
Clinical Care | Research | Education February 2022

THE

VOICEVOICE

IN THIS ISSUE
CHR Letter     
The CHR’s IVF Cycle Outcomes for the 
Year 2021

Why BECOMING AN EGG DONOR 
Serves Body, Soul as well as Pocketbook

A Piece of My Mind: What Is Pregnancy?
What Patients Ask About
Recent Publications from the CHR
General News:
 Clinical Reproductive Medicine
 Basic Biology & Embryology
 Covid-19 

p2
p3

p6

p9

p12
p14

p15
p18
p19



In the shortest and traditionally coldest month 
of the year, we welcome you to the February 
issue of our monthly newsletter. Hopefully 

history will show that we reached a point in the 
Covid-19 pandemic with more hope than at 
any time slot before. Hopefully history will also 
show that we are finally reaching the end of the 
pandemic. This, of course, does not mean that 
the SARS-CoV-2 virus will leave us completely. In 
contrast to, for example, the Zika virus which in 
2016 suddenly started infecting pregnant women 
in Brazil, only to disappear as suddenly in 2018, 
we do not expect the SARS-CoV-2 virus to fully 
disappear. Instead, it is projected to hang around 
in so-called endemic form, which basically means 
that there will be every year yet another seasonal 
respiratory virus causing flu- and/or cold-like 
symptoms.

This is what the experts are predicting; this, 
however, is also a virus that repeatedly has 
revealed expert opinions as incorrect. Though 
hopefully in this matter not the case, another 
mutation of the virus, taking over the world with 
who knows how awful characteristics, cannot be 
ruled out. But with Spring near, let us for once be a 
little more optimistic; we, finally, really do deserve 
it! At the same time, it becomes increasingly 
difficult to imagine that anything will fully return to 
its former “normal:” So many of our habits have 
changed, friends and family have moved away, 
favorite restaurants and stores have closed and, 
yes, hundreds of thousands have died. The world, 
therefore, will never be the same!

The format of The VOICE has also changed but, 
fortunately, the soul of this newsletter and its 
purpose of informing its readers about important 
and, often, controversial subjects in reproductive 
medicine, biology, and infertility practice, has 
remained the same. In a recent conference 
organized by New York University (NYU), the 
Chairman of the meeting introduced CHR’s 
Medical Director, Norbert Gleicher, MD, as “not 
only one of the leading practitioners and scientists 
but one of the original thinkers in the field.” 

Thinking “outside the box” has, indeed, not only 
for decades been one of Gleicher’s credo, but 
has represented the basis for The CHR’s worldwide 
acceptance as one of the world’s very few 
fertility centers of “last resort.”

What every issue of this newsletter, therefore, is 
striving for is, to introduce to our readers, whether 
patients, practicing colleagues, collaborating 
scientists or reporters from print, social or 
electronic media, previously to them unknown 
vantage points of concepts, controversies and/or 
ideas in reproductive medicine and biology with 
relevance to fertility treatments.

And as usually, the current issue mixes things up: 
Like always in the first quarter of the year, we 
here present The CHR’s 2021 IVF cycle outcome 
data with an accompanying commentary. As 
in previous years, the data are astonishingly 
favorable considering how astonishingly 
unfavorable the center’s patient population is 
in comparison to practically every other IVF 
center in the U.S (and likely the world). Already 
announced in the January issue, in his monthly 
“A Piece of My Mind” column, Gleicher this 
time is asking the interesting question, what is 
pregnancy? Is it in principle an endocrinological 
or immunological condition afflicting women? We 
are also addressing in this issue an important side-
benefit young women receive from becoming 
egg donors (aside from getting paid very well): 
they basically get a fertility evaluation for free. 
And as in every issue, we publish answers to 
some frequently received questions from patients 
and are presenting short summaries of, and 
commentaries to recently published scientific 
papers in the medical and scientific literature, 
including papers written by CHR staff. There, of 
course, is much more than that, and we hope you 
will enjoy this issue of our monthly newsletter.

     - The CHR

The VOICE
February 2022
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As usual in the 1st quarter, we 
are pleased to report last year’s 
IVF cycle outcomes at the CHR. 
Please note that this can only be 
a preliminary report since final 
miscarriages and intrauterine fetal 
demise cases for the year 2021 will 
not be known until October of this 
year.

Fresh autologous IVF cycles
We are initiating our report with 
information about so-called fresh 
autologous IVF cycles (those 
cycles that use the patients’ own 
eggs), which at our center still 
represent a large majority of total 
cycles since the CHR freezes 
embryos only if there are more 
embryos available in a cycle than 
one is willing to transfer fresh. 
The CHR does not subscribe to 
the concept of embryo banking 
with delayed frozen-thawed 
embryo transfer cycle, to which 
many IVF centers have changed 
in recent years since, like many 
other “add-ons” to IVF, the claim 
that embryo banking improves 
pregnancy chances has been 
completely debunked.1 

When assessing IVF cycle 
outcomes in fresh autologous 
IVF cycles, what kind of patients 
are treated is, of course, of great 
importance in judging cycle 
outcomes; and among patient 
characteristics, nothing is of 
greater importance than patient 
age, the singularly most important 
predictor of IVF outcomes. Figure 
1 for that reason demonstrates 

The pie chart above, nevertheless, 
demonstrates a new extreme in age 
distribution even for the CHR, with 
53% of all patients being above 
age 43, and not even a single 
patient under age 30. Indeed, only 
23% of patients were under age 40 
years and between ages 30-39 years 
and, as already noted, almost all of 
those “younger” women present 
with LFOR. 

These numbers should not surprise 
since over 90% of new patients 
at the CHR have failed prior IVF 
cycle, often at multiple other 
centers and/or have been advised 
that their only remaining chance 
of pregnancy was egg donation. 
How poor the prognosis of these 
patients, therefore, is based on age 
and ovarian reserve parameters 
alone, and must be considered 
when querying the CHR’s clinical 

the age distribution of the 
CHR’s patients undergoing fresh 
autologous cycles during 2021, 
confirming what we have been 
reporting now for several years, 
namely that the CHR serves by far 
oldest patient population among 
all U.S. reporting IVF centers 
(and likely the world). This is, 
of course, of great importance 
because pregnancy rates in older 
patients will always be lower 
than in younger women. Add to 
this that even the rare younger 
patient at the CHR usually is 
a poor prognosis patient with 
low functional ovarian reserve 
(LFOR, i.e., high FSH and low 
AMH) who reaches our center 
after having failed often multiple 
IVF cycles elsewhere, and it will 
become abundantly clear that 
the pregnancy rates we here are 
reporting are truly remarkable. 

THE CHR’S IVF CYCLE OUTCOMES 
FOR THE YEAR 2021
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Considering that the vast majority 
of patients in this table had very 
small egg and embryo numbers, 
here reported pregnancy rates 
must be considered exceptional. 
Still disappointingly, pregnancy 
rates above the age of 44 years 
have remained rare, with age 47 
(days short of age 48) at time of 
autologous embryo transfer, still, 
representing the CHR’s (and likely 
the world’s) oldest patient ever 
to have delivered a healthy child 
following an autologous embryo 
transfer;2 but percentages in 43+ 
year old women have in recent 
years been slowly improving, 
offering hope for the future. This 
patient group’s overall clinical 
pregnancy rate including all ages 
up to age 52 was 11.1%, a very 
respectable rate.

Frozen-thawed cycles
The clinical pregnancy rate in all 
frozen-thawed cycles was 35.4%. 
Considering again how poor the 
overall prognoses of most patients 
undergoing IVF at the CHR are 
and how relatively few frozen 
embryos most patients have after 
fresh cycles, these results are 
almost miraculous and a clear 
improvement over earlier years, 
with the embryology laboratory 
at the CHR deserving most of the 
credit.

Third party egg donation cycles
Here reported cycles include 
fresh and frozen donor eggs, for a 
clinical pregnancy rate of 39.0%. 
Our patients’ advanced age must 
here be considered once again 
because it prohibited in most cases 
the chance of twin pregnancies. 
Almost all of the CHR’s recipient 
cycles, therefore, involved only 
elective single embryo transfers.

reasonable chance of pregnancy 
was third-party egg donation, 
patients understand how low their 
chances are with use of autologous 
oocytes. Since many of these 
patients, moreover, had IVF cycles 
without ever reaching embryo 
transfer, they are acutely aware that 
existence of at least 1 transferrable 
embryo is required to even develop 
a theoretical chance of pregnancy. 
Most of these patients, therefore, 
prefer statistical information 
based on availability of at least 
1 embryo. Since the CHR in 
poor-prognosis patients transfers 
embryos automatically fresh 
on days 2/3 after fertilization 
and does not culture them to 
blastocyst-stage, patients in this 
way are transparently informed 
what their realistic chances 
are if they produce at least 1 
transferrable embryo. CHR’s final 
reports to CDC and ASRM/
SART, however, of course follow 
“intent to treat” reporting 
[https://www.sartcorsonline.
com/rptCSR_PublicMultYear.
aspx?ClinicPKID=2030].

pregnancy rates. Because in such 
a patient population over half 
of cycles do not reach embryo 
transfer, we here report cycle 
outcomes with reference point 
embryo transfer. This means that 
here reported pregnancy rates 
only apply to women who had 
at least 1 embryo available for 
transfer by day-2 or day-3 after 
fertilization, when most patients 
at our center undergo transfers. 
Therefore, it is important to point 
out that cycle outcomes with 
reference cycle start (intent to 
treat), the way IVF outcomes 
generally should be reported, 
would, therefore, be roughly half 
of here reported rates for each age 
group (Table 1) considering at 
least a 50% cycle cancellation rate 
before embryo transfer the CHR’s 
patients experience.

We here, however, are presenting 
outcomes with reference point 
embryo transfer for a good reason: 
After having failed prior IVF 
cycles and after, often, having 
been advised that their only 

Age (years) Clinical pregnancy rate (%)
< 30 No cases

31-35 38.5%

36-39 16.0%

40 16.7%

41 23.1%

42 18.2%

43 11.8%

>44 0%

TOTAL 11.1%

                                 Table 1. Clinical pregnancy rate per age with reference 
embryo transfer
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Sex selection cycles
The CHR offers sex selection 
cycles via embryo biopsy 
on day-3, which permits 
availability of results by day-5 
and, therefore, a fresh embryo 
transfer. Most other IVF 
centers offer sex selection only 
via routine preimplantation 
genetic testing for aneuploidy 
(PGT-A), which requires 
day-5 biopsies and freezing 
of embryos with transfer in 
a later frozen-thawed cycle. 
We consider that approach 
inferior in cumulative 
pregnancy chance and, at the 
same time, also as more costly 
because of need for a second 
cycle. With a 75.0% clinical 
pregnancy rate, the CHR’s 
outcomes were spectacular but 
it is questionable whether these 
results can be solely attributed 
to the difference in testing 
method between the CHR and 
other IVF programs alone. 
More likely, there are several 
reasons at play, including 
the fact that most couples 
seeking out sex selection do 
not have fertility problems 
and, therefore, are very good-
prognosis patients in IVF, 
the kind of patient the CHR, 
otherwise, hardly ever sees.

Transfer of allegedly 
chromosomal “abnormal” 
embryos after PGT-A
The CHR has never 
recommended the use of 
PGT-A in association with 
IVF; PGT-A, therefore, is a 
very rare event at the CHR. 
The CHR has, however, 
since 2014 been transferring 
selected by PGT-A allegedly 
“abnormal” embryos in 

women who after PGT-A 
testing had no “normal” 
embryos. The CHR was 
also the first center in the 
world to report in 2015 
(in collaboration with 
colleagues from 2 other 
IVF centers in NYC), the 
births of chromosomal-
normal offspring following 
such transfers.3,4 Since then 
hundreds, if not thousands, 
of healthy births have 
been reported,5,6 and the 
CHR routinely transfers 
“abnormal” embryos shipped 
by their owners to the CHR 
from other IVF centers which 
did not want to do such 
transfers. 

As the number of these 
transfers in 2021 rose 
significantly, we here for the 
first time report these cycles 
as a separate cycle category 
with a clinical pregnancy rate 
of 45.8%. Especially in this 

group of patients the final live 
birth rate can be expected to 
be much lower; but whatever 
it will end up being, it still will 
be remarkable and one of the 
most important achievements 
of the CHR.

Whenever preliminary 
outcome data are reported 
by an IVF center, the ASRM 
requires that a link be 
provided to the center’s 
most recent SART report 
[https://www.sartcorsonline.
com/rptCSR_PublicMultYear.
aspx?ClinicPKID=2030]. 
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WE ARE HIRING
Reproductive Endocrinologist

 We are adding another full-time physician. Suitable 
candidates must be clinically prepared for a private practice setting, 
yet at the same time strongly motivated to pursue (and publish) 
clinical research within an actively supported research program. 
Special training in public health, medical statistics or study design is 
not essential but valued. Evidence of published research experiences 
is essential. The selected candidate will join a unique fertility center, 
serving clinically highly complex patients from all over the world, 
and our academically-affiliated prominent research collaboration 
with Rockefeller University. We are offering a competitive salary, our 
excellent benefit programs and quick opportunities for partnerships.

INTERESTED? Please e-mail CV to Jtapper@thechr.com 
or via Fax to 212-994 4499
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If you or a friend are considering 
becoming egg donors, you should read 
this short article and you will not be sorry. 
Egg donors are in big demand these 
days because the number of donor egg 
IVF cycles is proportionally growing more 
rapidly than all other kinds of IVF cycles. 
We here at the CHR, believe that many 
colleagues advance infertile women often 
too early into egg-donation; but this is 
not the subject of this column. What we 
are trying to explain here is the amazing 
opportunities egg donation may offer to 
young women in this unsettled world. 

A question every donor candidate faces 
during her interview is, why do you want 
to be an egg donor? In our experience 
the answers drop in thirds: One third of 
candidates claim to be purely altruistic 
and, “would do it even if it did not pay at 
all;” another third comes right out with the 
answer, “that they need the money to pay 
for school, for a new guitar,” or anything 
else; and the 3rd third usually does it for 
both of the previously mentioned reasons 
in whatever proportion. For us it does 
not matter, though we do encourage 
our donors to be honest in their answer 
because if we can’t trust their answer to 
this question, how can we trust all their 
other answers?

But becoming an egg donor does not only 
serve one’s soul and pocketbook; it also 
offers practical benefits young women 
at these ages usually do not become 
privy to because, to qualify, they as a last 
step before acceptance, must undergo 

some fully-paid-for laboratory testing. 
They in other words get a free fertility 
evaluation and, though it fortunately does 
not happen too often, we have on many 
occasions made diagnostic discoveries 
that these young women, likely, would not 
have made, had they not volunteered as 
egg donors.

So, if you or a friend are considering to 
give it a try, you will help one or more 
infertile women/couples, you will make 
good money (up to $14,000 for a single 
donation if you qualify) and, yes, you also 
will receive a “checkup” on your fertility, 
even though an all-determining test for 
female fertility does not exist, except, of 
course, by trying to get pregnant over a 
certain minimum time period. 

If you would like to be considered as a 
potential egg donor by the CHR, please 
go to https://chr.eggdonorconnect.
com/donorprescreen and complete the 
questionnaire.

What happens once you apply?

Once you complete the initial 
questionnaire, the CHR carefully reviews 
your application at two different levels: 
(i) We determine whether your and your 
family’s medical and genetic histories are 
suitable. But even if they are, that does 
not mean that your application will be 

Why BECOMING AN EGG DONOR 
serves body, soul as 
well as pocketbook
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advanced to interview and testing status 
because, for that to occur, we, (ii) must 
have a need in our program for somebody 
like you. For example, if you are Italian 
and the last five applicants we admitted 
were Italians, we may have to reject you 
because our donor pool must, more or 
less, be reflective of the demand we see 
from our patients. This means that, just 
because we rejected you, you still can 
apply elsewhere, and they may very well 
take you (and vice versa, if you have been 
rejected elsewhere, you can still apply at 
the CHR).

Once you are accepted into interview and 
testing status

Once you are accepted into the next 
phase of the application process, you 
will have to go through two electronic 
interview steps, first with a nurse and, if that 
goes ok, a second one with a physician. 
Once you pass the physician interview, 
you are almost accepted into the CHR’s 
donor pool, except that you, still, will have 
to undergo some blood testing. This testing 
step, however, only very rarely leads to 
exclusion and, once you have passed 
the testing stage you join the CHR’s donor 
pool, which makes you visible to our 
patients on the CHR’s website. At the same 
time, you are, like every one of the CHR’s 
patients, being assigned a coordinator 
(your private nurse) who will end up 
coaching you through the egg donation 
process, once your reach that point.

From that point on, things are, however, 
somewhat out of our hands because now 
everything depends on when one of our 
patients chooses you as her egg donor.  
This can happen instantly because we 
often have patients waiting for a donor 
they like, or it can take week to months 
during which time your coordinator 
remains available to you for any questions 
you may have. Please note our emphasis 
on the fact that you will be treated like 

every other patient at the CHR. That, of 
course, also includes your right to change 
your mind and to withdraw from the CHR’s 
donor program at any time until your eggs 
have been retrieved in a cycle.

Once a patient selects you, your 
coordinator will check with you whether 
you still want to do this and whether you 
are available at the patient’s desired 
time. If you are, you can expect things to 
get started quickly, with your coordinator 
spending some time with you in taking you 
through what to expect and the do and 
don’ts during an IVF cycle.

Being in an egg retrieval cycle 

Being an egg donor always culminates in 
going through an IVF cycle and producing 
a good number of eggs. Because the 
CHR selects its egg donors very carefully 
(we accept only ca. 3-4% of applicants), 
our center pays egg donors more for their 
donations than most other IVF centers and 
frozen egg banks. Donors with particular 
qualifications, such as advanced degrees, 
Ivy league college degrees, special good 
looks, prior successful egg donations, 
etc., may be eligible for special premium 
pricing from recipients, allowing some 
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patient  testimonial.
“

donors to earn as much as $14,000 for 
only one egg donation. Once in an 
egg retrieval cycle, this must, however, 
become the donor’s priority. She must 
make herself available whenever clinical 
judgment requires. Candidates who 
cannot make such a commitment should 
not apply!

February 14 was national Egg Donor Day. 
We are pleased in the honor of all egg 
donors to publish this brief contribution on 
the subject.

 Dear Marijana, Huina, and Carson,
 
We wanted to send you a huge thank you as we will be forever grateful to CHR!
 
Great news, our baby girl was born in November, 2021!  She was delivered with 
c-section 39w1d, healthy. She was 51cm and 3.3kg. She is now 12 weeks old!
 
Please pass this on to Dr Gleicher who identified my ANA positive condition (amazing 
to learn this after 3 miscarriages from spontaneous pregnancies) and Dr. Barad who 
handled the implantation beautifully and put her at the exact right spot 😊.
 
Our baby girl, Sonja, is such a blessing. Huina was also a wonderful nurse and we 
appreciated being in her care!
 
We still have frozen embryos with you. We would like to schedule a call to discuss 
next steps as we consider a possible second round in the future!

8 | Feb 2022 | The Voice
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Center for Human 
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Everybody, of course, knows what a pregnancy is in the 
course of daily life; we all, after all, are the successful 
products of pregnancies that started with an egg 
from our mothers fertilized in one of her fallopian 
tubes (unless we came to this world through in vitro 
fertilization, IVF), fertilized by a single spermatozoon 
from our father, thereby establishing an embryo. Since 
the mother’s and father’s genetic contributions are 
roughly half and half (in reality, and who would expect 
otherwise, the mother contributes a smidgen more), 
the embryo, therefore, is a so-called semi-allograft 
for the mother, in lay language a “parasite” with 
approximately 50% foreign genetic material that is 
seeking entrance to the maternal organism. Preventing 
the entry of such “parasites” is, however one of the 
main functions of our immune system. Because our 
immune system is programmed to prevent acceptance of 
foreign genetic materials, we, without complex immune 
system suppression, for example, do not tolerate organ 
transplants, unless a donor is a perfect genetic “match.”

When an embryo forms in the fallopian tube, it has 
not yet formally “entered” the female’s organism. As 
this single-cell embryo (the zygote) starts dividing into 
ever increasing cell numbers, it starts an approximately 
5-day-long journey from the distal end of the fallopian 
tube where fertilization occurred toward the uterus and 
enters the uterine cavity when the embryo has reached 
blastocyst-stage (roughly 250 cells). Though obviously 
in the female’s body, biologically the embryo, as of that 
point, still, has not entered the mother’s organism. In 
other words, the woman is, still, “not pregnant,” even 
though she now, for already ca. 5, days carries an 
embryo within her body. In practical terms this means 
that the embryo has not yet been in significant contact 
with the maternal immune system.

The step that does result in a potential confrontation 
with the maternal immune system is the process of 
implantation. Implantation takes place in the uterus 
(in ca. 95% in the fundal area) approximately 48 hours 
after the blastocyst-stage embryo arrives in the cavity. 
What happens to an embryo at those basically mostly 
inaccessible stages is slowly gaining in understanding, 
though to a significant degree is still a black box. 

Scandinavian researchers several years ago offered 
intriguing evidence for the endometrium/decidua (likely 
on behalf of the maternal immune system) “feeling 
out” the embryo and only embracing its implantation 
if the embryo proves to be “healthy.”1 In an in vitro 
model of human blastocyst implantation, our friend and 
collaborator Prof. Ali Brivanlou and colleagues from 
Rockefeller University in NYC demonstrated that embryo 
development progressed normally up to day-14 post-
fertilization (then the legal and ethical limit for human 
embryo culture) without any maternal contribution.2 
In other words, during implantation and in early 
post-implantation days, a fetus can survive and thrive 
without any maternal contribution. That, of course, 
does not mean that human embryos at preimplantation 
stages do not pick up nutrition during their passage 

A Piece Of My Mind

What is pregnancy?  
                         

  By Norbert Gleicher, MD
                              Founder, Medical Director and Chief  Scientist
                              The CHR, New York, N.Y.We assume that upon seeing the question 

that makes up the title of this article, 
every reader may be surprised because, 
who does not know what a pregnancy 
is? But is it really that obvious? We don’t 
think so, at least not in a biological sense!
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through a fallopian tube and during their 48 hours 
residency in utero prior to implantation; at those early 
stages of pregnancy, they just appear quite independent 
of such maternal support.

Unless the maternal immune system has reprogrammed 
itself upon becoming aware of an embryo that is trying 
to implant, only with implantation is the mother’s 
organism penetrated and her immune system, 
therefore, challenged by an allogeneic antigen load. 
In preparation for the allogeneic penetration by the 
embryo, a normally functioning immune system 
induces so-called tolerance pathways, which, if 
properly induced, make a normally implanting embryo 
invisible to the mother’s normally functioning immune 
system. Not all female immune systems, however, 
induce such tolerance pathways appropriately. For 
example, women with hyper-active immune systems 
(i.e., autoimmunity, inflammation, or being hyper-
allergic) do not. The semi-allograft embryo, therefore, 
under biological ground rules will be immunologically 
rejected. Normal tolerance induction at the behest of an 
embryo trying to implant, therefore, requires that the 
maternal immune system through induction of tolerance 
pathways makes the invading embryo immunologically 
“invisible,” a process that CHR investigators decades 
ago already compared to the invasiveness of cancer.3 
The principal differences between these two processes, 
of course, lies in the facts that induction of tolerance 
of the fetal semi-allograft is essential for the success of 
pregnancy, ultimately leading to delivery of a human 
being and, therefore, representing an essential step in 
maintenance of the species. In invasive cancer the ability 
to circumvent the immune system by making the cancer 
immunologically “invisible,” however, ultimately kills the 
patient.

Regarding pregnancy, one, therefore, must reach the 
conclusion that in absence of proper tolerance induction, 
no human would ever be born. Consequently, proper 
induction of immunological tolerance toward the 
fetal semi-allograft must be understood as the 
quintessential step in establishing a successful 
pregnancy. How come, then, the infertility field, 
and medicine in general, perceive pregnancy as an 
“endocrine condition” and not as an “immunologically 
mediated process?”

Because so many colleagues have for decades refused 
to even consider that immunology plays an important 
role in human fertility, we here at the CHR have asked 
this question for equally as many decades. This, of 
course, does not deny the importance of endocrine 

factors in establishing and maintaining pregnancy but 
endocrinology does not explain implantation and 
the unimpeded logarithmic growth of an initially 
microscopic size semi-allogeneic “parasite” into a 
gigantic multiorgan human being in women with 
normal immune function. It does not even take a 
uterus, as a recent case report again demonstrated when 
a viable infant was born at 32 weeks gestational age 
following an abdominal pregnancy that implanted on 
the omentum.4 And how about all the tubal pregnancies 
that implant in fallopian tubes?

If uteri are not essential for implantation, why are 
we wasting our time on discussing the features of the 
uterine implantation window and even develop tests 
(that will remain unnamed) to move embryo transfers 
in IVF a day forward or backward? This, again, does 
not mean that hormone levels in support of implantation 
may not play an important role in routine pregnancies; 
but what it does mean is that nature is ingenious in 
protecting the reproductive process, even in absence 
of uteri and/or other seemingly crucially important 
components/factors in normal reproduction. It is all 
about redundancies and functional bypasses, so that 
no single malfunction can stop the evolution of life.

In short, pregnancy is primarily an immunological 
process and only secondarily an endocrine condition, 
and it is time to stop looking at biology in simplistic 
terms. Everything is much more complex than it initially 
looks like, - because everything must be ready for 
innumerable eventualities. Otherwise, none of us 
would be in this world.

REFERENCES
1. Teklenbur et al., 2010;5(4):e10258
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patient  testimonial.
“Dear Dr. Barad,

 I just wanted to thank you for all of your care while I was at CHR. I was 
very sad to find out I wouldn’t be seeing you at my final appointment! Through 
the process of trying to have a baby, I have met many, many doctors at different 
clinics and truly no one’s measured up to you! I am very grateful for how kind and 
compassionate you were to me. I always felt safe and in good hands. Knowing all 
that your patients go through, you treated us with dignity.
 I thank God everyday for my time at CHR and for these TWINS growing 
inside of me!
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Does Cannabis affect 
male fertility?

    Increasing data in the literature 
points to harmful effects of 
Cannabis on semen. For example, 
a recent study in rhesus macaques 
demonstrated that chronic exposure 
to delta-9-tetrahydrocannabiol 
caused significant dose-dependent 
testicular atrophy, increased 
serum gonadotropins, thereby 
suggesting a negative feedback 
from poor testicular function, and 
decreased serum sex steroids to 
levels suggesting testicular failure. 
Whether these effects are reversible1 
is currently unknown.1 Watch your 
Cannabis use, therefore, if you are 
planning on more children.

REFERENCE
1. Hedges et al., Fertil Steril 

2022;S0015-0282(21)02321-9

Fertility preservation 
for cancer patients

    Since February is National Cancer 
Prevention Month, this is a good 
opportunity to remind everybody 
that, while we, of course, all want to 
do our best to minimize the effects 
of cancer cases, we must remind 
everybody that chemotherapy 
and radiation therapy can often 
adversely affect ovaries as well 
as testes and practically sterilize 
affected individuals.

This message is out there but 
it is not always equally clearly 

and hopefully 2 or even 3 IVF 
cycles to retrieve eggs that 
can then be cryopreserved. 
Freezing of semen samples 
is, of course, much easier 
and quicker and, therefore, 
usually does not offer the time 
restrictions egg-freezing faces. 
The more that can be frozen 
the better! Utilizing luteal 
phase stimulation, it may still 
be possible to rush one or more 
egg retrievals which now can be 
done back-to-back. This means 
that in one month, eggs can be 
retrieved twice, doubling the 
number of oocytes (or embryos) 
that can be cryopreserved. 

2. What other options exist? Egg 
and semen cryopreservation 
are not the only options. 
Especially among young women, 
ovarian tissue freezing has 
become another standard of 
care. This method of medical 
fertility preservation requires 
ambulatory surgery: In a 
laparoscopy, usually one (but 
sometimes both) ovaries are 
removed. Their cortex (the 
ovaries’ outer capsule), where 
all primordial follicles are sitting, 

understood in the fog of war 
when first-time diagnoses are 
made. We, therefore, encourage 
individuals who experience such a 
tragic circumstance, as well as their 
families, to remember that chemo- 
and radiation-therapies can sterilize 
gametes. That does not happen with 
every chemo- or radiotherapy but 
more and more cancers are cured 
and trying to save one’s fertility 
potential (i.e., eggs and sperm) 
into the future is, therefore, facing 
increasing demand.

The problem is that, once a cancer 
diagnosis is made, time becomes 
of essence and medical fertility 
preservation usually takes time. 
Therefore, we recommend the 
following steps: Once your cancer 
has been diagnosed, the following 
are the most important question to 
get answered: 

1. What treatments will be 
handed out and when? Both 
questions are important for their 
own reasons: If the proposed 
treatment is toxic to ovaries 
or testes, this is essential to 
know because it usually means 
that the required surgery, 
chemo- or radiation-therapy may 
permanently destroy ovaries or 
testes. 

Should that be the case, 
then maximal efforts must 
be made to preserve future 
fertility anyhow by whatever 
means possible. In most cases 
there still is time for at least 1 

This is where we answer the most interesting questions received over the preceding month. Please 
write to us at social@thechr.com if you want your question(s) answered in this rubric.

What patients ask about

Stay connected with 
The CHR!

Instagram: CHRNewYork
Twitter: @CHRNewYork
Facebook: @CHRNewYork
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is then carefully peeled off 
the ovary and cut into small 
strips of tissue that are frozen. 
The purpose of this method 
of fertility preservation is to 
surgically reimplant these strips 
once a woman is cured of her 
cancer. Once revascularized, 
these strips start again maturing 
their primordial follicles and 
women sometimes can even 
get pregnant spontaneously. In 
most cases, however, they go 
through egg retrieval in a regular 
IVF cycle. Testicular tissue is now 
also being cryopreserved but 
clinical outcomes using those 
tissues are not as well advanced 
as ovarian tissues.

Medical fertility preservation 
usually represents a relative 
emergency because the need 
arises unexpectedly and there is 
at best only limited time available 
before potentially life-saving 
treatments must be started. The 
CHR is one of only a handful of IVF 
programs licensed by N.Y. State to 
cryopreserve oocytes and semen as 
well as ovarian tissue.

Does birth control affect 
fertility (in the long run)?

    On first impression this question 
may sound like an oxymoron 
because birth control, of course, is 
meant to affect fertility, indeed, to 
stop it. But what is meant when we 
hear this question not infrequently, 
is really the question of whether 
different contraceptive options may 
have adverse long-term effects. 
And that is not only a very logical 
question but, concomitantly, a 
rather complex question to answer. 

Since contraceptive medications and 
devices require FDA-approval before 
entering the market, one can state 
with considerable certainty that 
none of the currently marketed 

birth control medications and/or 
devices in the long run adversely 
affect fertility. The possibility of 
such adverse effects was probably 
the first thing the FDA looked at. 
But life is not always as simple as it 
sounds and, therefore, here are a 
few points of caution when means 
of birth control can have long-term 
negative consequences.

Oral contraceptives, for example, 
can lead to post-pill amenorrhea1 
and, therefore, to a delay in 
immediate pregnancy chances. 
Prolonged use of oral contraceptives 
can also suppress AMH levels and, 
consequently, at least transiently, 
cause low functional ovarian 
reserve (LFOR).2 

IUDs have been associated with 
increased risk for tubal infection,3 
and tubal infections can lead to 
tubal infertility. 

The biggest danger, however, 
comes especially from hormonal 
contraceptives in that they can 
obscure symptoms of premature 

ovarian aging. The CHR’s3 and other 
investigators have made this point 
before in print because it is not 
an uncommon occurrence to see 
patients in their late 30s presenting 
after having failed to conceive in 
expected time after having come off 
oral contraceptives, just to discover 
that they, while on birth control pills, 
have been prematurely aging their 
ovaries quietly.

The CHR, therefore, strongly 
recommends to women who are 
on hormonal contraceptives for 
prolonged times that they stop 
those every few years for a few 
months, while having their FOR 
carefully reevaluated. This way, 
should they develop premature 
ovarian aging (POA), which happens 
to 10% of women independent of 
race and/or ethnicity, they will be 
diagnosed early and will have no 
sudden surprises in their late 30s.

REFERENCES
1. Holdcroft C. Nurse Pract 1994;19(11):5, 11-2
2. Bernardi et al., Fertil Steril 2021;116(1):208-217
3. Safrai et al., Eur J Obstet Gynecol Reprod Biol 

2020;244:40-44

WE ARE HIRING
IVF Nurse Coordinator

We, a strongly academically oriented internationally renowned fertility 
center with international clientele in NYC (Manhattan) are seeking an 
LPN (or equivalent training) to fill additional nurse-coordinator position 
in the center’s busy IVF program. Prior IVF experience and knowledge 
of a foreign language preferred but not an absolute prerequisite, as 
training will be required even with prior experience. This position 
involves a large amount of close and independent interaction with 
patients and, therefore, requires a professional and pleasant demeanor, 
good interpersonal and communication skills and ability to multitask. 
We offer a highly collaborative work environment between physicians, 
clinical coordinators and embryology staff, competitive salaries and 
benefits as well as opportunity to participate in important research.

INTERESTED? Please e-mail CV to Jtapper@thechr.com or via 
Fax to 212-994 4499
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  R E C E N T  P U B L I C AT I O N S 
from the CHR

Gleicher N, Patrizio P, Orvieto R. How not to introduce 
laboratory tests to clinical practice: Preimplantation 
genetic testing for aneuploidy. Clin Chemistry 2022; hvac 
001, doi: 10.1093/clinchem/hvac001

This invited “opinion” piece in one of the most prestigious 
medical journals primarily addressing diagnostic testing 
summarizes the CHR’s well known opinion about the 
futility of PGT-A in association with IVF. Especially in 
poor prognosis patients, it potentially creates danger to 
even reduce pregnancy chances for many patients, while 
at the same time prematurely pushing them into third 
party egg donation under the false pretense of no longer 
producing euploid embryos. The article also points out the 
huge number of, because of PGT-A, alleged “abnormal” 
embryos, disposed of daily despite still excellent pregnancy 
and live birth chances and decries the absence of even 
minimal scrutiny of the genetic testing industry by 
professional organizations as well as FDA. Interestingly, 
likely after a recent New York Times article pointed out 
similarly ridiculous circumstances in early pregnancy 
testing for chromosomal abnormalities through cell-free 
DNA in maternal blood,1 Congress apparently got the 
message. Over 60 members of the House and a substantial 
number of senators, allegedly, wrote a letter to the FDA, 
inquiring how this kind of irresponsible testing could go on 
under the eyes of the FDA. It will be interesting to see how 
the FDA will respond.

REFERENCE
1. Kliff S, Bhatia A. The New York Times https://www.nytimes.

com/2022/01/01/upshot/pregnancy-birth-genetic-testing.html

Patrizio P, Albertini DF, Gleicher N, Caplan C. The 
changing world of IVF: the pros and cons of new 
business models offering assisted reproductive 
technologies. J Assist Reprod Genet 2022; doi: 10.1007/
s10815-022-02416-0defects 

This paper offers a description of the changing commercial, 
clinical, and academic world within IVF practice and 
points out potential advantages and many more evolving 
disadvantages those changes have brought to IVF practice. 
With Dr. Patrizio throughout all of his accomplished 

career having been in full-time academic practice, the 
article expresses special concern about the evolving lack 
of training sites for young reproductive endocrinologists 
and embryologists, as academic centers of IVF become 
increasingly less competitive with investor-owned IVF 
clinic chains, even leading to the offloading of prominent 
infertility centers, like the one affiliated with NYU in 
NYC, in this case to the Prelude chain. The article further 
points out that, at least in the foreseeable future, current 
developments appear unstoppable. Not a pretty picture, 
and not only for academic medicine!

Gleicher N, Darmon SK, Molinari E, Patrizio P, Barad 
DH. Importance of IGF-1 levels in IVF: potential 
relevance for growth hormone (GH) supplementation. J 
Assist Reprod Genet 2022. Doi. 1007/s10815-021-02379-8

The use of human growth hormone (GH) in IVF practice 
has in recent years again become “vogue.” We use this 
term consciously because practices in IVF go through 
distinctive periods of being “fashionable.” Without any 
clear underlying hypothesis, GH was actively used in the 
early days of IVF but fell out of fashion after approximately 
the year 2000, only to be rejuvenated since roughly 2010, 
though again without a specific hypothesis. Yet, to this day 
there is no clear evidence that GH does anything beneficial 
in IVF.

The CHR’s investigators believed that one reason why 
studies may demonstrate so much varying results, may be 
patient selection. They argued that since GH works through 
the release of IGF-1, it made sense to supplement IVF 
patients with GH only if their IGF-1 levels were low. To 
test this hypothesis, CHR’s investigators looked at IVF cycle 
outcomes based on pre-cycle IGF-1 levels, and what the 
study demonstrated was that, among very poor prognosis 
patients, those who did the poorest also had the lowest 
IGF-1 levels. This study, therefore, supports the hypothesis 
that only women with low IGF-1 should be considered 
candidates for GH treatment in association with IVF.

Three new publications authored or co-authored by the CHR’s investigators appeared over 
the last months in peer reviewed journals. We here offer brief summaries.
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General news  

Clinical 
Reproductive 
Medicine

Some additional comments 
on “planned” oocyte 

cryopreservation

What is now widely called “planned” oocyte donation 
is the concept of oocyte cryopreservation to expand a 
woman’s hypothetical reproductive lifespan. It used 
to be described by the terms “social” or “non-medical” 
egg-freezing. The changeover took place because 
some colleagues objected to the “demedication” of 
the procedure by distinguishing egg-cryopreservation 
for medical reasons (i.e., impending loss of gonadal 
function) from objectively non-medical reasons, like 
expansion of reproductive lifespan.

Like this name switch has remained controversial, so 
have many other aspects of “planned” egg-freezing, a 
subject repeatedly addressed in these pages before. We, 
therefore, do not wish to be repetitive but do want to 
point our readers’ attention to a recently electronically 
published review on the subject by colleagues from NYU. 
Though the CHR does not necessarily agree with every 
word in this paper, the combination of clinicians and 
ethicists who shared authorship offer a comprehensive 
review of the subject which we wholeheartedly 
recommend.1

REFERENCE
1. Reich et al. Fertil Steril 2022 S0015-0282(21)02322-0

Reproductive immunology in 
the news!

We elsewhere in this newsletter [A Piece Of My Mind] in 
more detail address the at times difficult to understand 
exclusion of reproductive immunology from the 
general discourse in reproductive medicine. This is 

exactly why we are pleased to report here two recent 
publications that addressed the subject, even if we, here 
at the CHR, do not always agree with comments made in 
those papers. In a brief commentary in BioNews,1 Prof 
emeritus in reproductive immunology at the University 
of Cambridge [UK], Ashley Moffett, for example, rejects 
the idea that immunological fetal rejection by the 
mother’s immune system ever happens and, therefore, 
in our opinion incorrectly, concentrates only on the 
microenvironment where maternal and fetal systems 
“meet,” while ignoring the fact that, only weeks into a 
pregnancy, a very active mutual exchange of cells takes 
place between mother and fetus (microchimerism) 
which is well established as a crucially important 
component of immune tolerance to allografts (including 
in organ transplantation). 

Yet Moffett also raises important questions in her article 
when, for example, asking why so many colleagues 
are still testing peripheral NK cells, when it has been 
established for many years that, functionally, peripheral 
and endometrial NK cells, have practically nothing 
in common. Similarly, she, likely, is also correct when 
deriding the practice of using “an emulsion of soya and 
egg yolk” (i.e., Intralipid), as treatment of immunological 
pregnancy loss. The CHR, of course, does neither.

In comparison, a much broader look at immunotherapy 
in association with pregnancy loss was recently also 
offered by Fertility & Sterility Reviews.2 The Chinese 
and Canadian authors offer, in the CHR’s opinion, the 
unsupported claim that up to 50% of repeated pregnancy 
loss is idiopathic. This reminds of the “unexplained 
infertility” diagnosis. How often repeated pregnancy 
loss will be properly diagnosed, like diagnosing 
infertility in general, will depend on how deep one 
digs. The authors further conclude that, “there are no 
validated diagnostic tests to confirm immune-mediated 
pregnancy loss.” Though, verbatim, probably a correct 
statement, it practically makes little sense. One really 
does not need “a” test to comprehend that a woman with 
repeated abortions who also suffers from Lupus, with 
almost certainty miscarries because of her autoimmune 
condition.

A fascination with validated (or unvalidated) tests has, in 
the CHR’s opinion, indeed, been one of the main reasons 
why so little progress has been made in reproductive 
clinical immunology over recent decades. Why do 
rheumatologists understand that in their specialty, but 
reproductive endocrinologists do not understand this? 
As noted already above, peripheral NK cells not only are 
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not predictive of anything; it biologically, simply, does 
not make any sense to expect them to be predictive. 
Similarly, anti-phospholipid antibodies (APAs) also 
never appeared causally related to pregnancy loss. NK 
cell abnormalities, ACAs and many other autoimmune 
findings, per-se, do not cause implantation failure 
and/or immunological pregnancy loss. In the CHR’s 
opinion, those tests denote only one thing: a hyperactive 
immune system! 

It is then the hyperactive immune system of a female 
infertility patient that is unable to induce the required 
tolerance pathways toward the fetal semi-allograft; and 
it is the failure of proper tolerance induction that 
then activates the maternal immune system against 
the invading fetal-placental unit. We have made this 
point repeatedly in the pages of The VOICE, and the 
review article by Genest et al, once again, demonstrates 
how limited the understanding of pregnancy as an 
immunological state still is within the infertility field. 
We, despite what we consider significant shortcomings, 
nevertheless recommend this article to our readers 
because, considering how little attention reproductive 
immunology receives within the infertility field, almost 
anything published is worth it. 

REFERENCES
1. Moffet A., BioNews. 17 January 2022 https://www.bionews.org.uk/

page_161637
2. Genest et al Fertil Steril Rev 2022;3(1):24-41

Non-cervical cancer diagnoses 
through PAP smears?

Two recent papers in Nature Communications attracted 
our attention because of the simplicity of their 
methodology in detecting female cancers and/or 
cancer characteristics based on simple cervical smears. 
A European consortium of investigators from several 
countries built on the observation that genetic and non-
genetic factors contribute to cancer development. They 
further supposed that an epigenome-based signature 
capturing these components through easily accessible 
samples could identify women at risk. And not much 
is easier accessible than a vaginal smear (at least in 
gynecology). 

In two separate papers the investigators now reported 
remarkable possibilities using this clinical approach: In 
a first study they successfully identified in such cervical 
samples women with ovarian cancer and endometrial 
cancer with an area under the curve (AUC) of 0.76 and 
0.81, respectively.1 In the second study, primary poor 
prognostic breast cancer based on DNA methylation 

were identified with AUCs of 0.84 and 0.81, respectively, 
in internal and external validation sets.2

Considering how difficult early diagnosis in these 
cancers usually is, these studies open a whole new field 
of investigation in early female cancer detection, one 
PAP smear for cervical, endometrial, ovarian and breast 
cancer. And who knows what other cancers may be 
diagnosable through their methylomes via a vaginal 
smear.

REFERENCES
1. Barrett et al. Nat Commun 2022;13(1):448
2. Barrett et al. Nat Commun 2022;13(1):449

Further clinical evidence for an 
association between androgen 
levels and functional ovarian 

reserve (FOR)

Though we here at the CHR do not need any more 
convincing about the importance of normal androgen 
levels in female infertility,1 many colleagues, still, 
believe that female hypo-androgenism is irrelevant for 

WE ARE HIRING

Medical Biller/
Receptionist

We are seeking an additional 
medical biller receptionist with a 
professional and pleasant demeanor. 
Prior experience preferred. Good 
interpersonal skills as well as good 
communication skills are a must. Full 
time only. We offer a competitive salary 
and benefits package.

INTERESTED?
Please e-mail CV to 

Jtapper@thechr.com 
 or via 

 Fax to 212-994 4499
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female infertility. Now comes, however, an Australian 
study, demonstrating a clear positive association 
between testosterone and androstenedione levels and 
anti-Müllerian hormone (AMH) in premenopausal 
women.2 The investigators concluded that the observed 
associations between these two androgens and AMH 
levels, maintained after adjustments for age, BMI 
and smoking, “is consistent with androgens directly 
or indirectly influencing AMH production during 
follicular development.” The CHR has known this since 
2004 and reported on it for the first time in 2005.2 It 
appears time for our non-believing colleagues to 
become believers!

REFERENCES
1. Prizant et al., J Endocrinol 2014;223(3);R141-151
2. Islam et al., Clin Endocrinol 2021;95(5):752-759
3. Barad DH, Gleicher N. Fertil Steril 2005;84(3):756

And, of course, more on PGT-A 
and related issues

PGT-A has been a prominent subject in almost all issues 
of The VOICE in recent years. But in the last two issues, 
we for the first time addressed our concerns about how 
the genetic testing industry has been expanding its 
reach into reproductive medicine, unfortunately with 
the same abandonment of proper conduct as we have 
witnessed in the marketing of PGT-A. A front-page 
article in The New York Times1 that, unfortunately, did 
not get the deserved publicity in other media outlets, 
recently pointed out the same lack of prior validation 
studies of tests offered to the medical community and 
public in association with early pregnancy testing for 
chromosomal abnormalities in pregnancies via so-called 
cell-free DNA testing. Just as PGT-A leads to wasteful 
disposal or non-use of huge numbers of human embryos 
with practically normal pregnancy potential,2 the 
industry’s behavior, thus, can also lead to unnecessary 
pregnancy terminations as the article demonstrated 
based on a few identified patients. Early pregnancy 
testing of cell-free DNA in maternal blood to detect 
chromosomal-abnormal pregnancies may in some 
cases have an even higher false-positive rate than 
PGT-A testing of preimplantation-stage embryos a 
blastocyst-stage. 

We also noted in these pages before that CHR 
investigators, joined by several prominent colleagues 
in the U.S. and Israel, expressed their concerns about 
these developments in an upcoming article in one of the 
highest ranked medical journals in the world, scheduled 
to appear in print within weeks. On that occasion, we 
will delve deeper into this subject in these pages. But 

PGT-A and cell-free DNA testing in early pregnancy 
are not the only concerns we have regarding the ethical 
behavior of the genetic testing industry in reproductive 
medicine. A very significant additional concern we have 
previously expressed in these pages and in the pending 
journal article is the genetic testing industry’s active 
push into a highly experimental new area of diagnosis, 
so-called polygenic risk scoring (PRS).3 PRS regarding 
human embryos does not involve chromosomal testing 
or testing for single gene diseases but the testing in 
embryos for polygenic conditions, such as eye colors, 
special talents (sic, wanting Michael Jordan’s basketball 
talents) and certain disease risks. In adult medicine PRS 
is used to predict the risk to develop major medical 
problems at advanced ages and is still widely considered 
experimental. In human embryos, as we have noted 
before, the research done so-far is not even far enough 
developed to allow use of the term “experimental.” Yet, 
as we also reported before, several IVF centers and 
genetic laboratories in the U.S. (including in the larger 
NYC area) and elsewhere already offer PRS in clinical 
practice, a process we have described before as shameful 
and unethical.

We, therefore, were pleased when The European Society 
of Human Genetics (ESHG), as the first medical society 
in the world, had the foresight of speaking up on the 
subject of using PRS in association with IVF and, loud 
and indisputably, came down on the correct side of the 
argument by declaring “the use of polygenic risk scores 
in pre-implantation genetic testing an unproven and 
unethical practice.”4

The CHR congratulates the ESHG on the courage 
exhibited in publishing this policy statement, and can 
only hope that the ASRM and the ESHRE will, finally, 
demonstrate similar courage in reaching appropriate 
conclusions about the continuous utilization of PGT-A. 
As we have learned, Congress has already queried the 
FDA on the matter. If we, as a medical specialty, cannot 
properly guide practice, the only remaining option 
becomes government intervention. Should that happen, 
we will get what we deserve, if we do not take things 
into our own hands.

As further evidence on how behind scientific realities the 
professional organizations in the field are, the ESHRE 
just circulated to membership the preliminary draft of a 
document describing “good practice” regarding PGT-A.6 
Because of the preliminary nature of this document, 
it would be unfair to offer here a detailed criticism 
of the many misrepresentations in the document. 
Remarkably, however, like the ASRM before,7 instead 
of finally concluding that PGT-A should no longer 
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 Basic Biology 
& Embryology

Further basic science evidence for 
the importance of androgens in 

regulating ovarian gene expression

We above reported a clinical study offering additional 
evidence for the importance of androgen hormones 
in affecting functional ovarian reserve (FOR).1 We 
here wish to point out a paper we overlooked for a few 
months, even though it comes from a lab we very well 
know and a scientist we have repeatedly collaborated 
with.2 For several years, Aritro Sen, PhD was, indeed, a 
Visiting Scientist at the CHR. In collaboration with his 
previous boss, Stephen R. Hammes, MD, PhD, who 
just became President Elect of the Endocrine Society, 
Sen developed an androgen receptor (AR) knockout 
mouse model that for the first time demonstrated the 
importance of androgens for follicle maturation in small-
growing follicles.2 Coincidentally, all of this happened 
while the CHR’s Drs. Barad and Gleicher were trying to 
figure out why DHEA supplementation in women with 
“older” ovaries improved IVF outcomes.

It was the mouse work of Sen and Hammes that provided 
the clarity, further advanced by subsequent collaboration 
between the parties and publication of a series of papers 
further explaining why, and how, normal androgen 
levels are important for infertile women.

Now running his own laboratory at Michigan State 
University, Sen published a very interesting paper, again 
using an AR knockout mouse model, and demonstrating 
that ARs regulate the expression of key ovarian genes 
through modulation of H3K27me3, a gene silencing 
epigenetic mark.3 It increasingly appears that androgens 
are even more important during folliculogenesis than, 
even we here at the CHR, thought.

REFERENCES
1. Islam et al., Clin Endocrinol 2021;95(5):752-759
2. Sen A, Hammes SR. Mol Endocrinol 2010; 24(&):1393-1403
3. Roy et al., PLoS Genet 2021;17(3):e1009483

be used in association with routine IVF because such 
use represents unproven and unethical practice, 
the two leading professional societies in the world 
offer guidance how to interpret what really cannot 
be correctly interpreted, - the results of a PGT-A 
procedure. What will come next; how to interpret 
PRS?

Kudos once more to the ESHG; they deserve it!
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COVID-19 
Though it appears that we, finally, may be on the verge 
of significant normalization of life after over two years of 
Covid-19 pandemic, it is really still quite surprising how 
little, even as of this point, we know about the SARS-
CoV-2 virus and its mutations, despite an unprecedented 
onslaught of publications on the subject. Here are a few 
interesting new discoveries with general relevance:

Everybody by now, of course, already knows that 
Omicron’s sub-lineage BA.2 may have even further 
growth advantage (i.e., infectiousness) than the original 
Omicron lneage.1 Though apparently also not a more 
clinically severe virus, it may, nevertheless, prolong the 
current wave or even lead to another one.

REFERENCE
1. Nahase E. BMJ 2022;376:0263

A bodily sanctuary for the 
virus in men

A small Brazilian study so-far only published as an 
unreviewed preprint and, therefore, to be viewed with 
caution, suggested that the testes may serve as a “viral 
sanctuary” for severe infections with the SARS-
CoV-2 virus.1 The authors report that virus is found 
in more cases than previously reported and requires 
nanosensoring or RT-qPCR, with most virus found 
in macrophages and spermatogonial cells. Moreover, 
the virus remains active and detectable for prolonged 
periods after clinical recovery, suggesting the testes 
as a true “sanctuary” especially in severely sick males. 
Considering the increasing awareness of long-term 
Covid disease which by some has been attributed to 
viral persistence in the body, these findings may be 
of importance. Moreover, they, of course, may have 
significance for male fertility. 

 REFERENCE
1. Costas et al., medRxiv 2022; doi.org/10.1101/2022.02.05.22270327

Does estrogen protect from 
Covid-19?

Why Covid-19 is so much more of a mortal disease in 
men than women, has remained largely unexplained 
to this date. Now come Swedish investigators and in a 
nationwide study of postmenopausal women reported 
that postmenopausal women on estrogen replacement 
therapy demonstrated a lower mortality from Covid-19 
than un-supplemented women.1 Because this was only 
an observational study, the results must be interpreted 

with caution; but it is reasonable to assume that estrogen 
supplementation, at least in postmenopausal women, 
reduces the risk of dying from Covid-19. Higher 
estrogen levels, therefore, possibly, are also responsible 
for the generally lower mortality of women than men.
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Do mRNA anti-Covid vaccines 
increase miscarriages in the 1st 

trimesters?
All professional organizations in the world, without 
exception, recommend that women who are attempting 
pregnancy be fully vaccinated. They also agree that, 
with very few medical exceptions, all women trying 
to conceive should be vaccinated as early as possible. 
Once pregnant, these recommendations, do not 
specifically differentiate between trimesters and in 
generally recommend vaccination as soon as possible 
with the primary motivation being that Covid-19 
is a significantly more severe disease in pregnant 
than non-pregnant women. Now, however, come two 
investigators from New Zealand who question these 
widely held believes.1 Considering how many times 
during the Covid-19 pandemic authoritative scientific 
bodies have been proven wrong in their respective 
statements, this paper deserves wider recognition, 
consideration and, of course, scrutiny which, somewhat 
surprisingly, it so-far has not received.

In their article the authors target a 2021 CDC-sponsored 
study2 (an agency during the pandemic known for often 
quite inaccurate reporting) and, using the CDC data, 
come to very different conclusions about the risk of 
miscarriages if patients received mRNA-vaccines while 
already pregnant: Recalculating the risk after omitting 
some “falsely reassuring statistics,” they report for the 
patient cohort that was exposed to the vaccines before 
20 weeks gestational age a cumulative incidence of 
spontaneous abortion 7-8-times higher than reported 
in the primary CDC paper and than encountered 
typically in patient populations during the first 20 
weeks of pregnancy (P<0.001).

If correct, this reassessment of the CDC report 
would, of course, suggest that mRNA vaccines against 
Covid-19 during the first 20 weeks of gestation may 
significantly increase miscarriage risks. 

Considering the increased severity of Covid-19 
in pregnancy, this does not automatically lead to 
the conclusion that mRNA vaccines should not be 
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administered in the first 20 weeks of pregnancy. That 
risk-benefit assessment remains to be done. This 
paper from New Zealand,1 however, clearly suggests 
that vaccinations in early pregnancy may not be as 
innocuous as presented in the CDC publication,2 and 
at minimum suggests that all efforts should be made 
to convince women who are planning on pregnancy 
(which, of course, includes all infertility patients) to 
get vaccinated before conception. 
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Innate immune suppression by 
mRNA anti-Covid-19 vaccines

In a highly disturbing paper by investigators from the 
Computers Science and Artificial Intelligence Laboratory 
at MIT in Boston, MA, and other U.S. as well as 
Greece-based investigators, so-far only available as an 
unreviewed preprint (and, therefore, to be interpreted 
only with caution), the authors report several stunning 
observations and reach an even more astonishing 
conclusion.1

They in their manuscript claim to present evidence that 
the immune response to mRNA vaccines significantly 
differs from the immune response toward natural 
infection. Specifically, the immune response to the 
vaccines induces a profound impairment in type 1 
interferon signaling, which has quite diverse potential 
adverse consequences on human health, including 
links to neurodegenerative diseases, myocarditis, 
immune thrombocytopenia, Bell’s palsy, liver disease, 
impaired adaptive immunity, increased tumorigenesis 
and, ultimately, DNA damage. They. furthermore, 
present evidence from the VAERS database supportive 
of above describe hypothesis based on immune 
cells releasing into the circulation large quantities 
of exosomes containing spike protein along with 
microRNAs that induce signaling responses in recipient 
cells at distant sites.

If correct, these would be, of course, highly disturbing 
findings with potentially gravid consequences for 
the world. The observation that the human immune 
response toward natural disease differs so significantly 
from the immune response to the widely applied mRNA 
vaccines is to us, here at the CHR, not necessarily 
surprising. We internally, indeed, have been debating 
the possibility of “enhancing effects” on the immune 
system from anti-Covid-19 mRNA vaccines simply 
because of the incredible and instant infectivity of 

the Omicron variant, which appeared so out of line 
to earlier variants, raising the possibility that prior 
vaccination rounds may not necessarily have induced 
so-called enhancing antibodies as observed in other 
viral infections like Dengue and Zika virus infections,2 
but may, indeed, have adversely affected the innate 
immune system in its mostly cellular responses. Long-
term effects on our innate immune systems, as outlined 
in this paper, could, of course, have rather catastrophic 
long-term consequences. The authors, indeed, reached 
the conclusion that, “comprehensive risk/benefit 
assessment of the mRNA vaccines excludes them as 
positive contributors to public health, even in the 
context of the Covid-19 pandemic.”1
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Missing cancer cases due to 
Covid-19

A subject insufficiently covered in the medical 
literature but also in the lay press are the unintended 
consequences from how the world managed the 
Covid-19 pandemic. Though many consequences 
of school closings have recently attracted increasing 
attention, subjects like undiagnosed disease states 
because of diminished availability of diagnostic medical 
care have barely been investigated. Now come Canadian 
investigators from Ontario and investigated the impact 
of the pandemic on weekly reported cancer cases in 
the province.1 What they found was not surprising but 
is yet another reflection of the poor public health 
management of the pandemic.

The start of the pandemic brought on an immediate 
decline of 34.3% in mean cancer incidence, with 
numbers then increasing back up weekly by 1%. Largest 
declines were seen for melanoma, cervical cancer, 
endocrinological malignancies and prostate cancer. 
The authors concluded that to this day a large backlog 
of undiagnosed cancers must exist since incidence 
rates have yet to return to pre-pandemic levels.
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