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De ontwikkeling van een eenvoudi-
ge en goedkopere IVF-methode in 
ZOL, het resultaat van een jaren-
lange samenwerking tussen prof. 
dr. Willem Ombelet (Genks inferti-
liteitsteam) en prof. Jonathan Van 
Blerkom (Colorado University, USA), 
kreeg al vele jaren ruime internati-
onale aandacht na de publicatie in 
2004 waarin de eerste resultaten en 
de geboorte van 7 gezonde pasge-
borenen werd beschreven. 

De volgende stap was het uitvoe-
ren van een prospectieve cohort-
studie waarbij de resultaten na 
het gebruik van de eenvoudige 
‘Walking Egg methode’ (TWE me-
thode) werd vergeleken met deze 
na gebruik van ICSI (Intra-cytop-
lasmatische sperma injectie).

Enkel patiënten bij wie minstens 6 
eicellen werden bekomen na eicel 
pick-up werden opgenomen in 
de studie. De helft van de eicellen 
werd bevrucht met de TWE-me-
thode, de andere helft met ICSI. 
Een andere vereiste was dat er na 
het wassen van het zaad minstens 
1 miljoen beweeglijke zaadcellen 
aanwezig waren, een minimum om 
de TWE-methode toe te passen. 
Het embryo dat werd terugge-
plaatst in de baarmoeder werd 
geselecteerd conform een interna-
tionale classificatie (Istanbul con-
sensus on embryo development).  

Uiteindelijk werden 653 cycli bestu-
deerd. Doorgaande zwangerschap-
pen (meer dan 12 weken) werden 
genoteerd bij 32% van de TWE en 
36.7% van de ICSI transfers. De kans 
op implantatie per embryo was 
30.6% voor TWE en 34.4% voor ICSI. 
Deze verschillen waren niet signifi-
cant. Ook de kans op een miskraam 
was identiek in beide groepen.
De ontwikkeling van een nieuwe 

techniek vereist natuurlijk ook een 
bewijs dat de baby’s die als gevolg 
van deze techniek werden geboren 
minstens vergelijkbaar zijn met de 
pasgeborenen na het gebruik van 
routine IVF en/of ICSI wat betreft 
perinatale uitkomst inclusief prema-
turiteit, geboortegewicht etc.

Voor de tweede studie werden 
de gegevens van 367 baby’s 
onderzocht. Het gebruik van de 
TWE-methode resulteerde in 176 
eenlingen (105 na transfer van 
een vers embryo, 71 na transfer 
van een ontdooid embryo). In de 
ICSI-groep werden 153 eenlingen 
genoteerd (103 na transfer van een 
vers embryo, 50 na transfer van een 
ontdooid embryo). De perinatale 
uitkomst was vergelijkbaar tussen 
beide groepen. Na het terugplaat-
sen van een vers TWE-embryo von-
den de auteurs toch een opvallend 
laag cijfer voor prematuriteit (< 37 
weken) en laag geboortegewicht (< 
2.5 kg), respectievelijk 3.8 % en 2.9 %, 
te vergelijken met 6.8 en 7.8 % in de 
ICSI-groep, het verschil was echter 
niet significant. 

Met de publicatie van deze studies 
wordt de effectiviteit en veiligheid 
van de TWE-methode bevestigd. 
Dit opent perspectieven voor de 
verdere uitvoering van het Walking 
Egg project. Dit project heeft als doel 
de toegang tot een behandeling met 
geassisteerde reproductie wereld-
wijd te verhogen door een sterke 
reductie van de kosten, verbonden 
aan IVF en ICSI.      

Beide artikels werden gepubliceerd 
in het September-nummer van 
‘Reproductive Biomedicine Online’, 
één van de belangrijkste internatio-
nale wetenschappelijke tijdschriften 
op het gebied van ‘infertiliteit en 
reproductieve geneeskunde’. 

In deze rubriek bespreekt het Haviksoog een opmerkelijke weten-
schappelijke publicatie van ZOL-medewerkers of -artsen uit de 
afgelopen maanden.

years, partly because of better a
ir quality and quality control

programs in IVF laboratories and technical changes
in the

procedures itself, such as the use of soft catheters and

ultrasound-guided
embryo transfers (1, 2). Hig

h-order multi-

ple births, the main complication associated with IVF, have

declined substantially in many countries because
fewer em-

bryos are transferre
d. These changes ha

ve made conventional

IVF a more attractive option from a cost-effective point of

view when compared with IUI.

The rationale behin
d IUI with or witho

ut ovarian stimula-

tion (OS) is to increase t
he gamete density at the s

ite of fertil-

ization. Compared with IVF, IUI can be done without

expensive infrastru
cture and is less inv

asive, is less expens
ive,

and requires only limited training. Moreover, IUI can be per-

formed with minimal risks and monitoring, resulting
in a high

couple compliance (3). Three to
six cycles of IUI have b

ecome

common practice worldw
ide and at least thre

e consecutive IUI

cycles are recommended before resorting to IVF (4).

Compared with IVF, a similar increase in pregnancy rates

with IUI has not bee
n reported. For IUI t

o remain the best first-

line option in unexplained infertility, we need
to increase the

delivery rate per cycle with
out increasing the multiple preg-

nancy rate. Different strategies to increase IUI success

rates—such as different ovaria
n stimulation protocols, better

timing of IUI, and various sperm processing techniques—

have been investigated, with
limited success.

Previous reports ha
d shown that a slow-release

IUI might

improve the pregnancy rate compared with bolus IUI (5, 6).

We compared ongoing pregnancy
rates after bolus IU

I versus

patient-friendly slow-release IUI. By using cluster-weighted

generalized estimating equations we
found a statistically

sig-

nificant increase (4.5%) in ongoing pregnancy rates in the

slow-release group
(7).

Better patient selec
tion is also important. In patients with

mid-distal or distal u
nilateral tubal occl

usion, a statistically

significant decreas
e in IUI success rate has

been found. These

patients should be referred for laparoscopic assessment and

IVF instead of IUI should be the first-choice
treatment (8).

Recent reports have described a statistically significant

negative effect of human papilloma virus (HPV) positivity

in men and women on clinical pregnancy
rates after IUI (9,

10). Therefore, HP
V-positive women and men should not

receive IUI as a first-line treatment although it is unknown

yet whether HPV positivity has an effect on IVF-ICSI preg-

nancy rates.
During the last 5 years, a number of well-organized

studies in different patient po
pulations have shown that IUI

should be the first-line tre
atment option over IVF in selected

cases of unexplained infertility (11–13). In a multicenter,

randomized, noninferiorit
y INeS trial, Bensdorp et al. (14)

showed that IUI-OS was noninferior compared with IVF

with single-embryo transfer or IVF in a modified natural cy-

cle, with a reasonably low multiple birth rate for couples wit
h

Institute for Health
and Care Excellenc

e (NICE) guidelines
(37)

now recommending IVF as the fi
rst-line treatment for couples

with unexplained infertility, the deba
te continues on how to

best serve these pa
tients.

In its infancy, the suc
cess rates for IVF were reported in

single digits (38). Howev
er, across the world we see consis-

tently rising success rates year
after year. For exa

mple, the

Australia and New Zealand Assisted Reproduction Database

(ANZARD) most recent report from 2017 quotes a 26.8%

live-birth rate (LBR) per autologous embryo transfer (39).

The HFEA data from the same year in the United Kingdom

quotes a 22% live-birth rate (40).

Although pregnancy rates fro
m IVF continue to im

prove,

they remain relatively static wit
h IUI (41). A paucity of recent

data concerning pregnancy and live-birth rates after IUI was

acknowledged in a recent Cochrane review (42), but preg-

nancy rates are commonly quoted as 10% to 20% (4, 43). A

study by Chambers et al. (43) in 2010 reported a pregnancy

rate for IUI at 15% for couples with unexplained infertility

undergoing their first cycle of IUI, dropping to 7% with the

second cycle.

Chambers et al. (43) also
showed that increa

sing IVF suc-

cess rates translate
d into a shorter time to pregnancy. There

are many studies that consistently show that women and

men are waiting until later in life before starting their fam-

ilies. For example, the average ag
e of women giving birth in

the United Kingdom has increased from 26.4 years in 1975

to 30.5 in 2017 (44), and the
average age of wom

en using as-

sisted reproduction technology (ART) in Australia is 35.9

years (39). This global trend is important for both doctors

and patients: rates of e
mbryonic aneuploidy

resulting in im-

plantation failure and miscarriage increase with increasing

maternal age (45) and treatment success rates steadily

decrease. The older patient popu
lation now seen in fertility

clinics is more at risk of these complications, so time spent

on unsuccessful tre
atment cycles can have

a substantial detri-

mental effect on a couple’s chances o
f ever having a child.

Multiple pregnancies
have long been one of the most sig-

nificant complications of assisted conception. The risks of

multiple pregnancy to both mother and fetus are well estab
-

lished, with increas
ing maternal complications includin

g pre-

eclampsia, gestational d
iabetes, and a host of other medical

problems, and also increased rates of preterm birth and cere-

bral palsy in the neonate (46). A recent American study has

suggested a multiple pregnancy can incur 5 to 20 times the

cost to the health care system compared with a singleton

(47). Additionally,
IVF has seen a striking reduction in rates

of multiple pregnancy across many jurisdictions as a result

of the trend toward SET. For example, ANZARD has reported

that 89% of cycles undertake
n in Australia and New Zealand

in 2017 were SET, with an overall multiple pregnancy rate of

3.7% (39). The multiple pregnancy r
ate after IUI is more diffi-

cult to ascertain because mandatory reporting of cycle out-

PRO (IUI): Couples with unexplained infertility

should be recommended to have three to six

cycles of IUI with ovarian stimulation as first-

line treatment (continued)

PRO (IVF): Couples with unexplained infertility

should be recommended to have IVF as first-

line treatment (continued)
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Disclaimer: Authors for ‘‘fertile battles’’ are chosen to represent the full breadth of opinions. Individual authors, even within one side

of the debate, do not necessarily agree with all viewpoints expressed.
PRO (IUI): Couples with
unexplained infertility
should be recommended
to have three to six cycles
of IUI with ovarian
stimulation as first-line
treatment
Pro 1. Willem Ombelet,
M.D., Ph.D.

The most acceptable definition of ‘‘unexplained infer-

tility’’ is 1 to 3 years of attempting conception unsuccess-

fully when routine tests for tubal patency, ovulatory

disorders, and sperm quality are normal. According to

the literature, between 15% to 30% of all couples present-

ing with infertility after 1 year receive a diagnosis of un-

explained infertility. Possible interventions in case of

unexplained infertility consist of three options: expectant

management, in vitro fertilization (IVF) and intracytoplas-

mic sperm injection (ICSI) or intrauterine insemination

(IUI) with mild gonadotropin, letrozole, or clomiphene

citrate (CC) ovarian stimulation.
Increasing success rates after IVF-ICSI with better im-

plantation rates per embryo have been reported in recent

Pro 1. AineMcNally,M.R.C.O.G. William Ledger,M.D.PRO (IVF): Couples with unexplained infertility

should be recommended to have IVF as first-

line treatmentFormany years, IVF has been viewed as the last resort for cou-

ples presenting with infertility, rather than as the first-line

treatment. Although some conditions present a clear indica-

tion for first-line IVF—for example, severe male factor infer-

tility or tubal disease—for those couples with unexplained or

mild male factor infertility, IUI has often been favored as a

more tolerable and cost effective option. However, this

concept has been challenged in recent years because the

increasing success rates and decreasing complications re-

corded for IVF have closed the gap. With the U.K. National
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