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THE 
VOICE
We welcome our readers to the October issue of the VOICE, we 

hope again packed with interesting and relevant information 

for patients, colleagues and any other party interested in 

reproductive sciences and clinical infertility. October is 

Mental Health Month as well as Pregnancy and Infant Loss 

Awareness Month, both subjects of significant importance to 

many infertility patients. We, therefore, take the opportunity 

to address them this month. Considering advanced age and the 

many other preexisting conditions many of CHR’s patients must 

deal with, once they do conceive, many of their pregnancies 

must be declared “high risk pregnancies.” We, therefore, in this 

issue explain why such a designation is of importance. Also 

mostly driven by the advanced age of CHR’s patient population, 

the center’s third-party donor egg program is growing and, with 

it, the demand for good egg donors. How egg donors are chosen is 

important and, therefore, also a subject of this newsletter. 

Since we not infrequently see rejected donor candidates for 

CHR’s donor pool on other institutions’ donor lists (egg banks 

included), we know that hardly anybody is as critical in their 

respective selection processes of egg donors as CHR is. And, 

since we are already talking about egg donation, we in this 

issue of the VOICE also briefly review legal implications of 

choosing egg-donation as a next treatment option. As you will 

discover browsing through the pages of this month’s newsletter, 

there, of course, is much more but those are this month’s big 

themes, and we hope you will enjoy them. 
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What Everybody Should 
Know About Donor Eggs
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Egg donation is almost as old as IVF itself and 
numbers of donor egg cycles are still expanding 
all over the world at record pace, maybe at 
times at even too quick a pace. These pages 
have in the past repeatedly pointed out that the 
CHR differs in the approach to egg donation 
from most other IVF centers, in that the CHR 
does not use age cut-offs by which time 
patients are, more or less automatically, forced 
into egg-donation.  From nationally reported 
IVF data, it becomes clearly  

apparent that only very few IVF centers offer 
woman above ages 42-43 the chance to still try 
conception with own (autologous) eggs.  CHR is 
one of those centers because we do not feel 
qualified to tell patients how to live their lives. 
We, however, are extremely well qualified in 
presenting to patients all their options, with 
either better or poorer outcome probabilities. It 
then is up to them to decide which option they 
prefer. The CHR’s staff will do its upmost to 
make them successful, whatever their choice.

WH E N  I S  IT  TI M E  T O  C ON SI DE R  
D ONOR  E G G S ?
Which raises the questions when a patient 
should start considering the use of third-party 
egg donors? The answer to this question is not 
as simple as it may appear on first impression 
because it may depend more on economic and 
social considerations than clinical decision 
making. Paradoxically, the decision is the easiest 
when it is overwhelmingly clear that a woman 
has no longer any chances with use of her own 
eggs because communicating this kind of a 
message is then straight forward and easily 
understood. The process, however, becomes 
much more complex when the overall 
assessment of a patient’s chances suggests that 
there may be still a small chance of success. To 
communicate such a message is more complex, 
especially if one does not wish to be perceived 
as overpromising what then very likely may not 
be achievable. To look for the perfect timing 
for the move from autologous to donor 
oocytes is, therefore, futile, since such a 
moment does not exist.
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That moment is also not reached just because a 
treating physician feels this way. The likely 
closest point to perfect timing is when, for 
whatever reasons, the patient reaches the 
conclusion that going for egg-donation, likely, 
represents her only chance of ever 
experiencing motherhood. And only the patient 
can judge when this point in time has arrived 
because, only she, knows how she feels about 
giving up on genetic motherhood. Only she can 
weigh how long her fertility journey has been, 
how badly budgets were stressed or even 
exceeded in the process, how much a role her 
advancing age might be playing, and many 
more highly personal considerations. Therefore, 
only the patient can make the decision when (if 
ever) the time appears right! Patients at CHR, 
therefore, will never hear, “you must do ...”, or 
“your only chance is ...”. 



C HO O SI NG  AN  E G G  D ONOR  
Since “everything starts with the egg,” to 
quote a popular book by Rebecca Fett on 
fertility for the lay public,¹ everything also 
starts with selection of an egg donor. 
We cannot emphasize enough how much 
importance the CHR assigns to patients 
selecting an egg donor they really like.  
This is important because one never knows 
what live brings: if God forbid, a child 
conceived through egg donation, falls 
seriously sick, a first association a mother 
may make is that this may be “inherited” 
from the egg donor. Though, considering 
how carefully donors and their families are 
screened, such associations are highly 
unlikely, but because we have seen them, 
we do not want any of our donor-
parents ever having to second-guess 
their donor selection. The CHR, therefor, 
always recommends to patients that they 
do not commit to a donor, unless they 
really like her.  
 
Because of existence of commercial frozen 
egg banks and, therefore, greatly 
expanded donor choices, choosing egg 
donors has become much easier, in many 
ways more convenient and, at least 
claimed by some, also less costly (though 
we are not at all convinced about the 
latter). Quite some time ago, a decision 
was reached here at the CHR that selling 
donor eggs should not become a profit 
center but that purchase funds be fairly 
distributed between an effort of keeping 
egg-costs down and, still, offering egg-
donors the likely most competitive 
payment schedule in the field. 

In practical terms this means that CHR’s in-
house donor oocytes (whether fresh or 
frozen) are likely less expensive than at 
most other IVF centers, donor agencies 
and/or commercial donor egg banks but, at 
the same time, offer the best-paid donors. 
But costs are probably one of the less 
important considerations in choosing egg 
donors. Much more important is how an 
organization that offers egg donors and/or 
their already frozen eggs, selects those 
donors. Choosing an egg donor often also 
means choosing a fresh donor-egg cycle or 
choosing the use of already frozen eggs, 
discussed further below.  
The CHR offers both: we, indeed, have started 
expanding our pool of fresh egg-donors and 
are in parallel also expanding our frozen 
donor egg collection. The principal reason for 
maintaining our own egg donor pool is that this 
way, we can guarantee the donor selection 
process. While we have no reason to doubt 
donor selection by commercial agencies and 
frozen commercial egg banks, we, still, trust our 
selection process more and, therefore, suggest to 
our patients to, first, look at our pool. But, since a 
single center can never compete with the much 
larger choice of multiple frozen donor banks, we 
encourage their use by our patients if they have 
not been able to find what they were looking for 
in the CHR’s pool. To get full access to CHR’s 
donor pool, you must be a CHR patient.   
 
REFERENCE 
1.     Fett R. It starts with the egg. https://www.audible.com/pd/It-Starts-with-the-
EggAudiobook/B07PPS5J6Tsource_code=GO1DH13310082090P1&ds_rl=1262685&ds_rl=12635

 

HOW  C H R  S C R E E N S  E G G  D ONOR S
This is where the CHR once again excels in 
a four-prong selection process, starting 
with a highly detailed questionnaire every 
applicant must complete, a face-to-face 
staff interview with a nurse-coordinator, a 
face-to-face interview with a physician and, 
finally, ending with a blood-testing round.  

The end-product of this rather harsh selection 
process is that the CHR on average selects only 
ca. 3-4% of applicants for its donor pool. And 
since by CHR rejected donors not infrequently 
turn up in other organizations’ donor pools, CHR’s 
selection process is likely second to none in 
attention to detail and verification of donor 
representations via quadruple screening steps.  

4



WHY  C H R  PAY S  E G G  D ONOR S  
H IG H E R  FE E S
Somebody very astutely once said, “there ae no 
bargains in the world,” and this, of course, also 
applies to egg donors and their eggs. When the 
ASRM caved in court and withdrew its guidance to 
IVF centers regarding payments to egg donors,¹ 
the buying and selling of eggs became a formal 
marketplace, with donors competing based on the 
typical criteria of a marketplace, - quality and 
price. Suddenly, donors were advertised (or 
advertised themselves) as “premium-donors,” 
meaning that, based on certain criteria they were 
qualified to charge higher fees for their eggs (i.e., 
Ivy League graduates, beauty queens, donors who 
already contributed to successful pregnancies, 
etc.). In such a commercial marketplace one must 
compete if one desires to attract only the best 
donors and the CHR, therefore, decided to do 
exactly that.  The CHR, consequently, established 
one of the most detailed and onerous application 
processes for potential egg-donors and, ultimately, 
accepts probably the lowest percentage of 
applicants (historically 3-4%).  

But once accepted, the CHR offers those donors 
also, likely, the highest fees; - i.e., the most 
generous earning powers if they, indeed, are the 
excellent donor candidates their applications 
suggest. While most IVF centers in big cities work 
with an $8,000 ceiling (egg banks usually pay 
only around $5,000-6,000), “premium donors” at 
the CHR who produce good egg numbers 
often can earn as much as $14,000 to even 
$16,000 per donation. And yet, still, donor egg 
cycles at the CHR are less costly than at many 
other IVF centers because the CHR does not 
profit from the sale of eggs but, in principle, just 
serves as a conduit between recipient and donor 
to keep the identity of both parties confidential. 
Like in many other areas of practice, the CHR, 
therefore, prioritizes in the egg-donor 
selection process quality over everything else. 
 
REFERENCE 
1.     Vaughn R. Class action settlement ends price guidelines for egg donor fees. 
International Fertility Law Group, February 11, 2016. 

https://www.iflg.net/settlement-ends-price-guidelines-for-egg-donor-fees/ 
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FR E SH  OR  FRO Z E N  D ONOR  E G G S ?  
Unfortunately frequently misrepresented by the 
egg-banking industry, factual U.S. national 
data suggest that fresh donor eggs offer a 
ca. 10-11% better pregnancy rate than frozen 
donor eggs; yet national data also suggest 
that, mostly because of the convenience of 
frozen donor egg banks, frozen donor egg 
cycles have already overtaken fresh donor egg 
cycles in numbers.¹ An additional reason for this 
development is, likely, that increasing numbers 
of IVF centers no longer maintain their own 
egg donor pools. With more and more 
commercial donor egg banks coming to market, 
it is much simpler and less expensive for IVF 
centers to use frozen thawed in place of fresh 
oocytes. By doing so, they, however, also turn 
over donor selection to commercial donor 
egg banks, a step the CHR is not ready to 
take. Individual centers, however, can never 
compete with the large choice of donors, 
commercial egg banks can offer.  
 

At CHR we, therefore, usually recommend to our 
patients that, as a first step, they look at the 
center’s quite substantial pool of fresh egg 
donors. Though it involves the same donors, the 
CHR’s frozen egg pool is smaller but often also 
offers excellent opportunities for a good donor 
selection. But, if patients have not found what 
they are looking for in the centers two donor 
pools and are in a rush to find an egg donor 
they like (and most patients are), we often refer 
them to commercial egg banks we have had 
satisfactory experiences with.  One additional 
point, however, must be made: Frozen donor 
eggs, of course, make fresh embryo transfers, 
without first freezing eggs, impossible. 
Patients who want the benefit of not having to 
freeze their eggs even once, therefore, must go 
through a fresh donor recipient cycle, where 
patients select the donor who will go through a 
fresh retrieval cycle, with the recipient getting 
first call on this donor’s eggs. 
  
REFERENCES 

1.     Peyser A, et al. J. Assist. Reprod. Genet 2021;doi: 10.1007/s10815-021-02262-6 



L E G AL  I S S UE S  T O  BE  AWAR E  OF
Probably somewhat surprising, legally the 
egg-donation process is not very complex 
in comparison to, for example, utilization of 
a gestational carrier (surrogate). There 
are several reasons: First, states do not have 
special egg-donation laws; but many do 
have special surrogacy laws, which can 
significantly differ. Second, in egg donation 
there is no need for contractual agreements 
between donor and recipient, as there is 
between patient and surrogate. Indeed, 
such contracts are not possible because 
they would defeat the usual anonymity of 
the process. Egg donation only requires that 
donor and recipient sign so-called informed 
consents at the fertility center where the 
IVF cycle takes place.  

Though these informed consents frequently vary 
between IVF centers, they at their cores are very 
similar and usually based on standard consents 
published by the ASRM.  Though the CHR 
usually recommends that patients sign informed 
consents only after careful study, and if issues 
remain unclear, obtain their own legal advice.  
At least in the U.S., the consent process 
regarding third-party egg donation can be 
considered routine. What all donor consents in 
principle come down to is: (i) Security for the 
donor through the consent the recipient signs 
that the egg-donor will have no responsibilities 
for what happens with her eggs, i.e., if a child 
results, she will have no parental and/or other 
legal obligations regarding this child; (ii) The 
recipient couple, on the other hand, will be 
assured through the consent the donor signs 
that the donor will have no rights of parenthood 
and/or any other legal right over any child born 
from one of her donated eggs. 

www.donors.centerforhumanreprod.com
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Meet Norbert Gleicher, MD
Norbert Gleicher, MD founded the Center for 
Human Reproduction (CHR) in 1981. A�er he 
completed his residency and fellowship in 
immunology at the Mount Sinai School of 
Medicine in New York, he held top academic 
and administrative positions in academic 
institutions in New York and Chicago, always 
simultaneously pursuing clinical care and 
research, Dr. Gleicher has published hundreds 
of peer-reviewed medical journal articles, 
abstracts and book chapters, in addition to 
editing textbooks that are now regarded as 
classics. For a complete biography of Dr. 
Gleicher, please email us at social@thechr.com.



PATIENT TESTIMONIAL

WANT TO SUBMIT YOUR STORY? email us at 
social@thechr.com

After failing multiple stimulation cycles at another clinic, and repeatedly being told that my only 
hope was to use donor eggs, I felt helpless and defeated. This heartache encouraged me to do my 
own research and find the Center for Human Reproduction (CHR). The extraordinary amount of 
information and videos online made me realize I was in the right place, and my second opinion 
from Dr. Gleicher came a few weeks after. I was extremely pleased by his in-depth evaluation and 
how he explained everything to us. Not long after we started treatment with Dr. Gleicher and Dr. 
Barad, I had a wonderful feeling in my heart telling me my miracle was about to happen. 
  
After multiple trips from Chicago to New York and back, and dealing with the Covid-19 pandemic, 
on April 9th 2021, I was holding my beautiful and perfect baby girl! 
 
Everything at CHR was amazing, from the clerks, the nurses, the doctors; everyone made me feel 
comfortable, and not like just “another number”. Maria, my nurse was so caring and 
compassionate, she always found the right words to comfort me. Dr. Barad’s bedside manners are 
one of a kind. 
 
Dr. Gleicher and Dr. Barad were honest but optimistic and explained every step of the treatment. I 
will be forever grateful to them and the entire CHR team for believing in me. 
 
God only knows how many times my heart would be broken during this fertility journey, only to be 
forever healed by our miracle baby girl. 
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WE ARE HIRING!
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. 
 
 

Reproductive 
Endocrinologist

We are seeking an additional 
medical biller receptionist 
with 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. 

Medical Biller/ 
Receptionist

We, a strongly academically oriented 
internationally renowned fertility 
center with international clientele in 
NYC (Manhattan) are seeking am 
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 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.   
 

                            
 IVF Nurse 
Coordinator 

INTERESTED? 

Please e-mail CV to 

Jtapper@thechr.com  

 or via  

 Fax to 212-994 4499

Advertisement



WHAT DOES MENTAL HEALTH 
HAVE TO DO WITH IVF? 
Since it is Mental Health Awareness Month, it 
appears time to share some basic thoughts about 
mental health in association with IVF (and other 
infertility treatments). Like in any other medical 
practice area, mental health is of great clinical as well 
as legal importance because decompensation can, 
and often does, interfere with treatments, including 
fertility treatments and, certainly, with 
uncomplicated progression of pregnancy. 
Unfortunately, the medical literature on the subject is 
only quite sparse.¹ A few ground rules, however, 
apply: Whether during fertility treatments or already 
in early pregnancy, treatments should always be 
proactive. Mental decompensation during treatments 
or during pregnancy are almost always associated 
with more risks than the treatments for preventing 
those risks. Legally, mental health is important 
because informed consents can only be obtained 
from mentally competent individuals. 
 
The CHR’s recommendation for patients with anxiety, 
depression, or other mental disorders, therefore, 
always is to start or stay on medications rather than 
take the chance of mentally decompensating. 
Medication choice is, of course, of great importance 
because psychotropic drugs may affect the brain of 
fetuses. In most cases drugs with minor risks are, 
however, available, and risk-benefit consideration 
clearly favor their use over a psychiatric crisis in the 
middle of treatments or pregnancy. 
 
A recent review of psychosocial interventions on 
infertility found only inconsistent data² and proactive 
administration of medications, therefore, must be 
considered the treatment of choice if patients appear 
at risk for decompensation with stress of infertility 
treatments and/or pregnancy. Pharmacologic 
psychiatry has evolved as a very useful subspecialty 
for women trying to conceive because practitioners 
in this specialty are usually well trained in selecting 
least-risky medications for offspring. Not all women 
with mental health problems, of course, require 
medications. Many remain stable with only 
counseling, and some have learned to self-manage 
well when to initiate treatments. The perinatal period 
reaching into the postpartum period is an especially 
high-risk period for depression, bipolar and anxiety 
disorders.¹ 
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One additional point must be made: With the relatively 
recent discovery of an intracranial immune system 
(for the longest time, the brain was believed to have no 
immune system), it has become apparent that 
immunological pathologies seen in other parts of the 
body can also be found in the brain. In parallel, 
increasing evidence has been accumulating that, at 
least some psychiatric diseases, may have an 
autoimmune etiology.³ Though to this point not 
confirmed, the observation that depression and 
bipolar conditions tend to flair postpartum and/or for 
the first time present as so-called postpartum 
depression or “postpartum blues,” strongly supports 
this hypothesis since initial postpartum disease 
manifestations and/or postpartum flairs are 
classical presentations of all autoimmune diseases. A 
recent study quantitated by how much mental health 
conditions increase severe maternal morbidity during 
pregnancy and at what cost.⁴ In women with 
psychiatric diseases, pregnancy, therefore, does not 
end with delivery; but these women must be carefully 
followed into the postpartum period for up to five 
months. Because of the need to follow many women 
closely into the postpartum period, the first three 
months following birth are now, indeed, increasingly 
described as the “4th trimester of pregnancy.”  
 
REFERENCES 
1.     Betcher HK and Wisner KL. J Womens Health (Larchmt(. 
2020;29(3):310-3 
2.     Koumpareou M, et al., Psychiatriki 2021;32(3):232-240 
3.     Gleicher N. Postpartum depression, an autoimmune disease? 
Autoimmune Rev 2007. PMID 17854751 
4.     Brown CC, et al. Health Affairs 2021;40(10); 
https://doi.org/10.1377/hlthaff.2021.00759zukaetal., Nutrition 2021; 
 
 
 
 
 
  



IN INFERTILITY PRACTICE, 
LOSING A PREGNANCY IS AN 
ESPECIALLY SIGNIFICANT LOSS! 
 
 

Approximately 15% of clinical 
pregnancies are lost as 
“miscarriages” of one kind or 
the other. What, however, was 
not known until IVF came into 
being is that roughly the same 
number of pregnancies are lost 
even before they are diagnosed 
to exist. Such very early 
pregnancy losses are called 
“chemical pregnancies.” They 
were discovered because 
pregnancy tests are obtained 
early in IVF cycles; therefore, 
also the name, chemical 
pregnancies, because these 
very early pregnancies are only 
diagnosed “chemically” and are 
never seen by ultrasound. 10

If one separates things out by 
age, one furthermore 
discovers that young women 
under the age of 30 years, 
demonstrate below average 
pregnancy loss, while in older 
women the miscarriage risk 
can be as high as 50% or 
even higher and is 
especially high in women 
with infertility who often 
may have more than one 
reason why they miscarry. 
Pregnancy loss is, therefore, a 
significant problem in 
infertility patients.

Quite astonishingly, 
approximately one third of 
embryos that do implant 
into a woman’s uterus, thus, 
never make it into becoming 
an ongoing pregnancy. 
Human reproduction is, 
therefore, not only “stingy” (in 
scientific terminology 
“ine�cient”) in how often 
pregnancy occurs and how 
rare multiple pregnancies are, 
but also in how large the 
wastage of already 
established pregnancies is. 
And this wastage is not static 
because above noted rates of 
loss are averages, including 
all ages.
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This month is not only Mental 
Health Awareness Month as 
previously already pointed out in 
this issue of the VOICE, but also 
Pregnancy and Infant Loss 
Awareness Month. It, therefore, this 
month also appears appropriate to 
briefly address in these pages 
pregnancy loss.  
Once again considering space 
limits, we want to concentrate on 
only a few basic issues: When 
something happens in 15% of all 
cases in medicine, it is so frequent 
that such an even cannot really be 
considered “abnormal.” 
Consequently, if a woman has a  
first miscarriage, the event is not 
considered worthwhile an 
investigation and patients are 
usually advised that it was just 
“bad luck” and likely, will not 
repeat itself.  
 
This is, indeed, the right advice for 
most women but we do not 
consider it the correct advice for 
everybody. In a general population 
where the risk is 15% it, indeed, does 
not make sense to initiate an 
expensive diagnostic work-up on 
everybody who experiences a 
pregnancy loss; but as noted before, 
general populations have sub-
populations with higher risks, such 
as women with infertility, women 
with autoimmune diseases or 
older women and, of course, women 
for whom it is not the first 
miscarriage but the second or even 
third, so-called repeat or habitual 
aborters. At the CHR we have a 
saying that, “we do not have to 
wait for something bad to 
happen, we know how to 
anticipate.” If we act proactively, 
we may not only prevent a second 
event but may even be able to 
prevent first events from 
happening. 

Nowhere is this concept, we 
feel, more important than in 
association with miscarriage 
risk because the CHR takes 
every pregnancy loss very 
seriously. We fully understand 
that experiencing a miscarriage 
as an infertility patient is often 
more heartbreaking than failing 
to conceive. We, therefore, often 
on purpose in advance may 
overtreat a rather than having to 
try to catch up from behind, 
when it frequently is already too 
late to save a pregnancy. 
  
But not every pregnancy 
deserves to be saved. For the 
longest time, miscarriages in a 
large majority were believed to 
be caused by chromosomal 
abnormalities. Nobody, of course, 
wants to save chromosomal truly 
abnormal pregnancies. But in 
recent years it has become 
apparent that not more than ca. 
50% of all miscarriages are, 
likely, caused by chromosomal 
abnormalities. And why is that 
important? Because we, of course, 
cannot fix chromosomal 
abnormalities; but other causes 
of miscarriages often do have 
successful treatments.  
What causes a miscarriage, 
therefore, matters considerably, 
and being proactive, 
consequently, matters here 
maybe even more; Assume, a 
patient has an autoimmune 
disease or even only a first-
degree relative of a patients has 
an autoimmune disease (which 
statistically gives the patient an 
at least 40% likelihood of having 
abnormal autoimmune findings in 
blood), why would one wait until 
she has one or more miscarriages 
before intervening? 
 

Considering the center’s 
patient population, the CHR, 
therefore, does not follow 
textbook recommendations 
most general gynecologists 
routinely follow as to when a 
patient should undergo a so-
called miscarriage work-up 
(that recommendation states 
after 3 consecutive 
miscarriages in the 1st 
trimester or 2 miscarriages if 
one of them involves the 2nd 
trimester). CHR, in contrast, 
initiates a work-up whenever a 
patient’s past medical history 
suggests she may have an 
increased miscarriage risk, 
whether she already had a 
miscarriage or not.  
 
One final important point: 
Once a miscarriage occurs it, 
of course, is important to 
understand what caused it. 
Not every miscarriage will 
give us a final answer but 
what we are really trying to 
find out is whether the 
miscarriage was caused by a 
chromosomal abnormality or 
not.  
  
To be able to differentiate 
between those two options, 
the products of conception 
must be tested for 
chromosomal defects. If none 
can be found that usual 
means that the miscarriage 
had other causes.  
  
In such a case, that underlying 
cause then, of course, must be 
identified and, if possible, 
treated. 
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If the analysis shows a 
chromosomal defect, one in 
most cases can assume this 
chromosomal abnormality to 
be the cause of the 
miscarriage, though certain 
exceptions apply. 
 
 H I G H - R I S K  P R E G NA N C I E S  –   
A N D  H OW  W E  C A N  H E L P
The NICHD (National 
Institute of Child Health and 
Human Development) 
defines a high-risk 
pregnancy, “as one that 
threatens health and/or 
life of mother or fetus.”¹ 
Based on this definition and 
the age of the CHR’s 
patients, almost every 
pregnancy established at the 
CHR must be considered a 
high-risk pregnancy. With 
that comes significant 
additional responsibility at 
several levels: 
 
(i) Since pregnancy is a 
stress test on every organ in 
a pregnant woman’s body, 
patients must be more 
carefully evaluated than 
other patients before even 
attempting pregnancy, - to 
confirm that they, 
physically and mentally, 
are still vigorous enough to 
withstand the stresses of 
pregnancy.  
 
 
 

Every pregnancy is so 
exceptionably “valuable,” the 
CHR’s staff mourns every 
pregnancy loss with patient 
and family. 
 
 
 

Losing pregnancies in 
infertility practice is not only 
di�cult for patients; Once 
more considering the CHR’s 
uniquely di�cult to treat 
patient population.

(iv) If patients have distinct 
medical problems, the CHR 
usually advises that patients 
in addition choose to deliver 
in a hospital where specialists 
in the areas of their medical 
problems already know them. 
Once again, the concept 
behind trying to have a 
unified medical provider 
team at one hospital is to be 
proactive and anticipatory. 
Hopefully, such high-risk 
services will never be needed; 
but should they become 
necessary, everybody will be 
ready. 
 
(v) The same thinking also 
applies when CHR requires 
that high-risk patients have a 
so-called preconception 
consultation prior to 
conception with a 
perinatologist in the hospital 
where they intend to deliver. 
This way patients are 
guaranteed instant continuity 
of care and perinatologists 
are forewarned by knowing 
the patients in advance. 
 
 

(ii) Once evaluated, patients 
must be properly consented, 
which includes detailed 
informed consents including 
the risks they may be exposed 
to. The discovery of medical 
problems does not necessarily 
disqualify women from 
carrying a pregnancy; but, as 
elsewhere in this month’s 
newsletter discussed in 
connections with psychiatric 
problems and miscarriages, 
the intent is always to be 
ahead of the game rather 
than running after an 
already from the station 
departing train. In other 
words, obstetricians do not like 
surprises in pregnancy; they 
like to be forewarned. 
 
(iii) High-risk patients should 
be delivering in so-called 
tertiary care hospitals which 
have level III NICUs 
(neonatal ICUs) and sta�ng 
with qualified perinatologists 
for maternal high-risk care 
and qualified neonatologist 
for high-risk care of the 
newborn. 
 



(vi) There is an issue, 
likely, because of the 
often extremely 
advanced ages of CHR’s 
patients, fairly exclusive 
to the CHR and only 
rarely encountered by 
other fertility centers: 
After several of CHR’s 
patients after 
conception, because of 
their advanced ages, 
had di�culties finding 
obstetricians who were 
willing to take them on 
for obstetrical care, 
CHR in women of really 
advanced ages, now 
makes sure they have a 
potential obstetrician 
even before achieving 
pregnancy. 
 
 
 
 
 
 

(vii) Finally, it is important to 
note that the CHR has a 
decades-long reputation for 
special expertise when it comes 
to medical problems in 
pregnancy, mostly based on 
that, before IVF arrived on the 
scene, CHR’s medical Director 
and Chief Scientist, Norbert 
Gleicher, MD, considered the 
management of medical 
problems in pregnancy his 
primary subspecialty area. He 
in those years also was the 
editor-in-chief of what by many 
to these days is called the 
“bible” of managing medical 
problems in pregnancy, a 
textbook almost as thick as the 
bible, called “Principles and 
Practice of Medical Therapy in 
Pregnancy,” originally in its first 
edition published in the 1980s 
and still available at Amazon.² 
 
 
 
 
 
 

At a time when medical care is 
unfortunately more and more 
fractured into specialty areas, 
CHR, likely more than most 
other fertility centers, has 
been placing special emphasis 
on patients experiencing a 
smooth transition from fertility 
care at CHR into high-risk 
obstetrical care, wherever it 
may be in the U.S., Canada, or 
the world. Every pregnant 
patient leaves the CHR with a 
detailed sign-out letter to their 
obstetrical provider that 
clearly states that the CHR’s 
staff remains available for 
consultations by patients or 
their physicians free-of-charge 
until delivery.   
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THE CHR IN THE NEWS
When the ESHRE (European Society for Human 
Reproduction and Embryology) recently published 
the new impact factors for the society’s medical 
journals, it also published for each journal the most 
cited papers in recent years. And guess who the 
authors were of the most cited paper (#1) in Human 
Reproduction Open? Yes, it was a paper by CHR 
investigators (see below).1   
 
REFERENCE 
1.     https://academic.oup.com/eshre/pages/highly_cited 
 
 
 
Worldwide decline of IVF birth 
rates and its probable causes 
N Gleicher,  V A Kushnir,  D H Barad’ 
Human Reproduction Open, Volume 2019, Issue 
3,2019,hoz017,https://doi.org/10.1093/hropen/hoz017 
  

Abstract 

With steadily improving pregnancy and live birth rates, 
IVF over approximately the first two and a half decades 
evolved into a highly successful treatment for female and 
male infertility, reaching peak live birth rates by 2001–
2002. Plateauing rates, thereafter, actually started 
declining in most regions of the world.  

We here report worldwide IVF live birth rates between 
2004 and 2016, defined as live births per fresh IVF/ICSI 
cycle started, and how the introduction of certain practice 
add-ons in timing was associated with changes in these 
live birth rates. We also attempted to define how rapid 
worldwide ‘industrialization’ (transition from a private 
practice model to an investor-driven industry) and 
‘commoditization’ in IVF practice (primary competitive 
emphasis on revenue rather than IVF outcomes) affected 
IVF outcomes. The data presented here are based on 
published regional registry data from governments and/or 
specialty societies, covering the USA, Canada, the UK, 
Australia/New Zealand (combined), Latin America (as a 
block) and Japan. Changes in live birth rates were 
associated with introduction of new IVF practices, 
including mild stimulation, elective single embryo transfer 
(eSET), PGS (now renamed preimplantation genetic 
testing for aneuploidy), all-freeze cycles and embryo 
banking. Profound negative associations were observed 
with mild stimulation, extended embryo culture to 
blastocyst and eSET in Japan, Australia/New Zealand and 
Canada but to milder degrees also elsewhere. Effects of 
‘industrialization’ suggested rising utilization of add-ons 
(‘commoditization’), increased IVF costs, reduced live 
birth rates and poorer patient satisfaction. Over the past 
decade and a half, IVF, therefore, has increasingly 
disappointed outcome expectations. Remarkably, neither 
the profession nor the public have paid attention to this 
development which, therefore, also has gone unexplained. 
It now urgently calls for evidence-based explanations. 
 

Relevant news in clinical 
reproductive medicine 

 Metformin, the “wonder drug” 
There are not many medications one can describe as 
“wonder-drugs;” but there is aspirin and then there is 
metformin, with the latter seemingly gaining on the 
decades-long leader aspirin. Widely used as a first-line 
diabetes drug, metformin in recent years has also gained 
significant attention as an anti-inflammatory and anti-aging 
drug. Now investigators from South Africa and Australia 
reported a clinical trial of extended-release metformin in 
pregnant women with early preeclampsia (<32 weeks), a 
still only poorly understood condition of usually third-
trimester pregnancies,¹ by many considered an 
immunological condition akin to rejection mechanisms 
observed in rejections of solid organ transplants (Pan 
African Clinical Trial Registry PACTR201608001752102), 
in which metformin significantly extended the length of 
pregnancy by 7.6-11.5 days in comparison to placebo, 
depending on mode of analysis. Even stronger evidence for 
the positive effects of metformin were the neonatal 
outcomes, with babies in the metformin arm being 110gms 
heavier and spending one-third time less in the NICU. 
These findings not only open new treatment options for 
preeclampsia but also expanding on potentially still 
unknown effects metformin may have on the immune 
system. No wonder so many physicians are taking 
metformin as an anti-aging drug! 
 
REFERENCE 
1. Cluvert et al., BMJ. 2021;374�n2103 
 

A new option to battle inflammation 
Because inflammation fosters a hyperactive immune system 
and hyperactive immune systems have been associated with 
implantation failure and increased miscarriage as well as 
increased premature delivery risks,¹ fertility practice does 
not like inflammation. So-called anti-inflammatory diets 
(gluten-, dairy- and sugar-free) have for some time been 
alleged to exert beneficially effects on clinical symptoms in 
women with endometriosis² and, as recently reported, also 
on their premature delivery rates.¹ U.S. investigators offer 
further evidence in Cell that gut-microbiota-targeted 
diets modulate human immune status.³ More specifically, 
they argued that diet modulates the gut microbiome, which 
in turn impacts the immune system. In their study they 
further demonstrate how two dietary interventions, plant-
based fiber and fermented foods influence the human 
microbiome and immune system in healthy adults. 
Especially fermented foods appear valuable in countering 
the decreased microbiome and increased inflammation 
these days so pervasive in industrialized society. Time to 
increase our kimchi-intake! 
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But not all diets are good for  
 fertility and pregnancy 
The Keto diet has gained in popularity in recent years, and 
we see considerable numbers of patients on these diets when 
they initiate infertility treatments and/or are already 
pregnant. Until recently, we were unclear how to advise 
them. Now U.S. investigators published a review article after 
searching the literature for risks and benefits of ketogenic 
(low in carbohydrates, modest in protein and high in fat) 
diets, including in pregnancy.¹ The author’s conclusions were 
not very favorable: Ketogenic diets apparently may increase 
risk of certain birth defects (especially neural tube defects 
and not mitigated by folate supplementation) and of 
gestational diabetes. We, therefore, would caution from 
pursuing such a diet while conceiving or during pregnancy. 
 
REFERENCE 
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What you smoke before pregnancy will 
affect your pregnancy and offspring 
A quite remarkable study by British and Australian 
investigators, recently published in Scientific Reports, 
expanded on increasing evidence that life-course origins of 
health and development begin already before conception, 
driven by both parents.¹ Using a rather sophisticated study 
design, the authors investigated the effects of cannabis and 
tobacco use prior to pregnancy on offspring birth outcomes 
over a 20-year integrational prospective cohort. Here is what 
they found: Regarding preconception parents (maternal and 
paternal) and extremely carefully adjusting for multiple co-
variables, daily cannabis usage at ages 15-17 was associated 
with a 6-fold increase in odds of their offspring having 
preterm births and low birth weight, with adjustments 
including adjustment for concurrent tobacco use. This 
association was not found with cannabis use at older ages 
and no association at any age was found with tobacco use. 
The very loud lesson from this study is, don’t let your 
children get close to cannabis until at least age 17. 
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Further confirmation how  
inadequate practice guidelines  
are when it comes to PCOS 
The CHR’s investigators interested in the PCOS (Polycystic 
Ovary Syndrome) have now for years argued that, unless 
the condition is redefined away from currently still 
maintained classifications into phenotypes A through D, 
there will never be progress made in understanding this 
highly important condition. Now British investigators, in a 
more polite and politically more correct verbiage, basically 
reached the same conclusion after a systematic review and 
quality assessment study of clinical practice guidelines 
(CPGs) regarding diagnosis and management of PCOS.¹  
  
 We are quoting their conclusions: “Current CPGs .... vary in 
their scope and methodological quality which may hinder 
evidence translation into clinical practice.” In short, “garbage 
in, garbage out,” as an old IBM dictum used to state.  
 
 
 

Here at CHR research concluded that, in principle, only two 
PCOS phenotypes exist (though as small number of women 
with mixed phenotypes between those two exist): A 
phenotype genomic defined by livelong hyperandrogenism, 
high AMH, high BMI, anovulation and metabolic syndrome 
(i.e., the metabolic phenotype) and a second phenotype 
genomic defined by hyperandrogenism only up to 
approximately age 25 which by age 35 has turned into hypo-
androgenism of adrenal origin, though also demonstrates 
high AMH but with lean BMI, usually is ovulatory and 
characterized by a hyperactive immune system (the 
immunologic phenotype). Both phenotypes, therefore, 
share only lifelong elevated AMH and hyperandrogenism 
at young ages only. 
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Confirmation for association between 
thyroid autoimmunity and premature 
ovarian aging (POA) 
Despite substantial published data supporting an association 
between thyroid autoimmunity and occurrence of POA, 
including studies performed by CHR investigators decades 
ago, the subject has remained controversial. Now 
investigators from Taiwan published an island wide study of 
health Insurance data that strongly reaffirmed the 
association and indeed, also reaffirmed a strong association 
with primary ovarian insufficiency (POI), the end stage of 
POA, when women are in early menopause.¹ The authors 
correctly conclude that women with thyroid autoimmunity, 
even if still demonstrating normal ovarian reserve, therefore 
must be prospectively carefully followed with regular ovarian 
reserve assessments. We, however, would go even further: 
Thyroid autoimmunity is the most frequent expression of 
autoimmunity in women of reproductive age; it, however, 
is by no means the only one. Any expression of 
autoimmunity is associated with increased risk of POA 
and POI² and, therefore, must result in the kind of 
prospective diagnostic surveillance the authors correctly 
recommended for women with thyroid autoimmunity.³ 
 
 
 
 
 
 
 
 

Generally unknown facts about POI, 
also known as “premature menopause” 
Early menopause has been for decades recognized as a risk 
factor for developing arteriosclerotic cardiovascular
disease.¹ Now it turns out that the risk may not be as 
significant as has been assumed. In a 10-year cohort study, 
Chicago investigators were unable to find an improvement in 
risk prediction when they added POI into a risk prediction 
model, even though, independently, the association remained 
intact. A very interesting and unexpected finding of the study 
that received rather limited attention was the observation 
that POI was almost twice as common in women of 
African descent than in Caucasian women.² 
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Infertility is not the only medical field 
where the value of genetic screening 
tests and liquid biopsies is questioned 
Readers of the VOICE are, of course, aware that the CHR is 
not enamored with chromosomal testing of embryos, 
whether through embryo biopsy at blastocyst-stage or via 
liquid biopsy of spent media.¹ Now a recent commentary in 
the prestigious medical journal Nature Medicine from U.S. 
investigators raises serious questions about cancer 
screening with germline genetic sequencing and liquid biopsy 
in detecting cancer.² They make two important principal 
points: (i) Current evidence that these technologies reduce 
the burden of cancer mortality is insufficient; and (ii) 
Development of such evidence will require clinical trials 
addressing this endpoint. All of this, of course, sounds very 
familiar since, unlike our oncology colleagues, the infertility 
field has now already for over two decades been exposed 
to considerable amounts of irrelevant and often outright 
false “advice” from the genetic testing industry, always 
out to promote unvalidated new molecular genetic 
testing.  
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Is acetaminophen (Tylenol) as safe in 
pregnancy as we have been assuming? 
If there is a medication considered safe in pregnancy, then it is 
Tylenol (acetaminophen). Now a consensus statement of 91 
scientists, clinicians, and public health professionals from all over 
the world raises, however, serious questions about this 
mainstay of pain and fever treatment in pregnancy.¹ The 
statement suggests that perinatal exposure to the drug may alter 
fetal development, potentially increasing the risk for some 
neurodevelopmental, reproductive, and urogenital disorders. We 
are skeptical! Out of specialty published in an endocrine journal 
(though prestigious), it is important to note that the authors do 
not propose banning the use of the medication in pregnant 
women. Instead, they make recommendations that basically apply 
to all medications utilized in pregnancy: (i) Pregnant women 
should forego use of the medication unless it is medically 
indicated; (ii) should consult with a physician or pharmacist before 
use and, especially, before any long-term use; and (iii) minimize 
the dosage for shortest possible use. And then they tell us what all 
papers convey that do not really have a solid message: more and 
better studies should be performed to either prove or disprove 
their suspicion. It is so easy to be suspicious, yet so much more 
difficult to prove one’s point! 
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around the corner by asking what is really the best approach to 
treating mitochondrial diseases caused by the almost exclusive 
maternal transmission of mutant alleles of mitochondrial DNA 
(mtDNA) into offspring: Is it replacement of “diseased” (or 
aged) mitochondria through spindle or nuclear transfers, as 
previously proposed,¹,² or could it be done maybe easier 
through editing of mitochondrial DNA with CRISPR-Cas-like 
technology?³ These authors note that, “the prospect of 
precision germline editing recently received a boost by 
development of a CRISPR-free mitochondrial DNA base editor”⁴ 
and, therefore, appear to favor the editing option.  
 
They may be just right, though only with one important caveat: It 
appears questionable that mitochondrial editing will be 
beneficial for infertile women. And, as the Newcastle 
experience demonstrates, the demand for prevention of 
mitochondrial diseases appears to be very small. If the goal of 
current research efforts is to popularize the concept of careful 
interventions into the human germline, it appears questionable 
whether a strategy build on interventions into the mitochondrial 
genome of only 37 genes that encode 13 proteins, 22tRNAs and 
2rRNAs will really gather the required support from public and 
legislators. To be successful larger populations who may benefit 
from such treatments must be targeted. Being able to 
potentially help older women to be able to become mothers 
would appear to be such a more popular call to action. That 
may be reason enough not to give up on investigating spindle 
and nuclear transfers, unless, or course, they turn out not to 
work. 
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Why has it gotten so quiet around 
spindle- and nuclear-transfers? 
 Several years ago there was a whiff of excitement in the air 
surrounding the potential treatment of mitochondrial 
diseases when a British IVF center (Newcastle Fertility 
Center at Life) was given  by HEFA (the British Human 
Fertilization and Embryology Authority) the license and 
received approval by Parliament to initiate experimental 
treatments of mitochondrial diseases.¹ Even when colleagues 
here in NYC crossed certain regulatory boundaries in 
treating the embryo of a woman with a mitochondrial disease 
between NYC and Mexico,² there was a feeling in the air that 
IVF may be on the verge of a gigantic step forward, not only 
because of potential cure of mitochondrial diseases but also 
because the same replacement techniques used to 
potentially cure mitochondrial diseases, were also suspected 
to be able to  potentially “rejuvenate” older eggs. But then 
“quiet” broke out: British colleagues from Newcastle 
published only several preliminary studies and apparently 
had a hard time finding patients for their study, while 
colleagues in the Ukraine and in Greece who were 
commercially offering spindle and nuclear transfers to older 
infertile women under the hypothesis this would “rejuvenate” 
their oocytes, apparently completed a good number of cases 
but so-far failed to report outcomes. Rumor has it that 
outcomes were not the greatest! 
 
Now Eli Y. Adashi, MD, MSc, in these days clearly the most 
prolific and well-spoken science writer in reproductive 
medicine, together with several colleagues penned an 
important Insights/Perspective article in Science reminding 
us of all the opportunities still waiting just  
 
 



How crazy is the ovary? 
Investigators from New Zealand recently published an 
interesting review article and gave it the interesting title, 
“The crazy ovary.”¹ Review articles on the ovary, of course, 
abound; but this one not only generates curiosity through its 
unusual title but also uniquely concentrates the discussion on 
how unpredictable study outcomes often are when 
investigating the ovary. Subjects addressed are carefully 
selected: Initiation of follicle growth; consequences of oocyte 
loss for surrounding somatic cells; poly-ovular follicles; AMH 
(anti-Mûllerian hormone) and BMP (bone morphogenic 
protein) genes in regulating follicle growth and ovulation, etc. 
For anybody interested in ovarian physiology, this is a 
recommended manuscript. 
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Progress in culturing follicles in vitro 
There are two developments in human reproductive 
medicine that have the potential of disrupting the fertility 
industry as it currently exists: (i) The ability of culturing 
primordial follicles to maturity in vitro; and (ii) the ability to 
produce gametes from peripheral somatic cells. With the 
former, a small ovarian biopsy could at once yield hundreds 
of eggs, more than any patient ever would need even into 
advanced ages. The latter, of course, would not even require 
touching the ovary and gamete supply would be limitless.  
 
Colleagues from the Oregon Health and Science University 
in Portland, Oregon, now report progress with the first 
approach in human follicles. Using a matrix-free 3D culture 
system, they obtained morphologically normal metaphase II 
oocytes after follicular development and in vitro oocyte 
maturation, starting at secondary-to-early-antral stages,¹ 
the so-called small growing follicle stages, where 
development is driven by FSH with synergistic help from 
androgens and IGF-1. The investigators achieved this goal 
with FSH supplementation and with stage specific AMH 
supplementation, which has been known to support in vitro 
maturation of non-human primate follicles. Though these 
study does not address earlier steps that can provide for in 
vitro maturation of primordial follicles to small growing 
follicles, this paper establishes a clear direction for further 
research.  
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A commentary accompanying this manuscript,² correctly 
summarized the importance of this study by stating that, “the 
ability to generate and assemble critical components for 
oogenesis in the laboratory provides a model system to study 
later events of oogenesis, which, in turn, may have significant 
implications for IVF.”² We could not agree more! As men are 
not mice, to transplant these findings into the human 
experience will, however, not be easy on technical but also on 
ethical grounds. But, once again, Japanese colleagues from 
Katsuhiko Hayashi’s laboratory have shown us the way. 
 
 
 
 
 

Evidence in mice for an ovarian niche  
One of the most controversial issues in reproductive biology 
has been for many years identification of germ cell 
precursors for oocytes and spermatogonia in humans and a 
better understanding of how these precursors become 
gametes. An understanding of these processes is, of course, 
of greatest importance for the concept of in vitro 
gametogenesis, also discussed briefly in the preceding paper.  
 
Japanese investigators who have been leading in the world’s 
research on gametogenesis, now once more are presenting a 
milestone paper in Science.¹ This time they report in the 
mouse derivation of fetal ovarian somatic cell-like 
structures from murine pluripotent embryonic stem cells, 
which sufficiently supported development of germ cell 
precursors into functional oocytes that then produced 
viable and fertile mice. 
 
 

It’s centromeres, - stupid! 
The importance of chromosomal centromeres for proper 
chromosome segregation is now increasingly well 
understood. It, therefore, has become apparent that the 
strength of centromeres can bias chromosomal 
segregation during cell division toward one of the two 
daughter cells, i.e., result in asymmetric cell division. Now 
a paper by investigators from the University of Pennsylvania 
in Philadelphia, added further information in Cell., suggesting 
a new model of evolutionary impact on balance of 
centromere strength.¹ An accompanying preview of the 
manuscript in the same journal describes their findings as 
having discovered a parallel pathway model that identifies 
several key components to counteract the quickly evolving 
“selfish” centromere that tends to favor survival of the fittest 
chromosomes in the genetic pool, thereby reestablishing a 
degree of balance.² Asymmetrical mitotic cell divisions are 
attracting increasing research interest, as also the next paper 
discussed here demonstrates.  
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What clonal dynamics in early human 
embryogenesis can tell us 
This newsletter has repeatedly addressed over many years 
the CHR’s dislike for preimplantation genetic testing for 
aneuploidy (PGT-A) and, especially in recent years, has 
explained this dislike based on several new biological 
research findings which clearly establish that PGT-A for 
biological reasons simply cannot work.¹ One of these 
biological facts, now established beyond reasonable doubt, is 
the observation that a large majority of aneuploidies in 
blastocyst-stage human embryos are of mitotic origin (and, 
therefore clonal) and not, as for decades believed, meiotic in 
nature. Consequently, most aneuploidy detected by PGT-A is 
clonal in nature, which makes a recently published study in 
Nature so relevant.² 
 
In this study the authors inferred from somatic mutations in 
deceased tissue donors early cellular phylogenies that led, 
among others, to the following conclusions: (i) The 
endogenous mutation rate is the highest in the 1st cell 
division and significantly decreases later in life. (ii) Early 
embryonic cells contribute unequally to an embryo, 
caused by early bottlenecks that stochastically set aside 
epiblast cells. (iii) The fertilized egg is characterized by 
mitochondrial DNA heteroplasmy.  
 
 
 

19

REFERENCES 
.      Yoshino et al., Science 2021;373(6552)�298 
2.     Yang L, Ng H-H. Science 2021;373(6552)�382-383



13

THE CHR
Fight ing for every 
egg and embryo
www.thechr.com 
social@thechr.com 
212.994.4400

Which brings us back to PGT-A and, considering what in 
recent years has been learned about chromosomal clonality 
and plasticity in human embryos, left us wondering about the 
continuous naivety of the PGS/PGT-A hypothesis which to 
this day presumes that an on average 5-cell trophectoderm 
biopsy (i.e., from the extra embryonic cell lineage) can reliably 
judge an embryo that is 100% derived from the embryonic 
cell lineage.  Clonal mosaicism also exists in human sperm, as 
California investigators recently demonstrated in another 
Cell paper.³ 
 
 
 
 
 
 

COVID-19 NEWS 
The current Delta wave of the COVID-19 pandemic is on 
the decline, which may surprise some politicians and/or 
“physician-politicians” (maybe soon to be considered a new 
medical specialty) but will not surprise serious 
epidemiologists and public health specialists who have 
noted quite a while back that these infectious waves, 
though marginally affected by mitigation methods used, 
are always self-limited. They almost universally take up to 
two months from start to peaks and usually demonstrate a 
pretty symmetrical decline in similar time. Drastic 
mitigations methods, as applied in the People’s Republic of 
China, shortened a second wave in the capital, Beijing, to 
just one month. What self-limits these waves is 
unexplained. to this day and subject to much 
speculation. That is, of course, the good news; but there is 
more than enough bad news to report, so much, indeed, 
that it is hard to decide where to start. So, let’s begin with 
what has been happening at the CHR. With start of the 
Delta wave, the CHR had to reboot once again the center’s 
COVID policies. After having offered vaccinated patients 
for a few weeks face-to-face consultations, they had to 
become “virtual” again and entry into the center by non-
patients and non-essential staff had again to be curtailed. 
 
In principle standing in opposition to all forms of mandated 
medical care, the CHR, like other medical facilities, 
nevertheless, also had to implement a vaccination mandate 
for all staff. Because of licensing mandates for ambulatory 
surgery centers, we also did have to introduce a 72-hour 
PCR testing mandate before procedures, unfortunately 
and illogically, applied to vaccinated and unvaccinated 
individuals. 
 
 

It is important to note that the CHR has not established a 
vaccination mandate for patients. Equally important, we, 
however, also strongly do recommend that our patients get 
vaccinated as soon as possible. The reasons are simple: (i) 
COVID-19 is a much more severe disease in pregnancy 
than in the non-pregnant state.¹ There are many reasons for 
that but an important one is that the SARS-C0V-2 virus 
appears to increase the risk of preeclampsia.² Though since 
the beginning of the pandemic we have disagreed, and still do 
disagree with several FDA recommendations that have come 
down the line, we fully agree that women in infertility 
treatment should be vaccinated; and so do all professional 
organizations, from AMA, to ASRM, ACOG, ESHRE, etc. 
Unfortunately, as of only recently, 3 out of 4 pregnant women 
in the U.S. were not yet vaccinated, according to CDC data.³ 
(ii) By being vaccinated, your child will be born with immunity 
to the virus. (iii) Though in our opinion benefits between 
vaccinated and unvaccinated individuals are still too similar, 
vaccinated people in general enjoy larger access. At the same 
time, we oppose vaccination mandate on an ethical level and 
respect religious and medical objections.  
 
An additional point warranting discussion is so-called natural 
immunity, obtained from having experienced and overcome an 
infection with the SARS-CoV-2 virus. Published data suggest 
that immunity following a natural infection may last longer 
than immunity from being vaccinated. Whether that is factual, 
is as of this point not clear. Data, however, demonstrate that, 
even individuals with natural immunity, further reduce 
their risk of being infected by being vaccinated.  
 

 The authors then presented evidence that these mutations 
originate during embryonic development from a largely 
immutable stem cell niche. They, however, also suggested 
that such clonal mosaicism is transmissible producing 
predicted pathogenic exonic variants in 1/15 men, thereby 
causing a lifelong threat of transmission for these individuals. 
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