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Since 1983, Slovenia has been offering well-established, successful, and fully reimbursed IVF programme to infertile couples. On
the grounds of data gathered at the Slovenian IVF units we aimed to determine whether the fully accessible IVF treatment system
can provide notable success considering cumulative delivery rate (cDR). Longitudinal analysis of getting cDR was performed in
810 IVF cycles of 395 couples who for the first time attended the IVF programme in year 2006 and were followed until year 2012.
We calculated the actual and the optimistic cDR. In women aged <38 years the actual cDR was 54% and optimistic DR was 83%,
respectively. In women aged >38 years the actual cDR was 24 % and optimistic cDR was 27%. These results enable us to report
that prospects of the treatment for the women aged <38 years, if they undergo all 6 available IVF cycles, are very positive and
quite comparable to the chances of spontaneous conception. Even in older patients it is beneficial to repeat the IVF procedures.
Therefore we consider the existing infertility treatment system in Slovenia as an example of good medical practice with high level

of beneficence offered to the patients.

1. Introduction

Since 1983, Slovenia has been offering well-established and
successful IVF treatment programmes to infertile cou-
ples. According to Europe IVF monitoring (EIM), Slovenia
achieves high rankings in terms of IVF treatment accessibility
(number of IVF cycles, ICSI cycles, and frozen-thawed cycles
per million inhabitants), while in 2009, the percentage of
IVF-related deliveries (4,5%) was even amongst the highest
percentages in Europe [1].

In Europe the IVF treatment is performed 2.5 times
more frequently compared to the United States [1, 2]. This
difference is probably due to different funding systems [3].

In Slovenia, the IVF treatment programmes offer full
access to infertile couples. Under the term “full access,
Slovenian medical assurance system recognises (under com-
pulsory and supplementary health insurance) the broadest
concept of this term, offering the treatment notwithstanding

the treatment prognosis, including full reimbursement of
costs of IVF cycles by the state, and allowing reinclusion into
the programme after delivery. The limitations of treatment
are set only in terms of female age (up to 43 years) and the
number of cycles (6 cycles for the first delivery and additional
4 cycles on reinclusion into the programme after the first
delivery [4]. These limitations reasonably draw a line between
effective and ineffective (futile) treatment, since it has been
demonstrated that delivery rate (DR) decreases to the level of
futile assistance after the female age of 43 years [5, 6].

Based on our own experience, Slovenia introduced new
legislation regarding infertility treatment and biomedically
assisted procreation in year 2000 [7]. Before adoption in the
Parliament, the legislation had been discussed and drafted
by a group of infertility and legal experts and has not been
supplemented or amended nor challenged by any person
before the Constitutional Court of the Republic of Slovenia
since its adoption in year 2000. Together with continued
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and successful practice of fully reimbursed IVF treatment,
this shows efficiency as well as stability of the regulation in
question.

In other European countries there are different
approaches to IVF treatment in terms of financial access:
the policies regarding the level of coverage and the number
of cycles covered by the state differ significantly. Some of
the countries with full coverage of IVF treatment include
Belgium (6 cycles), France (4 cycles), The Netherlands
(3 cycles), and Sweden (various number of cycles). “Full
coverage” in this context is defined as 100% coverage of
at least one cycle of IVF on a national basis. According to
Berg Brigham et al. [8], France is supposed to be the only
European country where a treatment cycle constitutes a fresh
stimulated cycle, while any subsequent transfer using frozen
embryos is not considered as a new cycle. We may add,
however, that the same policy is also applied in Slovenia.

Since the European Parliament called on member states
to ensure the right of couples to universal access to infertility
treatment [9] and since the European Society of Human
Reproduction and Embryology (ESHRE) concluded that
reimbursement policies can have a significant impact on
the accessibility and use of ART treatments [3, 10-14], we
consider the existing infertility treatment system in Slovenia
with the above mentioned characteristics of “full access” as an
example of good medical practice which enables the infertile
couples to repeat the IVF cycles and in this way to improve
the cumulative delivery rate (cDR).

The most often performed analysis to determine the
success rates (of IVF clinics or rates on the national level)
includes cross-sectional statistics. Also the national reports to
the European IVF Monitoring (EIM) at ESHRE are prepared
in terms of pregnancy outcome per started cycle or embryo
transfer [1]. However, such statistics have only a limited
value for individual patients. The DR per each cycle is not
very indicative in terms of overall success prognosis of each
couple. Couples are usually more interested in their realistic
overall prospects on the treatment and their actual chances
to conceive a child, if they undergo all IVF cycles. At the
same time it is also important for the state to evaluate actual
outcomes of its accessible IVF treatment system with full
reimbursement, acknowledging all accessible cycles. It may
be concluded therefore that better evaluation of IVF treat-
ment should be done by performing longitudinal analysis
including the data on repeating IVF cycles.

Therefore the aim of our longitudinal study was to
determine cDRs by repeating IVF cycles in infertile couples
included into our programmes, also showing cDRs per
specific female age groups and different ovarian responses
to hormonal stimulation. Additionally we also aimed to
critically discuss gathered cDR data in relation to the basic
principles of Slovenian IVF treatment system, trying to
determine the level of beneficence of current regulation.

2. Materials and Methods

2.1. Infertile Couples and IVF Cycles. In this longitudinal
study we analysed 810 IVF cycles in 395 couples who
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for the first time attended the IVF program of IVF Unit
of Department of Obstetrics and Gynaecology, University
Medical Centre Ljubljana, in year 2006 and were followed
until year 2012. The repeated IVF cycles were performed at
infertility centres in Ljubljana, Maribor, and Postojna. We
followed all patients until the end of year 2012 since we
expected that in this time period all patients would have
completed all 6 available IVF cycles. We aimed to find out
whether the fully accessible IVF treatment system in our
country can deliver notable success considering cDR for both
the individual couple and the state considering the female
age and ovarian response to the hormonal stimulation. The
patients were divided according to their age (women aged
<38 years and women aged >38 years) and according to the
response to ovarian stimulation (poor: <3 retrieved oocytes
and normal: >3 retrieved oocytes). Poor prognosis is known
to be related to the increasing female age [5, 6] and poor
ovarian response to ovarian stimulation by gonadotropins
[15-17].

2.2. Indications of Infertility. In the observed study popula-
tion, the main indications for IVF treatment were tubal factor
infertility, endocrine factors of infertility, unexplained infer-
tility, endometriosis, male factor infertility, or combinations
of these.

2.3. Ovarian Hormonal Stimulation. For ovarian stimulation
the combination of gonadotropins and GnRH agonist was
used preferentially. Controlled ovarian stimulation (COH)
was performed with either recombinant follitropin alfa
or beta (rFSH) or urinary HMG. The starting dose was
administered individually. For oocyte maturation HCG was
administered and oocyte retrieval was performed 36 h after
HCG administration. At most two embryos were transferred.
All supernumerous embryos were cryopreserved. For luteal
supplementation progesterone intravaginally was used.

2.4. Longitudinal Analysis, Cumulative Pregnancy, and Deliv-
ery Rates. We calculated the cumulative pregnancy rate
(cPR) and cumulative delivery rate (cDR) for all couples
undergoing the first IVF treatment in year 2006 and all their
subsequent repeated fresh or frozen-thawed cycles until the
end of year 2012. Such follow-up period was considered to be
sufficient for all patients to undergo 6 available cycles during
this time period. To estimate cPR and ¢DR we included the
repeated IVF cycles of these couples at our IVF unit or other
Slovenian IVF units, at the University Medical Centre in
Maribor or at the IVF Unit of Gynaecological Hospital in
Postojna.

In this longitudinal analysis we wanted to identify the
benefit of repeating IVF cycles in terms of achieving better
cDR. We also wanted to evaluate the importance of repeating
cycles in patients with poor prognosis [5, 6, 15-17].

The women were divided according to age (<38 and >38
years) and according to the response to ovarian stimulation
(<3 retrieved oocytes and >3 retrieved oocytes).

The cPRs and cDRs were determined by two approaches,
as actual cPR/cDR and as optimistic cPR/cDR. Actual
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TaBLE 1: Delivery rates (DRs) by women’s age according to consecutive number of treatment IVF cycle.
Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5 Cycle 6
DR (n) 0.28 (109) 0.22 (50) 0.20 (20) 0.14 (7) 0.09 (2) 0.27 (4)
DR < 38 (n) 0.30 (97) 0.25 (45) 0.25 (20) 0.19 (7) 0.13 (2) 0.40 (4)
DR > 38 (1) 0.17 (12) 0.12 (5) 0 (0) 0 (0) 0(0) 0(0)

cPRs/cDRs were calculated as cumulative numbers of preg-
nancies and deliveries in observed group of women without
any methodological modification in relation to dropout
patients. We further calculated the optimistic cDR, since in
the actual study population we acknowledged that certain
dropout of the patients occurred irrespective of the fully
reimbursed system being available in Slovenia. In optimistic
cPR/cDR a statistical correction according to the dropout was
performed. A correction assumes that women who did not
return for subsequent IVF cycles would have the same chance
of delivery as those who remain in the treatment.

2.5. Statistical Analysis. Statistical analysis was performed
using SPSS for Windows, version 13.0 (SPSS, Inc., Chicago,
IL, USA). Student’s ¢-test was performed for comparisons of
PRs/DRs between the groups. Differences were considered
significant when P values were < 0.05. For actual cPR and
c¢DR we used Kaplan-Meier method. For optimistic cPR
and ¢cDR we used modified Kaplan-Meier method which
censors data for women who do not return for further IVF
cycles to estimate the cPR/cDR of dropout patients with the
same average chance of pregnancy/delivery as for those who
returned for treatment.

3. Results

Our cohort included 395 women who attended 810 IVF cycles
undergoing the first IVF treatment in year 2006 and all their
subsequent repeated fresh or frozen-thawed cycles until the
end of year 2012.

In their first IVF cycle women had the highest DRs
regardless of the age; with each consecutive cycle the DRs
were dropping. In the first cycle the DR was 28%, in the
second 22%, and in the third 20%. In women under 38
years, a degree of DR was observed in each of six IVF
cycles, while in women after 38 years there was no delivery
after the second IVF cycle. DRs by women’s age according
to consecutive number of treatment cycle are presented in
Table 1 (see Table 1).

In the longitudinal follow-up analysis, 395 women who
started their first IVF cycle in year 2006 were taken into con-
sideration. All first and subsequent fresh and corresponding
frozen-thawed cycles of these women performed from year
2006 to the end of year 2012 were analysed. This analysis
provided actual cPRs and cDRs for nearly 6 years of follow-
up. The cPRs and cDRs, including fresh and thawed cycles,
are shown in Figure 1.

The dropout of the patients was 20% (n = 77). In the
group of women aged <38 years it was 19% (n = 60) and in
the group of women aged >38 years it was 24% (n = 17).

The dropout patients are acknowledged as patients with-
out a delivery in the first cycle and not returning for any
further cycle. If those women were not included into the
analysis, total cDR would have risen to 62% (66.5% in
women aged <38 years versus 32.1% in women aged >38
years, resp.). Such exclusion was avoided by estimating the
optimistic cDRs, statistically supplementing dropout patients
with average actual cDR of the programme (see Figure 1).

Actual cPRs and cDRs were calculated according to
women’s age and ovarian response (see Table 2). In the group
of low-responding women after the first IVF cycle there was
statistically important difference in DR between women aged
<38 years and women aged >38 years (0.3 versus 0.09; P =
0.018) as well as in actual cDR (0.50 versus 0.19) after available
6 IVF cycles (P = 0.003).

In the observed time period the average number of
performed cycles per women was 1.91 in the group of women
aged <38 years and 2.25 in the group of women aged >38
years.

We also calculated the optimistic cDR according to the
women’s age which assumes that women not repeating IVF
cycles would have had the same chance to conceive as those
women who maintain in the repeating system for 6 IVF
cycles.

Among the women aged <38 years, the optimistic cDR
after 6 IVF cycles was 83%. Among the women aged >38
years, the optimistic cDR after 6 IVF cycles was only 27%. The
difference between optimistic and realistic cDR in younger
women (<38 years) was 29% but in older women (>38 years)
was only 3% (Figure 2).

4, Discussion

The results of this study showed that in younger women (<38
years) the real cDR was 54% and optimistic cDR was 83%,
respectively. In older women (>38 years) the real cDR was
24% and optimistic cDR was 27%. These results enable us
to report that prospects of the treatment in younger women,
it they undergo all 6 available IVF cycles, are very high
and quite comparable to the spontaneous conception. Even
in older women it appears to be beneficent to repeat IVF
cycles. This confirms the importance of repeated IVF cycles
in assisted procreation and consequentially the importance of
full coverage reimbursement IVF programmes.

In European countries, the IVF birth rate has been
estimated to represent between 1% and 4.5% of all deliveries.
In Slovenia birth rate reaches 4.5% of all deliveries; in the last
European IVF Monitoring (EIM) report for the year 2009
it was the highest in Europe, besides Denmark, one of the
leading European countries in the ART programme [1]. This
can be achieved within fully reimbursed IVF systems which
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FIGURE 1: A flowchart of the total cohort of women who started the first IVF cycle in 2006 with subsequent repeated cycles including frozen-
thawed cycles and the discontinuation rate (dropout patients). The middle rectangles represent six cycles and number of women participating
in each of the cycle. The cPR and cDR are calculated for each cycle in the right rectangles. Dropout and spontaneous deliveries are presented
in left rectangles. The actual cPR and cDR according to the age are presented in the bottom rectangle. Legend: cPR: cumulative pregnancy

rate; cDR: cumulative delivery rate.

allow patients to repeat the IVF cycles and improve cDRs (as
shown above). We consider such data to be important for the
value and quality of the IVF programme in the country.

Recently, the usual annual cross-sectional analysis of PRs
and DRs per started cycle and per embryo transfer was
performed by the EIM which has collected the clinical data
of most of European countries (IVF centres), respectively
[1]. Despite being important, these data do not provide
the information on the potential outcome and success of
treatment for the individual couple or patient, since they
do not show the overall success in repeating IVF cycles.
Therefore the longitudinal analysis to provide the cDRs seems
to be of greater importance.

Therefore we primarily reported the actual ¢cDR in the
IVF programme using longitudinal analysis. We were able
to do this with accuracy, since there are only three IVF
centres in Slovenia. We were able to gather data from all IVF
centres in the country and thus avoid bias problems related
to “moving patients” within centres. We believe that, so far,
the present analysis may be the first one revealing data on the

IVF treatment in the whole country and not only data related
to individual IVF centre [18-20].

Additionally, with the statistical optimistic assumption
we have the opportunity to report to the couples/patients
their optimal expectation, if they undergo all 6 cycles being
available within the programme. Nevertheless, the figures
on optimistic cDRs may be overestimated and must be
interpreted with a caution [18-30]. Therefore both real
actual values and optimistic estimations must be considered
simultaneously.

The actual cDR for the whole cohort of patients was
49% while the optimistic estimate of the DR, which assumed
that patients, who did not repeat IVF cycles, had the same
chance of a delivery, reached 74%. This is in agreement with
the Boston IVF centre achieving cDR between 51% and 72%
performing conservative and optimistic calculation [27]. This
comparison is feasible because of similar insurance policy
for achieving the first delivery in both environments; in
Massachusetts, the insurance benefits of up to six IVF cycles
were offered to many patients [27].
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TABLE 2: Pregnancy rates and delivery rates of first cycles started in year 2006 and actual cumulative pregnancy rates until year 2012.
P value Total
Age (years) <38 >38
First cycle in 2006 (n) 324 71 395
PR (1) 0.33 (106) 0.25 (18) 0.208 0.31 (124)
DR (n) 0.30 (97) 0.17 (12) 0.013 0.28 (109)
Normal responders (1) 270 40 310
PR (1) 0.33 (88) 0.28 (11) 0.521 0.32 (99)
DR (n) 0.30 (81) 0.23 (9) 0.305 0.29 (90)
Low responders (1) 54 31 85
PR (n) 0.33 (18) 0.22 (7) 0.287 0.29 (25)
DR (n) 0.30 (16) 0.09 (3) 0.018 0.22 (19)
Cumulative pregnancy and delivery rates until the end of 2012
Average number of cycles-total 1.91 2.25 0.053 1.97
Average number of cycles-normal/low responders 1.87/2.13 2.02/2.54 1.89/2.28
cPR (n) 0.58 (189) 0.35 (25) <0.001 0.54 (214)
DR (1) 0.54 (175) 0.24 (17) <0.001 0.49 (192)
Normal responders (1) 270 40 310
PR (1) 0.59 (158) 0.35 (14) 0.005 0.55 (172)
¢DR (n) 0.55 (148) 0.28 (11) 0.001 0.51 (159)
Low responders (1) 54 31 85
PR (1) 0.57 (31) 0.36 (11) 0.052 0.49 (42)
¢DR (n) 0.50 (27) 0.19 (6) 0.003 0.39 (33)

Legend: PR: pregnancy rate; DR: delivery rate; cPR: cumulative pregnancy rate, and cDR: cumulative delivery rate.

Like several other investigators, we found that patients
who did not return for further IVF cycles had worse chances
to conceive than those who returned and continued with
treatment [18, 19, 21, 25, 27].

It is known that fertility competence declines with
increased female age in both the general population [18] as
well as in subfertile women [31]. In our study, in younger
women (<38 years) the repetition of IVF cycles resulted in a
similar ¢cDR in normally responding and in low-responding
patients (54.8% and 50.0%, resp.). By estimating optimistic
cDR which assumes that women who did not return for
subsequent IVF cycles had the same chance of delivery as
those who remained in the treatment, we reached the value
of 83% cDR in younger women (<38 years). This result
enables us to report to the younger women that their optimal
expectation, if they repeat all 6 IVF cycles, comes very high
and seems to be comparable to the spontaneous conception
(18, 32].

On the other hand, the situation is different in older
women (>38 years). In normal-responding older women cDR
was 28% and in low-responding women was 19%, which
brings an average of 24%. All deliveries were achieved in the
first or second IVF cycle. From the literature it is known
that the overall live birth rate per started cycle for women
who initiated an ART cycle at age 40 years or above is 9.7%
and cumulative delivery rate is 28% [20]. It is interesting
that 87% of women in this group who achieved delivery
conceived a child within the first three IVF cycles [20]. This

is also in accordance with the results of our study; however
we believe that larger number of older patients would have
to be included in the study (sustaining the treatment after
the third cycle) and meta-analysis should be performed. This
may be achievable in cross-border studies. According to the
data from the literature and our own data the age limit of 43
years is reliable, since assisted reproductive technology has
a reasonable, beyond futile chance of success (>5% delivery
rate) until the age of forty-three years [20].

If IVF treatment in Slovenia had not been fully reim-
bursed (6 cycles and additional 4 cycles after delivery),
we would have not achieved such success in repeated IVF
cycles. From the literature it is known that relatively large
number of clinical pregnancies is achieved by repeated IVF
attempts [33]. We strongly believe that, in the case of payable
IVF cycles, these children would not have been conceived,
since infertile patients usually do not sustain expensive IVF
treatments [34]. Such situation was experienced in Germany
after the German healthcare modernisation law had been
implemented in year 2004, whereas the new legislation
introduced the 50% copayment of the total ART treatment
instead of the full reimbursement provided by the state. This
led to a drastic reduction in ART treatment cycles per year,
from 105,576 cycles in year 2003 to 61,950 cycles in year 2004
and 59,117 cycles in year 2005 [35], and showed that the lack of
reimbursement can act as a barrier to people using ART and
decrease a number of children born in the IVF programme
(36, 37].



BioMed Research International

0.8 1 0.9 -
0.7 - 0.8 -
0.6 071
0.6 A
g ] 2
5 0.4 o)
= 2
g = 0.4
0.3 A
0.3 1
0.2 1
0.2 1
0.1 A 0.1 1
0 T T T T T | 0
1 2 3 4 5 6 1 2 3 4 5 6
Cycle Cycle
—— Total optimistic —— <38 optimistic
—— Total actual —— <38 actual
(@ (®)
0.3 4
0.25 A
0.2 A
Q
£
B~
g 0.15 1
£
o)
a
0.1 1
0.05 A
0
1 2 4 5 6
Cycle

—— =38 optimistic
—— >38actual

(0)

FIGURE 2: Actual and optimistic realistic cumulative delivery rate (cDR) in cohort (a), women aged <38 years (b), and women aged >38 years

(c). Legend: cDR: cumulative delivery rate.

5. Conclusion

Our results show that by repeating IVF cycles actual cDR was
49% while optimistic (estimated) cDR was 74%. In younger
women (<38 years), the actual cDR was 54% and optimistic
cDR was 83%, while in older women (>38 years) the actual
cDR was 24% and optimistic cDR was 27%. Considering
high ¢DRs in younger women, which are close to natural
conception rates, we encourage early and sustained IVF
treatment.

On the basis of overall reported actual and optimistic
c¢DRs we may conclude that broad inclusion of patients
(only limited by age) and full reimbursement of costs of
IVF treatment by the state for 6 consecutive cycles and 4
consecutive cycles after a delivery are proven to be beneficent
for the couples. No such cDRs would have been achieved if
such system had not been established, since many patients do
not repeat cycles if they are obliged to contribute financially
to the treatment [35, 36]. Even the dropout which is not cost-
related (difference between actual and optimistic DRs, 29%
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in younger women (<38 years) and 3% in older women (>38
years)) shows the importance of repeated cycles.

From the legal perspective, we may observe, however,
that these elements have not been fully instrumentally imple-
mented into the Slovenian legislation. Namely, Infertility
Treatment and Procedures of Biomedically Assisted Procre-
ation Act [7] covers only the basic principles of IVF treatment
whereas the specifics (including age limit and number of
cycles) are left to be governed by the regulation of Health
Insurance Institute of Slovenia [4] which can be changed
by the bodies of the institute under consent of the Ministry
of Health if the rights are related to compulsory medical
insurance. It has to be also noted that legislation [38] only
provides 85% of reimbursement of the infertility treatment
(assisted procreation) costs, while full reimbursement of costs
is agreed within contractual relations between legal entities
acting on behalf of IVF centres and Health Insurance Institute
of Slovenia.

Since the right to assisted procreation is considered as a
part of the constitutional Freedom of Choice in Childbearing
[39, 40] and since only the legislation can determine the
manners in which (constitutional) rights and freedoms are
exercised [41] we believe that basic elements of the IVF
system should be governed by the law. Such conclusion is also
confirmed beyond legal argumentation with the findings of
this paper on cDRs, showing that repeated reimbursed cycles
are crucial in terms of exercising the right to (successful) IVF
treatment. In terms of the equality in exercising constitutional
Freedom of Choice in Childbearing the successful IVF
treatment shall be considered as such only if it can deliver
comparable results to the natural conception and thus help
to eliminate differences between fertile individuals and those
infertile individuals that can be helped by medical assistance
in procreation.

Conflict of Interests

The authors declare that they have no financial or other
conflict of interests.

Authors’ Contribution

Urban Vrtacnik is responsible for paper drafting and critical
discussion, Rok Devjak is responsible for data collection
and analysis, and Eda Vrtacnik Bokal is responsible for
paper study design, execution, paper drafting, and critical
discussion.

Acknowledgments

The authors would like to thank Professor Veljko Vlaisavljevi¢
and clinical embryologist Zan Re§ for providing data for
their respective IVF centres in Maribor and Postojna, Ivan
Verdenik, Ph.D., for preparation of illustrations, and Ms.
Mojca Pirc for editing the paper.

References

[1] A. P. Ferraretti, V. Goossens, M. Kupka et al., “Assisted repro-

ductive technology in Europe, 2009: results generated from

European registers by ESHRE,” Hum Reprod, vol. 29, no. 9, pp.

2318-2331, 2013.

Centers for Disease Control and Prevention (CDC). American

Society for Reproductive Medicine, Society for Assisted Repro-

ductive Technology. 2009 assisted reproductive technology

success rates: national summary and fertility clinic reports. US

Department of Health and Human Services, CDC, Atlanta, Ga,

USA, 2011.

[3] G. M. Chambers, E. A. Sullivan, O. Ishihara, M. G. Chapman,
and G. D. Adamson, “The economic impact of assisted repro-
ductive technology: a review of selected developed countries,”

Fertility and Sterility, vol. 91, no. 6, pp. 2281-2294, 2009.

[4] “Compulsory health insurance rules,” Official Gazette of the
Republic of Slovenia, No 30/2003, last amended No 99/2013,
2003.

[5] A.Hourvitz, R. Machtinger, E. Maman, M. Baum, J. Dor, and J.
Levron, “Assisted reproduction in women over 40 years of age:
how old is too old?” Reproductive BioMedicine Online, vol. 19,
no. 4, pp. 599-603, 2009.

[6] E. R. Te Velde and P. L. Pearson, “The variability of female
reproductive ageing,” Human Reproduction Update, vol. 8, no.
2, pp. 141-154, 2002.

[7] “Infertility treatment and procedures of biomedically-assisted
procreation act (Slovenia),” Official Gazette of the Republic of
Slovenia, No 70/2000, 2000.

[8] K. Berg Brigham, B. Cadier, and K. Chevreul, “The diversity of

regulation and public financing of IVF in Europe and its impact

on utilization,” Human Reproduction, vol. 28, pp. 666-675, 2012.

European Parliament, European Parliament resolution of 21

February 2008 on the demographic future of Europe (2007/2156

(INT)), 2008.

[10] T. Strowitzki, “Good clinical treatment in assisted reproduction
(ART): an ESHRE position paper;” Gynakologische Endokrinolo-
gie, vol. 7, no. 1, pp. 39-44, 2009.

[11] G. Pennings, G. de Wert, E. Shenfield, J. Cohen, B. Tarlatzis,
and P. Devroey, “ESHRE Task Force on Ethics and Law 14:
equity of access to assisted reproductive technology, Human
Reproduction, vol. 23, no. 4, pp. 772-774, 2008.

[12] S.Hoorens, E Gallo, J. A. K. Cave, and J. C. Grant, “Can assisted
reproductive technologies help to offset population ageing? An
assessment of the demographic and economic impact of ART
in Denmark and UK: case report,” Human Reproduction, vol.
22, no. 9, pp. 2471-2475, 2007.

[13] E.Turillazzi and V. Fineschi, “Assisted reproductive technology:
official data on the application of the Italian law;” Reproductive
BioMedicine Online, vol. 16, supplement 1, pp. 5-9, 2008.

[14] G. M. Chambers, V. P. Hoang, E. A. Sullivan et al., “The impact
of consumer affordability on access to assisted reproductive
technologies and embryo transfer practices: an international
analysis,” Fertility and Sterility, vol. 101, no. 1, article e4, pp. 191-
198, 2013.

[15] V. C. Karande, “Managing and predicting low response to
standard In vitro fertilization therapy: a review of the options,”
Treatments in Endocrinology, vol. 2, no. 4, pp. 257-272, 2003.

[16] B.C. Tarlatzis, L. Zepiridis, G. Grimbizis, and J. Bontis, “Clinical
management of low ovarian response to stimulation for IVF: a
systematic review,” Human Reproduction Update, vol. 9, no. 1,
pp. 61-76, 2003.

S

[9



(17]

(19]

(20]

[22]

[24

[25]

[26]

[30]

(31]

D. Loutradis, E. Vomvolaki, and P. Drakakis, “Poor responder
protocols for in-vitro fertilization: options and results,” Current
Opinion in Obstetrics and Gynecology, vol. 20, no. 4, pp. 374-378,
2008.

C. Gnoth, B. Maxrath, T. Skonieczny, K. Friol, E. Godehardt, and
J. Tigges, “Final ART success rates: a 10 years survey, Human
Reproduction, vol. 26, no. 8, pp. 2239-2246, 2011.

K. Olivius, B. Friden, K. Lundin, and C. Bergh, “Cumu-
lative probability of live birth after three in vitro fertiliza-
tion/intracytoplasmic sperm injection cycles,” Fertility and
Sterility, vol. 77, no. 3, pp. 505-510, 2002.

S. Klipstein, M. Regan, D. A. Ryley, M. B. Goldman, M. M.
Alper, and R. H. Reindollar, “One last chance for pregnancy:
a review of 2,705 in vitro fertilization cycles initiated in women
age 40 years and above,” Fertility and Sterility, vol. 84, no. 2, pp.
435-445, 2005.

A. M. Stolwijk, A. M. M. Wetzels, and D. D. M. Braat,
“Cumulative probability of achieving an ongoing pregnancy
after in-vitro fertilization and intracytoplasmic sperm injection
according to a woman’ age, subfertility diagnosis and primary
or secondary subfertility, Human Reproduction, vol. 15, no. 1,
pp. 203-209, 2000.

V. Sharma, V. Allgar, and M. Rajkhowa, “Factors influencing
the cumulative conception rate and discontinuation of in vitro
fertilization treatment for infertility;” Fertility and Sterility, vol.
78, no. 1, pp. 40-46, 2002.

D. J. Hendriks, E. R. Te Velde, C. W. N. Looman, L. E J. M.
M. Bancsi, and E J. M. Broekmans, “Expected poor ovarian
response in predicting cumulative pregnancy rates: a powerful
tool,” Reproductive BioMedicine Online, vol. 17, no. 5, pp. 727-
736, 2008.

S. E. Elizur, L. Lerner-Geva, J. Levron, A. Shulman, D. Bider, and
J. Dor, “Cumulative live birth rate following in vitro fertilization:
study of 5310 cycles,” Gynecological Endocrinology, vol. 22, no. 1,
pp. 25-30, 2006.

C. Witsenburg, S. Dieben, L. van der Westerlaken, H. Verburg,
and N. Naaktgeboren, “Cumulative live birth rates in cohorts
of patients treated with in vitro fertilization or intracytoplasmic
sperm injection,” Fertility and Sterility, vol. 84, no. 1, pp. 99-107,
2005.

J. van Disseldorp, M. J. C. Eijkemans, E. R. Klinkert, E. R.
Te Velde, B. C. Fauser, and F. J. M. Broekmans, “Cumulative
live birth rates following IVF in 41- to 43-year-old women
presenting with favourable ovarian reserve characteristics,”
Reproductive BioMedicine Online, vol. 14, no. 4, article 2722, pp.
455-463, 2007.

B. A. Malizia, M. R. Hacker, and A. S. Penzias, “Cumulative live-
birth rates after in vitro fertilization,” The New England Journal
of Medicine, vol. 360, no. 3, pp. 236-243, 2009.

J. M. Bland and D. G. Altman, “Statistics Notes: survival prob-
abilities (the Kaplan-Meier method),” British Medical Journal,
vol. 317, no. 7172, p. 1572, 1998.

A. M. E. Lintsen, M. J. C. Eijkemans, C. C. Hunault et al,
“Predicting ongoing pregnancy chances after IVF and ICSI: a
national prospective study,” Human Reproduction, vol. 22, no. 9,
pp. 2455-2462, 2007.

Y. Lande, D. S. Seidman, E. Maman, M. Baum, J. Dor, and A.
Hourvitz, “Couples offered free assisted reproduction treatment
have a very high chance of achieving a live birth within 4 years,”
Fertility and Sterility, vol. 95, no. 2, pp. 568-572, 2011.
American Society for Reproductive Medicine, Society for
Assisted Reproductive Technology. 2005 Assisted reproductive

(32

(33]

[34]

[37]

(38]

(39]

(40]

[41]

BioMed Research International

technology success ratee: national summary and fertility clinic
reports. Center for Disease Control and Prevention, Atlanta,
Ga, USA, 2007.

C. Gnoth, D. Godehardt, E. Godehardt, P. Frank-Herrmann,
and G. Freundl, “Time to pregnancy: results of the German
prospective study and impact on the management of infertility,”
Human Reproduction, vol. 18, no. 9, pp. 1959-1966, 2003.

R. Homburg, S. Meltcer, J. Rabinson, S. Scharf, E. Y. Anteby,
and R. Orvieto, “Is there a limit for the number of in vitro
fertilization cycles for an individual patient?” Fertility and
Sterility, vol. 91, no. 4, pp. 1329-1331, 2009.

M. P.Connolly, S. Hoorens, and G. M. Chambers, “The costs and
consequences of assisted reproductive technology: an economic
perspective,” Human Reproduction Update, vol. 16, no. 6, pp.
603-613, 2010.

G. Griesinger, K. Diedrich, and C. Altgassen, “Stronger reduc-
tion of assisted reproduction technique treatment cycle num-
bers in economically weak geographical regions following
the German healthcare modernization law in 2004,” Human
Reproduction, vol. 22, no. 11, pp. 3027-3030, 2007.

S. Ziebe and P. Devroey, “Assisted reproductive technologies
are an integrated part of national strategies addressing demo-
graphic and reproductive challenges” Human Reproduction
Update, vol. 14, no. 6, pp. 583-592, 2008.

A. P. Ferraretti, “Economics of assisted reproductive technol-
ogy: data from an international analysis,” Fertility and Sterility,
vol. 101, pp. 47-48, 2013.

Health Care and Health Insurance Act, Official Gazette of
the Republic of Slovenia No09/92 with amandments 49/2012,
106/2012, 99/2013, 1992.

K. Zupancic, “Explanatory note on Infertility Treatment and
Procedures of Biomedically-Assisted Procreation Act,” Official
Gazette of the Republic of Slovenia, 2008.

K. Zupancic and B. Novak, “Regulations on marriage and family
matters,” Official gazette of the Republic of Slovenia, 2008.
“Constitution of the Republic of Slovenia,” Official Gazette of
the Republic of Slovenia, No 331/1991, with amandments, 1991.



