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Aciklanamayan Infertilite

» Toplumda fertilitenin normal dagiliminin
azalmis uc grubunu olustururlar (Subfertilite)

e Spontan fekundite % 1.3 - 4.1%*
e Hicbir tedavi verilmese de 3yilda % 33-60 gebelik

e Yas ve evlilik stresi ilerledikce spontan gebelik

sansi duser**

=« Infertil ciftlerin ~ %15-30’u aciklanamayan
infertil olarak tanimlanir
*Guzick DS, Fertil Steril 1998

**Dodson WC, Fertil Steril 1987
*** The ESHRE Capri Workshop



Aciklanamayan Infertilite

s Fekunditeyi bozan ciftlere ait defekt(ler)
rutin infertilite arastirmalariyla tespit
edilememektedir.

s [anisal testler
e Ovulasyon
e Tubal aciklik (HSG)
e Semen analizi
HEPSI NORMAL



Aciklanamayan Infertilite

Aciklanamayan infertilite tedavisindeki
uygulamalar;
e Bekleme

e Oral veya enjektabl medikasyonlarla
superovulasyon (CC / Gonadotropin)

e Intrauterin inseminasyon
e Superovulasyon+Intrauterin inseminasyon
L AVA



IUl'vs IVE

= Infertil giftlerin tedavi secim kriterleri;
e Basit
o Etkin
o Gebelige kisa stirede ulasmali

e Odenebilir olmal
= Kisisel maliyet

= Toplumsal maliyet(Sosyal gtvenlik,cogul
gebelige bagli prematirite)



IVF ENDIKASYONLARI

= Kesin = IVF’in birinci tedavi
endikasyonlar secenedi olmadigi
o Siddetli erkek durumlar
faktord e Hipogonadotropik
o Mekanik/tubal hipogonadizm
infertilite e Anovulasyon/PKOS
e Oosit donasyonu o Hafif sperm
o PGD problemleri

e Aciklanamayan



IUI'in gelecegi?




« IVF should be offered as first line
theraphy to all infertile couples
regadless of the type of infertility>»

Gleicher & Karende,2001



N l C National Institute for
Health and Care Excellence

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]

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]

s Aclklanamayan infertilitesi olan ciftleri tedavi eden
hekimlere oneri:

e Iki yila kadar bekleme
e Daha sonra dogrudan IVF tedavisi
e Halen bu onerinin kaniti yok



N I C National Institute for
Health and Care Excellence

s NICE kilavuzunu pratikte kullanimi

e Ingiliz Fertilite Dernegdi tyesi 136 hekime online
survey

e Sadece % 16's1 IVF'i ilk tedavi onermekte

e Sadece %27/'si yeni kilavuza gore uygulamalarini
degistirebilecegini ifade etmekte

e 9% 30’u uygulamalarini degistirmeyecegini, kalani
ise kanitlari bekledigini ifade etmekte

Nandi, Homburg et al Hum Fertility 2014



Human Reproduction Update, Vol.15, No.3 pp. 265-277, 2009
Advanced Accets pubbcanos on February 23, 3005 dol 1 Q10937 hurmued/ amp003

Intrauterine insemination

The ESHRE Capri Workshop Group'

! Cormmpondents addrexr: PG, Crotigrini, Fondasione Ospedale Maggior= Poiclinico, Margiagull = Regra Beta, Via Manfreds Fantl 6,
20122 Milino, fraly, E-mal: pisrpanpe crasgraseiiusimiit

‘Although IUI treatment is cheaper and less
demanding on the patient, IVF is the most
effective treatment for infertility.

There is a need for management trials to
evaluate the order of treatment and overall
effectiveness of treatment strategies in

more clinical and cost settings.’
Human Reproduction Update, Vol.15, No.3 pp. 265-277, 2009



Aciklanamayan Infertilite: once |UI

s I\VVF tedavisi IUI ile kiyaslandiginda
e Daha invazif

e Daha komplikatif
= ylksek cogul gebelik
= OHSS
= OPU komplikasyonlari

e Daha az hasta uyumu
o Kumulatif drop out oranlari daha yuksek
e Daha maliyetli



Cogul Gebelik




Aciklanamayan Infertilite: once IVF

s [edavi siklusu sayisi az

= Kisa sureli tedavi

= Daha cabuk sonuc

= Ileri yas ve daha cok cocuk istegi
s Daha az psikolojik stress ?

= Risk ?

= Maliyet?




Aciklanamayan Infertilite:
Ul vs IVE

s [erapotik etkinlik

s Maliyet /Cost-effective’lik

= Cogul gebelik oranlari

s Komplikasyonlar

= Drop Out oranlari

s [edavi seciminde prognostik faktorler



|Ul: Terapotik Etkinlik

SPERM YIKAMA

Kotu kalite spermatozoa, lokosit ve hucre artiklari

Seminal plazma icindeki sitokin, PG, oksijen
radikalleri, antijen ve enfeksiyoz maddeler ayrilir

Kapasitasyon -
UI

Servikal mukusun filtrasyon etkisi onlenir
Kavite icine daha fazla sayida motil spermatozoa verilir

Homologous Intrauterine Insemination

[ vewm [ oo |

e of spermatozoa through the female genital tract after coitus. Drop in the

| S U PE ROVU L AS SR INE ot colls betwepn vagina and fallopian tubes. (From Diedrich et al. 1985)
Invivo sperm ile karsilasan ovum sayisi artar




|Ul: Terapotik Etkinlik

IUI siklus basina gebelik ( % )
- Gonadotropin IUI
Aciklanamayan inf.* 10-20
Aciklanamayan inf, ** 20.3

* Hughes EG, Hum Reprod 1997; Guzick DS, Fertil Steril 1998; Guzick DS, NEJM
1999

** Erdem A, RBM Online 2008



I 717 No 2. 2008 2071 -208 Reproductive BioMedicine Online; www.rbmonline.com/Article/35520 orn wed 50 Jine 2008

Article

Factors affecting live birth rate in intrauterine
iNsemination cycles with recombinant
gonadotrophin stimulation

s 2/8 aciklanamayan infertil/492 siklus
s /5 U rec Gn/prog vag. gel luteal destek

s Siklus basi gebelik % 20,3
s Hasta basi canli gebelik % 21.1
= Hasta basi canli gebelik

Aciklanamayan subfertilite 9% 25,2

Erkek faktoru % 15,7
s Spontan gebelik % 6,1
= Hasta basi kimulatif % 30,9
canli gebelik (spontan+tedavi)
= Cogul Gebelik % 11,2

Erdem et al RBM Online. 2008;17:199-206



Terapotik etkinlik : IUl vs IVF

Tedavi Gebelik/ NNT rEEEhE
siklus

IUI 5 32 Guzick, 1999

Martinez, 1990

Steures, 2007
CC/IUI 7 14 Deaton, 1990
FSH/IUI 12 11 Guzick, 1999
IVF 31 4 Hughes, 2004

The ESHRE Capri Workshop Group, Hum Reprod 2009



ESHRE

Assisted reproductive technology in Europe, 2006: results generated
from European registers by ESHRE*.

TURKEY

Pregn Deliver Pregn Deliver
per per : per per

t aspirat | aspirat Aspirat aspirat aspirat
(%) (%) (%) (%)

32852 867 1479 145 [31212

* Hum. Reprod. (2010)

Cyles

(IVF+ICSI) |AsPira




HFEA

igure 3: Percentages of couples seeking standard IVF or ICSI treatment, by
e reason they sought treatment, 2011

ercentage of cycles started Figure 6: Proportion of all embryo transfers (fresh and frozen), by number of
T embryos transferred, 2011
Triple embryo
transfer
4.%%

e A

Reason for seeking tre atment

Tubal disease
Ovulatory disorder
Endometriosis
Multiple fermale
Male factors
Multiple female &
male factors
Unexplained

Human Fertilisation, Embryology Authority. Latest UK
IVF figures - 2009 and 2010. http://www.hfea.gov.uk/
ivffigures-

2006.html (accessed 11 March 2012).



HFEA Database 2011

IVF/ICSI

Live birth
rate

13,703

48 141

61,726
(S6K each)

4174
(S1K each)

89.648




18 - 34
35 - 37
38 — 39
40 - 472
43 — 44
45 +

All ages

32.3%
27.2%
19.1%
12.7%
51%
1.5%
25.2%

Table 10: Live birth rate, per cycle started, fresh own eggs, 2009 and 2010

32.2%
27.7%
20.8%
13.6%
5.0%
1.9%
25.6%




Aciklanamayan Infertilite:
Ul 'vs IVE

s [VF vs bekleme
s [VF vs CC
s [VF vs TUI

s [VF vs IUI+superovulation
o Etkinlik
e Maliyet (cost-effectivity)



Aciklanamayan [nfertilite: IVF

In vitro fertilisation for unexplained subfertility (Review)

Pandian Z, Gibreel A, Bhattacharya S

THE COCHRANE
COLLABORATION®




Aciklanamayan Infertilite: IVF

INF Hafif Intervention
SURE erkek
faktori

GOVERDE, Limit yok + IVF vs IUI alone
2000 Hafif IVF vs IUI+SO
endomet
riozis

REINDOLLAR 21 - 39 IVF vs IUI+SO
2009 (her iki grup CC+IUI)

VanRUMSTE, Limityok IVF vs IUI+SO
2011

CUSTERS, < 38 : IVF vs IUI+SO
2011




Aciklanamayan Infertilite:
IVE vs [UI+SO

Figure 5. Forest plot of comparison: 3 in vitro fertilisation (IVF) versus intrauterine insemination plus
ovarian stimulation (IUI+S0O), outcome: 3.1 live birth rate per woman.

IVF IUI+ SO Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.1.1 Treatment-naive women
Custers 2011 13 58 12 58  35.3% 1.08 [0.54, 2.17]
Goverde 2000 24 59 22 59 B4.7% 1.08[0.69,1.71]
Subtotal (95% CI) 117 117 100.0% 1.09 [0.74, 1.59]
Total events 37 34
Heterogeneity: Chi*=0.00, df=1 (P=0.99); F= 0%
Test for overall effect: Z=0.43 (P = 0.66)

3.1.2 Pretreated women

Reindollar 2009 100 172 37 169 100.0% 2.66[1.94, 3.63]
Subtotal (95% CI) 172 169 100.0%  2.66[1.94, 3.63]

Total events 100 a7
Heterogeneity: Not applicahle
Test for overall effect Z=6.14 (P < 0.00001)

0102 05 1 2
Favours |Ul + SO Favours IVF

Test for subigroup differences: Chi*=12.99, df=1 (F=0.0004), F=92.1%




Intrauterine insemination or in-vitro fertilisation in idiopathic
subfertility and male subfertility: a randomised trial and cost-
effectiveness analysis

Angelique J Goverde, Joseph McDonnell, Jan P W Vermeiden, Roel Schats, Frans F H Rutten, Joop Schoemaker

793 couples screened

284 ineligible
® 151 declined to
L participate

258 randomised

v v

86 assigned IUI 85 assigned (U] 87 assigned IVF
in spontaneous in stimulated
cycles cycles

6 censored 2 censored 2 censored
before + - before < before <+

treatment treatment treatment
13 censored 14 censored 37 censored
during during during

treatment treatment treatment

v 4 ¥

67 completed 69 completed 48 completed
treatment treatment treatment

Goverde Al, LaWEeERIIUgua




Intrauterine insemination or in-vitro fertilisation in idiopathic
subfertility and male subfertility: a randomised trial and cost-
effectiveness analysis

Angelique J Goverde, Joseph McDonnell, Jan P W Vermeiden, Roel Schats, Frans F H Rutten, Joop Schoemaker

SiKLUS BASI KUMULATIF COGUL
GEBELIK %  CANLI DOGUM GEBELIK
% %

Goverde AJ, Lancet 2000




Couples with unexplained subfertility and unfavorable
prognosis: a randomized pilot trial comparing the
effectiveness of in vitro fertilization with elective
single embryo transfer versus intrauterine
insemination with controlled ovarian stimulation

Inge M. Custers, M.D..* Tamur E. Kénig, M.D.." Frank J. Brocknuns, M.D.. Ph.D." Peter G. A. Hompes, Prof.,"
Eugenie Kaatfh, M.D., Ph L 3. Jur Oostertids, M.D.. Ph.D.° Monigue H. Mochtar, M.D." Sjoend Repping, Prof.."
Madelon vin Wely, Pi.D.* Pieternel Steures. M.D.. PiuD." Fulco van der Veen. Prof,* and Ben W. J. Mol, Prof*"

FIGURE 1

116 Couplog with unexplained sutfertlity or mild subfertiiity and a < 30% chance
Lo conceive spontaneausly

I v
58 IVFeSET plus eryo-cycle 58 three cycies of 1ULCOH

b 4
A8 Complatod up to £T A8 Compleind 3 cycles U] ar bocamao
36557 (tresn E7) pregnant
12 OET {fresh ET)
11 eryarkT (3 DET, BSET)

4 Couples had no ET 2 Couples received 1 oycle

7 Couples converted to 11 2 Couples recelved 2 cycles

1 Started |1 4 Couples did not start treatment
3 [id not start trestment

0 fost to follow up 0 lost to follow up
S8 wers analysed 58 were gralysed
0 were excluded from anilysis 0 were excluded from analvils

Custers. [VF-eSET or IUL-COS i unexplasined subifertility, Fertil Steril 2011,




Couples with unexplained subfertility and unfavorable
prognosis: a randomized pilot trial comparing the
effectiveness of in vitro fertilization with elective
single embryo transfer versus intrauterine
insemination with controlled ovarian stimulation

Inge M. Custers, M.D.* Tamur E. Kémig, M.D..® Frank J. Broekmans, M.D.. Ph.D." Peter G. A. Hompes, Prof.."
Eugenie Kaatgh. M.D., Pi D" Jur Oosterhidis, M.D., Ph.D.° Monigue H. Mochtar, M.D." Sjoerd Repping, Prof.."
Madelon van Wely, PiuD.* Pieternel Steures. M.D.. PiuD..* Fulco van der Veen. Prof.,* and Ben W. J. Mol, Prof*'

TABLE 2

Pregnancy outcomes at 4 months from randomization.

Outcome measure IVF-eSET (n = 58) IUI-COH (n = 58) RR (95% CI)

Chlinical pregnancies 15 14 1.07 057-2.01)
Ongoing pregnancies 14 (24)° 12 21" 1.17 (0.60 {0
Mutiple pregnancies 2(14) 3 25)

Twin 2 2

Triplet 0 1
Live births 13°(22) 12 (21) 1.08 (0.65-2.16)
Miscarrage 12
Ectopic pragnancy 0
Note: Values are numbér (percentage).
* One spontaneous pragnancy (IVF-aSET).
® Two spontansous pregnancies (IL-COH).
© Ona couple was lost to follow-up.

1@)

Custers. IVF-2SET ar IUECOS in unexplained sulfertidity. Fertd Steril 2011,




Couples with unexplained subfertility and unfavorable
prognosis: a randomized pilot trial comparing the
effectiveness of in vitro fertilization with elective
single embryo transfer versus intrauterine
insemination with controlled ovarian stimulation

Inge M. Custers, M.D..* Tamar E. Kénig, M.D.® Frank J. Brockmans, M.D.. Ph.D." Peter G. A. Hompes, Prof.,"
Eugenie Kaatfh, M.D., Phl 3. Jur Oosterhis, MDD, Ph.D.* Monigue H. Mochtar, M.D." Sjoend Repping. Prof.."
Madelon vins Wely, Pi.D.* Pieternel Steures. M.D.. PluD..* Fulco van der Veen. Prof,* and Ben W. J. Mol, Prof*"

Cumulative ongoing pregnancy rate over time from one cycle of
IVF-eSET or three cycles of |UI-COH.
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Time to ongoing pregnancy (weeks)

Custers. IVF-«SET or IULCOS in unexplained subferstlity. Ferstl Steri 201 1




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..* Bai-Sheva Levine,
M.D.° Kim L. Thormion, M.D..," Michael M. Alper, M.D." and Marlene B. Goldman, Sc.D.f

s Konvansiyonel tedavi (n:247)
¢ 3 siklus CC+IUI

e 3 siklus rec Gn+IUI

e 6 siklus IVF (2 siklus thaw)

s Hizlandirilmis tedavi (n:256)
e 3 siklus CC+IUI

e 6 siklus IVF (2 siklus thaw)
*Reindollar RH: Fertil Steril 2010; 94(3): 888-99




L 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 1. Neumann, Sc.D..° Bar-Sheva Levine,
M.D.° Kim L. Thornion, M_D.." Michael M. Alper, M.D_" and Marlene B. Goldman, Sc.D.*

TABLE 2

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

Treatment type and randomization strategy
FSH/ 1UI IVF
Conventional Conventional Fast track All

Total
Conventional Fast track

CC/iul

Conventional Fast track

No, couples
initiating
No. of cycles

233
646

242
648

169
439

m

172

247

1346

256

Initiated
No. of
pragnancies
Totaf
Losses
Ongoing
(= 20 wks)
Live birth
Pregnancy rates
(live birth
+ ongoing)

Per initiated
cycle
Per couple

7.0
{4.8-10.0)

193
(14:5-25.0)

82
(58-114)
219
(16:9-27.7)

7.6
(6.2-9.2)
208
(17.1-24.6)

9.8
(6.8-14.0)

254
(18.1-32.7)

28.0
(21.8-35.2)

65.8
{56.2-74.5)

32.7

(27.0-388) (27.1-34.5

68.6

(61.1-755) (61.7-72

30.7

B67.5

7498
(69.0-80.2}

779
(72.1-82.7

Note: CC = clomiphens citrate; |Ul = intrauterine insemination; FSH ~ gonadotropin,

*For |VF, 32 of tha conventional and nine of tha fast track cycies used cryopreserved embiryos that had beéen collactad in an earliar IVF cycle and frozen for later use,
These cycles, called thaw cycles, are Included in the calculation of the pregnancy rates per initiated cycle.

“Tatal pregnancies include all ultrasound confirmed pregnancies, including spontansous abortions.

= Of these, there ware 18 ongoing pregnancies (10in convantional and 8 in fast track) and 34 liva births (14 in conventional and 20 in fast track) that occurred outside of
traatment cycles

Reindallar The s mack and assadand srectwrny il Fersd Serdl 2070




FASTT trial

Hasta basi gebelik hizi(canli dogum + devam eden)

Gebelik Dogum
h 1Z1 baS| 1 Accelerated Arm
(per maliyet ! T~
couple) '

CC+IUI 20.6

uao1ad

Conventional Arm

FSH+IUI 25.4

‘:‘\ ('S é 1'2 1'5 1’8 2'1 2‘4 2'7 3‘0
Months from randomization
IV F 6 7 . 5 Number of couples
onventional —— 247 199 154 118 79 50 36 23 14 11 8
Accelerated == 256 195 135 98 63 47 31 19 14 10 5

Konvansiyonel 74.9 $71,399%*

Time Hazard 95% C1 P-value
Period (m) | Ratio

Fast track 777 $61,553* <3 1.52 102 | 228 0.04

>3toll 1.40 1.90 0.03

> 3 _9,846 (950/0 CI, _25,099_3,869) >11 0.60 1.06 0.08




A randomized clinical trial to
determine optimal infertility

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

Marlene B. Goldman, Sc.D.,*® Kim L. Thornton, M.D.,© David Ryley, M.D.,© Michael M. Alper, M.D.,¢
June L. Fung, Ph.D.,* Mark D. Hornstein, M.D.,“ and Richard H. Reindollar, M.D.**

s 154 cift (38-42 yas)

s Ik iki tedavi sikluslari randomize
e CC/IUI
e FSH/IUI
e Hemen IVF

s [Um hastalar ilk iki siklusta gebe kalamaz ise

sonraki tedavi IVF ile devam
Goldman MB et al Fertil Steril 2014




A randomized clinical trial to
determine optimal infertility

treatment in older couples: the Forty

and Over Treatment Trial (FORT-T)
Ilk iki siklusta s Canli dogumlarin %
kGmulatif gebelik 84,2 si IVF siklusu
oranlari = Hemen IVF kolunda

s CC/IUI: % 21,6 tedavi siklusu sayisi

= FSH/IUI: % 17,3 Y036 daha az
s IVF: o, 49 = Hemen IVF kolunda

ortalama gebelik elde
etme slresi digerlerine
3,5 ay daha Kkisa



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

Marlene B. Goldman, Sc.D.,>P Kim L. Thornton, M.D., David Ryley, M.D.,© Michael M. Alper, M.D_“
June L. Fung, Ph.D.,® Mark D. Hornstein, M.D_“ and Richard H. Reindollar, M.D.>*

A 100 4

I}lR = 2 86 (95% C1 1 22-6.68)

20 4
B0
70 4
80 -
50
40 4
30 4
20

(A) Kaplan-Meier estimates of cumulative incidence of pregnancy leading
to delivery of a live born for the controlled ovarian hyperstimulation arms
combined versus the immediate IVF group. Analysis used a Cox
proportional hazards model, P¥4.02.




Vialyet: IUlI'vs IVE

45 calismanin retrospektit analizi

GEBELIK/SIKLUS % DOGUM BASI
TAHMINI MALIYET

($)

BEKLEME
IUI
CC-1UI
hMG-IUI

IVF-ET

Guzick DS, Fertil Steril 1998




Maliyet: Ul vs IVE

SiKLUS BASI
MALIYET
(NLG)

IUI 623
IUI + SO 931

IVF 3350

Goverde AJ, Lancet 2000

CANLI DOGUM
BASINA MALIYET
(NLG)

8423
10661

27 409




Roprocductive BigModicine Online (Z014) 28 I16

i MaliystidUlkys IVF

A

ARTICLE

IVF with planned single-embryo transfer D cronmniars
versus IUl with ovarian stimulation

in couples with unexplained subfertility:

an economic analysis

Minouche ME van Rumste 2-92-~ Inge M Custers P, Madelon van Wely

116 couplas

! !

58 WVF=aSET 58 |Ulovanan stimuiation
(nciuding freaze-thaw-cycle) {maximum 2 cycies)

! !

1 naturad concepton 2 natursl copncaptons

2 o3 not stant wsatment 2 did not start Faatment
1 stantaa U] (3 cyclas)

54 swantaa IVF 54 staned LN

o A5 completed upto ET o & complsteg 1 oyci=

e 12 completed 2 gycies
e 3B compieted 3 cyckes

4 couples o ET
2 comeanad to LU
20HSS

l

S8 snafysed




Vialiyet: IUI'vs IVE

Table 1 Specified cosls per treatment of IVF or IUl-ovarian
stimulation,

IVF—e5SET (€) U1 (€)

Hospital component 1852.20 436.69
Costs without follicle aspiration 1131.37

and ET
Specialist fee 332.60 66.58

Medication
50 mg clomiphene citrate
11U FSH
10,000 IU HCG
14 days of progesterone

e5SET =elective single-embryo transfer; ET =embryo transfer;
HCG =human  chorionic  gonadotrophin; Ul = intrauternne
insemination.

Van Rumste MME, Reprod Biomed Online, 2014



Maliyet: IUI'vs IVE

Table 1 DOutcomes per randomized group.

NF-25ET7 (n- 30 IL—pvorian Simulotion m«38) Gifference

Mitural " Matural 7 w2 &3
cohven tion concEption

Climzl outcomes
Orgoing 12.421)
prognancy

Multiple 2 3 (35)
|Lhe tirth 11 3 5 10 (17)

Singleton 1] 3 7(79)

Twin j 3 (30)

Unicnown 21010

Medication
Cycles wsing
5
Total 734 (V)
Nean F5H (1)
Cycles wsing CC
Total CC img)
Moan CC (me)

Costs (F)
Total costs -
Maan costs por 75 915°
couple
Mean costs por

161,327 - - - 51,519

2933 - - - 2372

2454

Msan costs per - 11,523
angaing

Values & 0 of 0 | unless etharws=E stated,
CLC~ clomiphens citrate; 25ET « slective single-embryo transfer: £ = ambnyo trandfen Ul « intracterioe insaminsation U1, W 2,100 3 =

fimt, s=cang or thisd U cycle; F5H » recambinant F5H,
"Bootstnipped mean difference.

Van Rumste MME, Reprod Biomed Online, 2014




Maliyet: IUI'vs IVE

Table 3 Scenaric amalyhs for ongoing prognancy

Ul —ovarion 2oty Cost Damingant

W' A

stimylatyon ris wIiectiversess (rastment

5ET ~eisctve  angleambiyo tamsfe; UL~ Intrauterines
|rsam ) nat ion

Van Rumste MME, Reprod Biomed Online, 2014



BIVIC Women's Health emices

Study protocol Open Access
The INeS study: prevention of multiple pregnancies: a randomised
controlled trial comparing IUl COH versus IVF e SET versus MNC
IVF in couples with unexplained or mild male subfertility
Alexandra | Bensdorp*, Els Slappendel, Carolien Koks, Jur Qosterhuis,
Annemieke I

Jan Peter de | inclusion INeS Study:
Nicole Becke R Sy

» Milg maie suttenility
« TMES pre wensh 10 x 1ot
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Is IVF—served two different ways—
more cost-effective than IUIl with
controlled ovarian hyperstimulation?
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Table | Baseline characteristics of the couples.

IVF-SET (N = 201) IVF-MNC (N = [94) JUL.COH (N = 207)

Famalke age_ years, mean (SO) 33339} 33(350) 34 (3.67)
Primary subfertility, N (%) 180 (80) 141173) 157 (78)
Duration of sublertlity, mean (SD), years 213 (1.73-3.01) 214 (1.77-281) 230()1.83-313)
Total motle soerm count ( « 10%), reedian (IQR) 51 (25-100) S3(25-126) 59 (30-124)
Diiagrioals subfertility, N (%)

Unexplained 183 (91) 173 (89) 189 (31)

Male factor 12(9) 201 1684%)

Table Il Pregnancy outcomes.

IVF-SET IVE-MNC UILCOH IVF-SET versus IULCOHRR  IVE-MNC versus IULCOHRR
(N =201) (N=194) (N = 207) (95% C1) (95% €1)

Pregnancy cuttomes
Healttw child 104 (32) 83 (43) 97 (473 1.10(0.31=134) 031 (0.73-1.19
Live birth 118 (59) 29 (51) 116 (56) 1.05(0.8%-1.24) 0351 (0.76-109)
Orgoing 121 (60) 102 (53) 113 (57) 1.05(0.8%-123) 0% (0.77-1.09)
pregnancy
Multiple 7 (B} 5(5%) 8@ 1.05(0.91=1.21) 093 (080-1.09)

pestation

Diats are presented ys ne (%),
“Fercentagn .3 reio of total engong pregances.
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Cumulative pregnancy probabilities among couples
with subfertility: effects of varying treatments

Joseph B. Stanford, M.D..* Rafael T. Mikolajczyk, M.D.™* Courtney D. Lynch, Ph.D..™" and
Sara E. Simonsen, MS.PH™

s Baseline fekundite % 25-30

s 12 aylik kumulatif fekundite % 85-95
» Fekundite zamanla azaliyor

x Ik 2 yil tedavi verilmiyor

s Sonraki ucg yil tedavi

Stanford JB,2010 Fertil Steril



IVF: Etkinlik

Cumulative pregnancy probabilities among couples
with subfertility: effects of varying treatments

Sik Iliski: haftada 2

Daha az sik iliski:

haftada 1

e %40 kimulatif gebelik
orani azalir

Konservatif tedavi:

CC

o kimulatif gebelik orani
1,5 kat artar

IVF: ortalama hasta
basi 1.8 siklus

e 1 siklus sonrasi %30, 2
Siklus sonrasi % 43

drop-out
Stanford JB,2010 Fertil Steril
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Cumulative pregnancy probabilities among couples
with subfertility: effects of varying treatments

= Once IVF sadece
gebelik
olusumunu
hizlandirir

s Ek maliyet ve
advers etkileri ise
dezavantajlari
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Two new prediction rules for spontaneous pregnancy
leading to live birth among subfertile couples, based
on the synthesis of three previous models
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Two new prediction rules for spontaneous pregnancy
leading to live birth among subfertile couples, based
on the synthesis of three previous models

3-sample synthesis model 2-sample synthesis model
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Figure 1. Score chart of the 3-sample and 2-sample synthesis models to estimate the chance of spontancous pregnancy within 1 year after
intake resulting in live birth. Upper part: calculating the score: lower part: predicting 1-year pregnancy rate.

Hunault C et al. Hum. Reprod. 2004;19:2019-2026




Two new prediction rules for spontaneous pregnancy
leading to live birth among subfertile couples, based
on the synthesis of three previous models

Table 1V, Predicted probabilities and observed proportions of 1 yew
pregoancy leadimg o Hve birth, when applying the synthesis models
(a). Threewsample synthesis model. apphied to all three sampled (1= 24355).

Predicted probability n (%) Observed 95% I

o H)'% 991 (205 135 11-16%
20207 1256 (31%) 9% 26-31"%
a0 208 (9%) x| 421--38%
All 2455 ( 100%) 22-26%

Hunault C et al. Hum. Reprod. 2004;19:2019-2026



|Ul:Prognostik faktorler

=« Infertil cifte ait faktorler
e Infertilite stresi
e Infertilite cinsi (primer vs sekonder)
e Kadina ait parametreler
= Kadin yasl
= Over rezervi
= [ubal faktor
= Endometriozis
e Erkege ait parametreler
= Semen parametreleri
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Factors affecting live birth rate in intrauterine
insemination cycles with recombinant
gonadotrophln stimulation

Ahmet Erdem MD is associate professor of Obstetrics and Gynecology at the University of
Gazi, Turkey. He is a graduate of the University of Hacettepe Medical School in Turkey and
completed his residency at University of Gazi School of Medicine Department of Obstetrics
and Gynecology in Ankara, Turkey. Since 1998, he is also a clinician and researcher at the
Assisted Reproductive Technologies Unit of the University of Gazi Center for Reproductive
Health, Infertility and Family Planning. His research activity focuses on clinical IVF, intrauterine
insemination and ovarian reserve testing.




Article

Factors affecting live birth rate in intrauterine
insemination cycles with recombinant
gonadotrophin stimulation

s 2/8 aciklanamayan infertil/492 siklus
s /5 U rec Gn/prog vag. gel luteal destek

s Siklus basi gebelik % 20,3

s Siklus basi canli dogum % 11.4

s Hasta basi canli gebelik % 25,2

s Spontan gebelik % 6,1

» Hasta basi kimulatif % 30,9
canli gebelik (spontan+tedavi)

= Cogul Gebelik % 11,2

Erdem et al RBM Online. 2008;17:199-206
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Article

Factors affecting live birth rate in intrauterine
iINnsemination cycles with recombinant
gonadotrophin stimulation

Canli Dogum Gebe P
olmayan
Infertilite stiresi (yil) 3.9 + 2.8 4.8 £3.6 0.001
Unexplained 14 86
0.003
Erkek faktoru /.8 02.2

hCG oncesi dominant folikul 2.1 £ 1.3 1.7 £ 1.1 0.01
sayIsl

Swim up oncesi sperm 59.2+16.2 53.8 £ 16.6 0.003
motilite(%)

Erdem A, RBMOnline 2008



Multivariat Logistik Regresyon Analizi

Unexplained infertil hastalarda (2/8 hasta)
“canli dogumu” ongoren bagimsiz
degiskenler

s Infertilite siresi
(OR = 0.898, 95% CI = 0.820-0.934, P=0.022)

= Tedavi yapilan siklus sayisi

(bir siklus vs iki, tg, veya>4)
OR = 0.518, 95% CI = 0.392-0.683, P = 0.0001)

s HCG Oncesi dominant folikul sayisi

(bir dominant follicle vs lc¢ veya fazla folikul)
OR =2.077,95% CI = 1.138-3.792, P = 0.017)

Erdem A, RBMOnline 2008



OVULATION INDUCTION

Role of antral follicle count in controlled ovarian

hyperstimulation and intrauterine insemination
cycles in patients with unexplained subfertility

Mehmet Erdem, M.D., Ahmet Erdem, M.D., Ismail Guler, M.D., and Songul Atmaca, M.D.

Department of Obstetrics and Gynecology, Gazi University School of Medicine, Ankara, Turkey

Canli Dogum Gebe P
olmayan

Total antral folikul sayisi 9.4 £ 3.5 6.9 £ 2.4 0.0001
Degisken OR % 95 CI P
Bazal AFC 1,33 1.10-1.60 0.003
Bazal FSH 1.23 0.99-1.0 0.057
Yas 0.95 0.85-1.06 0.95
Total Gn dozu 0.99 0.99-1.0 0.27
hCG glunu dominant 0.72 0.39-1.53 0.47

folikul sayi
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Recombinant FSH increases live birth rates as compared to clomiphene

citrate in intrauterine insemination cycles in couples with subfertility:
a prospective randomized study

@ CrossMark
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Recombinant FSH increases live birth rates as compared to clomiphene
citrate in intrauterine insemination cycles in couples with subfertility:
a prospective randomized study

Table 2
reatment outcomes of the study groups.

rFSH protocol CC protocol p value
n=109 n=110

£y level on the day of hCG 7421 + 619 667.4 + 460 NS
(pg/mil)

Progesterone level on the 110+ 066 1.04 - 064 NS
day of hCG {ng/mi)

LH level on the day of 128116 12071 NS
hCG (1U/ml)

Endometrial thickness on 1054L22 81420 <0.001°
hCG day (mm)

Follicle number (> 14 mm) 18411 1.7-1.0 NS
an hCG day

Clinical prégnancy rate per 48/169 (28.4%) 32/160 (20%)
cyde (%)

Live birth rate per cycle (%) 41/169 (24.3%) 22/160 (13.8%)

Clinical pregnancy rate per 47/109 (43.1%) 31/110(28.2%)
patient (%)

Live birth rate per patient (%) 41/109 (37.6%) 22/110 (20%)

Live birth rate per patient” (%) 47/109 (43.1%) 28/110 (25.5%)

Live birth rate in Ist cyde (%)  26/106 (24.5%) 18/103 (17.5%)

Spontaneous abortion rate 12/53 (22.6%) 11/33 (33.3%)

Multiple pregnanaes 548 (10.4%) 4/32 (12.5%)

* Live births resulting from spontaneous pregnancy are inchuded.
" Shows significant difference,




Ul : Prognostik Faktorler

= Iyi prognoz faktorleri
e Kisa sureli infertilite
e Gonadotropinlere multifoliktler yanit
o Ilk tedavi ayi
e Sekonder infertilite
e Kadin yasinin geng olmasi
s Kotu prognoz faktorleri
o Erkek subfertilitesi
e Tubal hastalik
e Endometriozis



Aciklanamayan Infertilite: |UI

Paople are having less sex than they were in the 1890s
. M




SONUCLAR

IVF'in siklus basi tedavi etkinligi diger
yontemlere gore (IUI) belirgin yuksektir.
IVE ilk tedavi secenegi olarak giderek daha

cok oranda hekim ve hasta tarafindan tercih
edilmektedir.

Ancak eldeki veriler henuz IVF'in
aclklanamayan infertil ciftlerin tGumudnde ilk
basamak uygulanmasinin etkin ve cost-
effectif olacagini desteklememektedir.

Iyi prognozlu hastalarda IUI ilk basamak
uygulanabilir

Kadin yasi, infertilite suresi ve tipi, AFC,
onemli prognostik faktorlerdir.
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