 ]
SUbfertllltESI- Man 994 5125 1434 ) 55 825 [ 0590, 7579 ]
IUI: Subtotal (953 CI) 96 |06 — 1000 67 [ 083, 337 ]
Stimule Total evenits: 24 (1L + OH), 17 (T + SH)

. Test for heterogeneity chi-square=373 dfi=2 p=0L16 F =463%
sikluslarda 1UI r.: ior veran efiect 22143 p=02

vs Zamanlh Koit:
Subtotal (955 Cl)y 0 4]
Total everits: O (LI + OHy, 0 (T + OH)
Test for hetercgeneity: not applicable
Test: for overall effect: not applicable
Total {95% Cl) el 106 T— 1000 L67 [ 0.83, 337 ]
Total everits: 24 (UL + OH), 17 (T1 + OH)
Test for heterogeneity chi-square=373 di=2 p=L16 F =463%
Test for overall effect z=1.43  p=0.2

o
f=]

Mot estimable

ol ooz o as 12 5 10
Favours TI + OH Favours 1L+ OH



THE COCHRANE
COLLABORATION"

Analysis 05.02. Comparison 05 Ul in stimulated cycles versus lUl in natural cycles, Outcome 0[ Ongoing

m per couple (all cycles)

Feview:  Intra-uterine insermination for male subfertility

Comparison: 05 LI in stimulated cycles versus U in natural cycles

Outcorne: 02 Ongoing pregnancy rate per couple {all cycles)

GENEL SONUCLAR
Erkek subfertilitesi-1Ul:

Stimule sikluslarda IUI vs Naturel siklus 1UIl

Study I+ &H 11 Odds Ratio (Fixed) Weight Cidds Ratio (Fixed)
n/t n/t 95% I (%) 5%
01 gonadatrophins
Cohlen 1998 3/36 4/38 * 129 077 [Ql&, 372]
Goverde 2000 9124 127 = 234 0.87 [0.28, 270 ]
Guzick 1999 37120 277134 i 637 L77 [ 100, 313]
Subtotal (95% CI) 180 199 - 1000 .43 [ 088, 231 ]
Total events: 49 (I + OH), 42 (1)
Test for heterogeneity chi-square=1.85 df=2 p=040 > =0.0%
Test for overall effect z=1.45  p=0.
02 CC
Subtotal (5% CI) Q 0 0.0 Mot estimable
Total events: 0 (I + OH), O (1LY
Test for heteroganeity: not applicable
Test for overall effect not applicable
Total (95% C) 180 [99 T-— 1000 .43 [0, 231 ]
Total everts: 49 (LI + OH), 42 (1L
Test for heterogeneity chi-square=1.85 df=2 p=040 * =0.0%
Test for overall effect z=1.45  p=0.
o oz o5 |2 L 10

Favours treatmert Favours control

Thisisa reprint of a Cochrane review, prcpa.rcd and maintained |:n The Cochrane Collaboration and publishcd in

2008, Issue 1
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e |Ul sonrasi olusacak gebelikler ilk tedavi
sikluslarinda gerceklesir.

e Gebeliklerin 71%’i ilk 2 siklusda olusur
(Friedman et al, 1990).

e |Ul gebeliklerinin 85%’i ise ilk dort
siklusdadir (isaksson & Titinen, 1997). Bundan
sonra lUlI'a devam etmek onerilmez (kirby et
al, 1991)



Controlled ovarian hyperstimulation and
intrauterine insemination for treatment of
unexplained infertility should be limited to
a maXimum Di three Irials FERTILITY AND STERILITY®

VOL. 75, NO. I, JANUARY 2001

Mohamed Aboulghar, M.D., Ragaa Mansour, M.D., Gamal Serour, M.D.,
Ashraf Abdrazek, M.D.. Yehia Amin. M.D.. and Catharine Rhodes. M.R.C.0O.G.

Group A 1-3 cycle 16.4% %39.2
COH+IUI

Group B o1 4-6 cycle 9 5.6% %48.5
COH+IUI (%9.3)

Group C 131 1 cycle 48 36.6%

IVF-ICSI



Intrauterine insemination: how many cycles

vl
Sh(}UId we perf(}rm N Human Reproduction Vol.23, No.4 pp. 885888, 2008

Inge M. Custers!-7, Pieternel Steures!, Peter Hompes?, Paul Flierman?, Yvonne van Kasteren?,
Peter A. van Dop®, Fulco van der Veen! and Ben W.J. Mol
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e 35 yasindan genc hastalara
0.0 : : : e 6 siklus basarisiz inseminasyon sonrasi
0 1 2 3 4 5 6 7 8 9 10 IVF’e ge¢gmeden 6nce

Cycle number

Ul uygulamasini bir secenek

Figure 1: Cumulative OPRs from first to ninth TUT treatment cycle



INFERTILITY

A randomized clinical trial to evaluate optimal
treatment for unexplained infertility: the fast track and
standard treatment (FASTT) trial

Richard H. Reindollar, M.D.,* Meredith M. Regan, Sc.D..® Peter J. Neumann, Sc.D..° Bat-Sheva Levine,

TABLE 2

Number of couples initiating treatment cycles, total number of cycles initiated, and pregnancy rates by freatment group as of April 30, 2006.

Treatment type and randomization strategy
CC/uUl FSH/ Ul IVF Total
Conventional Fast track All Conventional Conventional Fasttrack All Conventional Fast track
Mo. couples 233 242 475 169 111 172 283 247 256
initiating
Mo. of cycles G646 648 1294 439 261 361° 622 1346 1009
initiated
Mo. of
pregnancies
Total® 55 68 123 50 a5 145 240 200 213
Losses 10 15 25 K 22 27 49 39 42
Ongoing 4 2 L5 B 15 18 33 35" 28°
(= 20 whks)
Live birth 41 51 a2 37 58 100 158 150F 3 S B
Pregnancy rates
(live birth
+ ongoing)
Per initiated 7.0 8.2 7.6 9.8 28.0 2.7 307
cycle (4.8-10.0) (5.8-11.4) (6.2-9.2) (6.8-14.0) (21.8-35.2) (27.0-38.9) (27.1-34.5)
Per couple 18.3 219 206 25.4 B65.8 68.6 67.5 749 .7
(14.5-25.0) (16.9-27.7) (17.1-248) {19.1-32.7) (56.2-74.5) 61.1-75.58) (B61.7-72.9) \ (69.0-80.2) (r2.1-82.

v



INFERTILITY

A randomized clinical trial to evaluate optimal
treatment for unexplained infertility: the fast track and
standard treatment (FASTT) trial

Richard H. Reindollar, M.D.,* Meredith M. Regan, Sc.D..® Peter J. Neumann, Sc.D..° Bat-Sheva Levine,
100 4

a0 -

o e 3xCC+IUI

1]
3 501
2 40 6XIVF
30
20 ) , - Compared with conventional
i infertility treatment and when the woman is younger than 40
< | years, an accelerated approach to I'VF that starts with CC/TUI,

o a3 & a 4z/buteliminates gonadotropin/IUI, results in a shorter time to
Months frdpregnancy, with fewer treatment cycles, and at a suggested
NumfcOSL Savings.

Comventional —— 247 199 154 118 ?E' =0 7] 23 T3 T
Accelerated --—— 7255 195 135 98 63 47 31 12 14 10 5



INFERTILITY

A randomized clinical trial to evaluate optimal

treatment for unexplained infertility: the fast track and
standard treatment (FASTT) trial

Richard H. Reindollar, M.D.,* Meredith M. Regan, Sc.D..® Peter J. Neumann, Sc.D..° Bat-Sheva Levine,

40 yas alti

CC-IUl ile baslanip,2 siklus sonrasinda FSH-IUI
asamasl atlanmasi ve IVF'e gecilmesi ile:

Kisa sUrede
Az maliyetle
Etkin gebelik




A randomized clinical trial to
determine optimal infertility

treatment in older couples: the Forty
and Over Treatment Trial (FORT-T)

Fertility and Sterility® Vol. 101, No. 6, June 2014

Marlene B. Goldman, Sc.D.,*° Kim L. Thornton, M.D.,* David Ryley, M.D.,” Michael M. Alper, M.D.,

Clinical pregnancy and live birth rates per couple, by randomization assignment for the first two treatment cyeles and at the end of all treatment.

First two treatment cycles Duration of study
Mo. of clinical pregnancies™” Mo. of clinical pregnancies® Mo. of live births®
Randomized treatment am Mo. of couples (%) 3 e Pt (%, 97.5% CI) (%, 97.5%CI
oAl 51433.1) 38(74.5 584869 254049.0, 32 %65,
Gonadotropin (FSHMU 53338 34 (654 49.0-79.5) 27 {433 27,1-58,
Immiediate IF 51433.1) 3B (745 58.4-B6.4) 244471, 31.2-63.4
Totalt 154 10{71.4,62:5-79.3) 714461, 37.0-554)

Mena inclide preatrment-independent regrances. 00 = charmphens ctmte; O = confidence miess TH = lolive-<trubting hoomane, IUT = iraesins menmnmation; 87 = bn vino lerfmion.
* Murrteer of chnsial pregrances pdudes 35 ultaound conlirmed regrancess, foluding e gnandy ieses.

E P Connical gregnancy fate after Tl twe Fealirenl cpces: Pa D087 for cormgasion betaime ©OUL and snnediate WP, Pe 0007 K cormpanson belwes s PSHELE - and iriredise 1T

" P By cale afe s Bae Tod Brnin 1 e P 10 fex aovirapasenn b Bavssan COAUE and siriiediate IVF] Pa 035 1oy comparidan Detwesan TRHALFand immediate V.

B R il pregnancy Snd et aies Slter 50 D ien 1, Thens ate no SLaUatorly Sonilicant difenence, rellang subseguent IF Dealmsent i 47 antis,

[ N [ e

=0 theme, Tieve wee s 5, 2 and 4 dinica pregnances and 5, 1, and 3 fe Dt i te OORUL PSHOLE and srvrediate IVF A, sesgecTivgly, Bral ocoured belone teatoren D Bulaaed o hetaeen tealireen Lot e and e, O Uie dusa o of The Sty These e

11, 3, and 3 denical pregnardes and 7, 1, and 6 Bve Btk in the OO, FSHOLL and srmediate VT amm, sapecaely, Bal oooumed ouside of 1eatmen ] cples
Gradefman. foTy amnd Over Traatimesn T Trid FORT-TL Fard! Stard 2074,

the data show that for couples who present at the end of their
reproductive years and who demonstrate a reasonable chance
for continued success, the most successful treatment is imme-
diate IVF. About half will have a live birth (more than 80% of




A randomized clinical trial to
determine optimal infertility
treatment in older couples: the Forty
and Over Treatment Trial (FORT-T)

Fertility and Sterility® Vol. 101, No. 6, June 2014
Marlene B. Goldman, Sc.D.,*° Kim L. Thornton, M.D.,° David Ryley, M.D.,“ Michael M. Alper, M.D.,

e >38-42 yas

* Hemen IVF

e 2 siklus CC veya FSH-IUI grubuna kiyasla..
* Yuksek gebelik ve canli dogum oranlari




When is clomiphene or gonadotropin
Intrauterine insemination futile?
Results of the Fast Track and Standard
Treatment Trial and the Forty and Over
Treatment Trial, two prospective

n n 1_ ________________
randomized contralled trials |
Fertility and Sterility® Vol. 102, No. 5, November 2014 I
|
Daniel J. Kaser, M.D.,” Marlene B. Goldman, Sc.D.,”¢ June L. Fung, Ph.D.,” Michael M. Alper, M.D_,%* |
and Richard H. Reindollar, M.D." s !

C R I — '
YAS bagimsiz - . ! , : . |
FSH 10-15 0 1 2 3 4 5
Mumber of Cycles
E2>40

[ Tregiment Modality

COH-IUl ——— IVF |

k.aplan-Meier estimates of the cumulative incidence of live births after
COH-IUIl vs. IWF Tor patients in group 2B (F5H, 10-15 miU/mL; and E;

(13, 14). The observation that no live births occurred among "
women with an FSH of 10-15 mIU/mL and E;, =40 pg/mL
treated with IUI challenges the current paradigm of stepwise
treatment for these patients in mandated states, where

several cycles of CC-TUI may still be required by some insurers
before the initiation of TVF.




OZET

FASTT FORT-T

* Aciklanamyan infertilite * Aciklanamayn infertilite

* 40 yasa kadar e 40 yas Ustu

e CC-lIUI (3 siklus?)  COH-IUIl yapilmaksizin direkt

* Sonuc yoksa direkt IVF IVF



Fertlllty INHS Issued: February 2013

National Institute for
Health and Clinical Excellence

Assessment and treatment for people with  nicE clinical guideline 156
fertility problems

guidance.nice.org.uk/cg156

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

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]

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]

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]




IUI KIME, NE ZAMAN, KAC
DEFA ?

e izah edilemeyen infertilite e hCG zamanlamasi ? e 3 (max 4) siklus
e pee s - e Sadece erkek
e Erkek faktorlii infertilite? e Gonadotropin + Ul infertilitesinde

] . double ?
e <40y ;<5 yilhk infertilite
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