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FOREWORD

Dear Reader,

In this issue of Gynemedia
we are very pleased to in-
form you that, since July of
this year, Dr Julia Heinzmann
has been the new managing
director of Gynemedia along-
side Dr Sell.

What is more, we have sum-
marised two interesting pu-
blications from the virtual
ESHRE for you.

The first one deals with the
connection between early
aging of the ovaries and an
associated accelerated aging
process in general.

The second deals with cere-
bral palsy and its connection
with multiple pregnancy.

Finally, we report on a pu-
blication on sperm extrac-
tion in non-obstructive azoo-
spermia (NOA) using GM501
Collagenase.

We remain, as ever,

Your Gynemed

Information and
Suggestions from GYNEMED
September edition 2020

Dr Julia Heinzmann appointed
managing director

t has been official since July

2020. Dr. Julia Heinzmann will
manage the business of Gyne-
med on equal terms with Dr.
Fabian Sell.
Gynemed: Dr. Heinzmann, you
have been working for Gynemed
since 20157
Dr Heinzmann: Exactly, up to
now | have mainly been entru-
sted with medical and scientific
issues. In addition to answering
questions from customers, | was
particularly involved in the sup-
port and further development of
the GM501 media series, inclu-
ding scientific literature research,
clinical evaluations and the eva-
luation of study results.
Gynemed: ... and in quality ma-
nagement!
Dr. Heinzmann: In quality ma-
nagement, which at Gynemed
has always been and still is close
to the overall management; | was
mainly responsible for the main-
tenance of product documentati-
on, but also for complaints ma-
nagement.
Gynemed: Do you have sales
experience?
Dr. Heinzmann: Certainly not to
the extent of Dr Sell and Mr Koch.
But | have already contributed to
supporting our sales staff by de-
signing marketing materials and
training distributors, dealers, em-
ployees and customers. In this
respect, | have also got around
a bit and have been able to re-
ally get to know the daily routine
of IVF laboratories. Some of you
may also know me from speaking
on the telephone or at various
conferences.
Gynemed: And what attracts you
to the new position?

Dr. Julia Heinzmann

Dr. Heinzmann: As a biologist, you
are only confronted with commer-
cial issues to a limited extent du-
ring your studies and they’re also
not something | regularly encoun-
tered in my scientific work. The
active design and further develop-
ment of products and ideas also
requires dealing with the financial
side, | have found this very appea-
ling for some time. Gynemed will
also be able to achieve a lot in co-
operation with our sister compa-
nies Hamilton Thorne (USA) and
Planer (UK). | would like to take up
this challenge. Dr. Sell and | have
a great, innovative team, both at
our location in Lensahn and with
our young medical-technical sales
force.

We have a great responsibility to-
wards our customers and our em-
ployees, this is and has always
been in line with the philosophy of
Gynemed, as | have come to know
it and would like to continue.
Gynemed: Dr. Heinzmann, we
wish you good luck with this new
challenge.



ESHRE Supplement

study of almost 20,000 young

women who had their first
IVF cycle in Denmark between
1995 and 2014 shows that those
who responded poorly to treat-
ment and in whom only a few
oocytes were obtained had a si-
gnificantly increased risk of later
age-associated diseases. The
results, according to researcher
Mette Wulf Christensen from the
University of Aarhus in Denmark,
suggest a “connection with early
ageing of the ovaries and an ac-
celerated ageing process in ge-
neral.” The results are consistent
with what is known so far about
early menopause. Several studies
have already shown that they are
associated with an increased risk
of cardiovascular disease, osteo-
porosis and mortality. “Identifying
women at risk of early menopause
can therefore enable early health
care initiatives to be taken with a
view to a healthy lifestyle,” says
Christensen.

But this is the first time that the
number of oocytes obtained in
IVF as a measure of ovarian aging
— and thus as a risk predictor for
age-related diseases and morta-
lity — has been investigated in a
large-scale cohort study. The stu-
dy was based on Denmark’s nati-
onal registry, in which each person
has his or her own identification
number, thus enabling networking
between different health registries.
In this specific case, women under
37 years of age who had their first
IVF or ICSI cycle in Denmark bet-
ween 1995 and 2014 were divided
into one of two groups according

Risk rate now comparable

ifteen years ago, a large popu-

lation study from Denmark sho-
wed a significantly increased risk
of cerebral palsy in infants born
as a result of assisted reproduc-
tion. Although the absolute risk
was low, such studies at that time
led to the conclusion that cerebral
palsy was the greatest risk of birth
defects associated with IVF.

to their response
to ovarian stimu-
lation: those in
whom 5 or fewer
oocytes could be
punctured and
were defined as
“early aging of
the ovaries”. In
contrast, those
who responded
“normally” to
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the therapy with
at least eight
oocytes. The number of oocytes
was thus used as a marker for the
ovarian reserve. There were 1,234
women in the former group and
18,614 in the latter.

During the average follow-up pe-
riod of six years, the incidence of
chronic disease in both groups
was analysed using the networked
registration data to obtain a real
estimate of the risk of cardiovas-
cular disease, osteoporosis, type
2 diabetes, cancer and all-cause
mortality. The results showed that
women in the early ovarian aging
group had a 26% increased ove-
rall risk of all diseases compared
to women with normal ovarian re-
sponse. This higher risk was stati-
stically significant and was seen in
cardiovascular disease (39% high-
er) and osteoporosis (more than
twice as high). The two groups
were also matched against the
“early retirement benefits” register,
which also included the group with
early aging of the ovaries with a
higher probability. The risk of can-
cer, other age-related diseases
and death from all causes was not

Another large-scale population
study using data from birth cohorts
in Denmark, Finland and Sweden
has shown that the risk of cerebral
palsy in IVF children has decreased
by more than 50% over the last
two decades, largely because the
rate of twins has dropped signifi-
cantly, said study leader Dr Anne
Laerke Spangmose from Rigshos-

significantly different.
Commenting on the implications
of the results, Ms Christensen
said that although the common
biological mechanisms for ova-
rian ageing and general ageing
are “somewhat unclear”, the data
from this study show that young
women with early ovarian ageing -
defined as low ovarian production
after FSH stimulation — have an
increased risk of age-related mor-
bidity and possibly mortality “and
strongly support the hypothesis
that low ovarian reserve could be
a useful marker for later health
problem”. Advising this group of
patients in fertility clinics is there-
fore “important in introducing pre-
ventive measures such as lifestyle
changes or the use of HRT to red-
uce the adverse health risks after
early menopause.”

(Abstract 0-238, Wednesday 8
July 2020: Early ovarian ageing
and long-term health conse-
quences: Is number of oocytes
harvested in ART associated to an
earlier and increased risk of age-
related diseases?)

pitalet at Copenhagen University
Hospital at the ESHRE online an-
nual meeting.

The study included three national
IVF birth cohorts, the first in Den-
mark from 1990 to 2010, the se-
cond in Finland from 1990 to 2010
and the third in Sweden from 1990
to 2014, with a total of 111,844



children. These births were then
divided into six groups: those born
in 1990-1993, 1994-1998, 1999-
2002, 2003-2006, 2007-2010 and
2011-2014. The national health
records of these children were tra-
cked until 2014 for Denmark and
Finland and until 2018 for Sweden
and compared with the records of
almost 5 million naturally concei-
ved children.

The risk of cerebral palsy was still
evident in the study results, but
the overall prevalence decrea-
sed steadily over the six periods
— from 12.5 cases per 1000 live
births between 1990 and 1993 to
3.4 per 1000 in 2011-2014. In con-
trast, the prevalence decreased
only slightly throughout the period
- from 4.3 to 2.1 per 1000 natu-
rally conceived children, but for
IVF-born single offspring the pre-
valence of cerebral palsy decrea-
sed from 8.5 per 1000 (1990-1993)
to the background population rate
of 2.8 (2011-2014), but remained
stable at 10.9 per 1000 for IVF
twins.

The results, Dr Spangmose said,
provide strong evidence that redu-

cing the number of twins born after
IVF treatment has reduced the risk
of cerebral palsy in the IVF popula-
tion to levels comparable to those
conceived naturally. “Multiple em-
bryo transfer is still standard prac-
tice in many countries,” she warns,
“Our results underline that single
embryo transfer and single births
should be encouraged worldwide.

It also noted that over the last two
decades, twin birth rates after IVF
treatment have fallen significantly,
particularly in Europe and the Nor-
dic countries, where IVF twin rates
have fallen from almost 25% in the
1990s to less than 5% today. Not
much different from the 2% twin
rate in the background population
of naturally conceived pregnan-
cies.

This reduction in the rate of mul-
tiple births in IVF has also led to a
reduction in the rate of premature
births (the highest risk of multiple
births in obstetrics), which is also
known to increase the risk of cere-
bral palsy. While the exact cause of
cerebral palsy is largely unknown,
preterm births, low birth weight
and twin births are known to be the

GM501 Collagenase

O-126 The added value of enzymatic digestion to mechanical minicing in testicular sperm retrieval in non-

obstructive azoospermia.

Veerle Vroeberghs (UZ Brus-
sels, Belgium) presented in
the virtual ESHRE 2020 an optimi-
sed method for sperm extraction
in non-obstructive azoospermia
(NOA) using GM501 collagenase.

NOA continues to pose a major
challenge in the context of fertility
treatments. First of all, a testicular
biopsy (TESE) is performed. In the
second step, ICSI, the success
rate (fertilisation, embryo deve-
lopment, pregnancy) is lower with
NOA than with obstructive azoo-
spermia.

Although there is growing evi-
dence that the surgical technique
in NOA has little impact on the
outcome as long as multiple bi-

main risk factors. The prevalence
of cerebral palsy increases expo-
nentially with the number of foe-
tuses in a pregnancy, mainly due
to an increased risk of premature
birth and low birth weight.

Large registration studies have
now shown that the risk of cere-
bral palsy in IVF children born in
the Nordic countries has practi-
cally disappeared after a policy
of transferring individual embryos
was introduced in the early 2000s.
According to Dr Spangmose, the
strength of this study lies in the lar-
ge sample — with almost 112,000
IVF children born over 24 years in
Denmark, Finland and Sweden.
“The inclusion of full IVF and natu-
rally conceived birth cohorts ma-
kes our data robust,” she adds,
“and has allowed an assessment
of the real risk of cerebral palsy in
IVF and its decline over time.”

(Abstract 0-144, Tuesday 7 July
2020: The risk of cerebral palsy in
ART children has more than hal-
ved over two decades — a Nordic
collaborative study on 55,233 live
born children)

opsies are taken,
this discussion con-
tinues. The important
role played by the la-
boratory and the me-
thods used have only
been investigated in
a few studies to date.
This was emphasised
by Veerle Vroeberghs
in her presentation. |_ -
Research in this area
is additionally influ- |-=
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geneity of NOA dia-
gnosis or the selection of the study
population.

In the presented retrospective stu-
dy from one centre, all patients
were included in whom the first dia-
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gnostic or therapeutic TESE using
open biopsy was performed bet-
ween 2004 and 2017. All patients
were genetically normal and the




NOA diagnosis was histologically
confirmed. Patients with previous
TESE or hypospermatogenesis
were excluded. The primary out-
come was the collection of sperm
for cryopreservation or ICSI. Up to
6 biopsies were taken per testis. If
no sperm could be found after 30
minutes’ search after mechanical
processing, the remaining tissue
pieces were enzymatically dige-
sted with collagenase IV (GM501
Collagenase).

The results were classified accor-
ding to treatment intention (dia-
gnostic / therapeutic). In order to
assess which factors influence
sperm extraction, a multivariable
regression analysis was perfor-
med, taking into account the fac-
tors age, FSH level, testicular vo-
lume and histology.

425 patients participated in the

study. In 69/425 (16.2%) sperm
could be found after mechanical
processing. In 115/356 (32.3%)
patients, in whom no sperm were
found after mechanical proces-
sing, sperm could be isolated after
enzymatic treatment.

In order to exclude a possible
bias in the results of sperm isola-
tion, TESE treatments on the day
of ICSI (therapeutic / 109 patients)
and TESE in the context of treat-
ment planning (diagnostic / 316
patients) were considered sepa-
rately. The patient groups did not
differ significantly in age, testicular
volume and histological diagnosis.
The FSH level was significantly
higher in the diagnostic group than
in the therapeutic group (22.3 vs.
18.5 IU/L). Sperm retrieval was si-
gnificantly higher in the therapeu-
tic group than in the diagnostic
group, both after mechanical pro-

cessing (24.8% vs. 13.9%) and af-
ter enzymatic digestion (43.1% vs.
21.5%). Multivariable regression
analysis showed that enzymatic
digestion is a significant predictor
of spermatogenesis.

In conclusion, it can be said that
the enzymatic digestion of testi-
cular tissue after TESE, in addition
to the mechanical preparation in
NOA, improves sperm extraction
in both diagnostic and therapeutic
TESE.

In the final round of questions du-
ring the session, the question aro-
se whether a CE-certified product
was available and which is used in
Veerle Vroeberghs’ laboratory, she
answered: GM501 Collagenase
from Gynemed.

If you are interested or have que-
stions about the product GM501
Collagenase, please contact us!

RESULTS

Quelle nach V. Vroeberghs
O-126 ESHRE 2020

425 NOA patients

e  Strict NOA Diagnosis

e  First TESE ever

e  Therapeutic/diagnostic
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N=69 (16.2%)

Spermatozoa found

v
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No (or insufficient)
spermatozoa found

N=356 (83.8%)

ICSI or Cryopreservation

| Enzymatic digestion |
[
P Spermatozoa found No Spermatozoa found
- N=115 (32.3%) N=241 (67.7%)

Sperm retrieval after mechanical and enzymatic digestion = 69 + 115/425 = 43.3%
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