Uterus transplantation comes
to the United States

O The Cleveland Clinic embarks on treating uterine factor infertility

Q&A with Tommaso Falcone, MD

fter previous attempts in Turkey and

Saudi Arabia, the first successful

uterine transplantation occurred in
2013. The team of successful surgeons was
located in Gothenburg, Sweden, led by Mats
Brannstrom, MD. The team performed
9 transplants in all, and the first birth of a
healthy baby boy in October 2014 marked
a medical breakthrough.! The woman
who received the transplanted uterus was
born without one, a condition known as
Mayer-Rokitanksy-Kiister-Hauser syndrome,
a cause of uterine factor infertility (UFI).

The previous options for having a child
for women with UFI (which is the absence
of a functional uterus, either congenital or
acquired) were adoption or a gestational
carrier/surrogacy.? Surrogacy is not an op-
tion for many women, however, as in many
countries, including Sweden, the use of ges-
tational carriers and its associated contracts
isillegal. All Muslim countries prohibit gesta-
tional carriers. Surrogacy also is prohibited in
3 US states, including New York, Michigan,
and Arizona. Laws in other US states
vary widely.?
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Tommaso Falcone, MD, professor and
chair, Department of Obstetrics and Gyne-
cology, at the Cleveland Clinic in Cleveland,
Ohio, is now co-Principal Investigator on a
clinical trial assessing uterine transplantation
at his institution, the first such surgeries to be
performed in the United States. There will be
7 phases involved in the study: primary and
secondary screening, medical evaluation, in
vitro fertilization (IVF) with cryopreservation
of sufficient number of embryos, transplan-
tation and use of antirejection drugs, embryo
transfer, pregnancy/delivery, and ultimately
removal of the transplanted uterus. The study
team is approved to enroll 10 women.*

OBG MANAGEMENT recently caught up
with Dr. Falcone on his groundbreaking, and
controversial, endeavor.

OBG MANAGEMENT: When did the
thought of performing uterus
transplantation enter your mind?
Tommaso Falcone, MD: The idea for uterus
transplants was brought to my attention for
the first time in Boston in 2007, at an an-
nual meeting of the International Society for
Fertility Preservation (ISFP). It was the inau-
gural meeting for ISFP, a society focused on
helping women with cancer to protect their
fertility. In 2007, we talked about the standard
topics regarding fertility preservation: IVF
and ovarian tissue cryopreservation. Then,
right at the end of the meeting, was a presen-
tation on uterus transplantation. Upon hear-
ing the presenter, my thought was, “This will
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Uterus transplantation comes to the United States

“] said to myself, we
have to offer this service
because it is part of the
choices that women have
to treat their reproductive
infertility.”

—Tommaso Falcone, MD
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never happen in America, for many reasons.”

As time went on, I concentrated my en-
ergy more on ovarian tissue transplants for
fertility preservation. Then a couple of years
ago Andreas G. Tzakis, MD, a transplant sur-
geon from the University of Miami joined
the Cleveland Clinic Florida. Dr. Tzakis was
involved with the Swedish Group, includ-
ing Mats Briannstrdom’s transplant work
in humans.

Of course, Dr. Tzakis had had a com-
pletely different journey to lead him to uterus
transplantation. But as the director of solid
organ transplant surgery at the Cleveland
Clinic hospital in Florida, he said to me, “I
think we should do this. There are many
women who have asked for this procedure”
I was not sure at first, but I was interested in
going to Sweden to see Dr. Brannstrom per-
form his last of 9 uterus transplants.

In Sweden, I asked Dr. Brannstrom if I
could meet the women he already had per-
formed the transplants on. I had certain pre-
conceived notions on which types of women
would accept this kind of major surgery
to treat their infertility due to absence of a
uterus. I expected perhaps that these women
could have been coerced into accepting this
surgery as a plausible option since surrogacy
was not possible for them. I found out, as
people usually do, that my preconceived no-
tions were wrong. The women that I met said,
“No, we've done this because we wanted to.”
The women had independently come to a de-
cision that experiencing pregnancy was im-
portant in their lives. There was no coercion.
They understood the risks. However, I did not
meet the uterus donors.

When I got on the plane to return home,
I said to myself, we have to offer this service
because it is part of the choices that women
have to treat their reproductive infertility.

OBG MANAGEMENT: What are the
hurdles you have had to overcome to
bring this groundbreaking surgery to
the Cleveland Clinic?

As soon as I returned from Sweden, we be-
gan the internal review board (IRB) approval
process, which was extremely long. The first
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decision was: Do we use a live donor, as they
do in Sweden, in America?

We analyzed the data from the Swedes and
found that the surgery is very long for the donor
and it put some of the donors, especially those
who were older and placed on hormones, at
risk for venous thromboembolism. (No blood
clots had occurred in the Swedish trial.) In ad-
dition, there were some complications for pa-
tients. Although not major complications, we
felt that these could be limited.

To remove the variable of risks for the
donor, we decided that we would go in an-
other direction and use the typical approach
to donor transplants that is taken in this
country, which is to use cadaveric, or brain
dead, donors. The use of deceased donors
allows us to isolate larger vascular pedicles
for transplantation. Although we do not have
IRB approval for live donors we are working
in animal models to come up with an alterna-
tive technique to obtain vessels appropriate
for anastomosis.

To address complications for the recipi-
ent, including the necessity to continually take
antirejection, or immunosuppressive, medi-
cations, our recommendation to patients who
undergo uterus transplantation surgery is to
remove the uterus after delivery of 2 babies.
Our plan at that time will be to perform a ce-
sarean delivery and remove the uterus.

Right now in the process we are going
through the screening phase and beginning
IVE. We are approved for 10 women, and all
potential recipients went through the neces-
sary criteria, including psychological coun-
seling. During IVF, each woman needs to have
between 6 and 10 embryos (blastocysts).

OBG MANAGEMENT: Do you think that
organ transplant pioneers foresaw
successful transplantation of a uterus?
I do not think Dr. Tzakis, who is a transplant
pioneer and has been doing this his entire ca-
reer of 25 years or so, even foresaw this. This
is something that has evolved over time. The
first transplants (of kidney, heart, and liver)
were to save lives. Subsequently, quality-of-
life transplants have occurred, such as the face
transplant and the larynx transplant. Uterus
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transplants are not to save lives, but they do
improve quality of life, and I think that is what
is important.

There is a lot of controversy surrounding
this procedure—just like many aspects of re-
productive medicine. A lot of what we do is
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