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Description/Scope

This document addresses uterine transplantation, which has been proposed as a treatment of uterine factor
infertility. This procedure involves the transplantation of a healthy donor uterus obtained from living or
recently deceased donor into an individual with a nonfunctioning or absent uterus. The scope of this
document is limited to the transplant procedure only, and does not address other related infertility treatment
or obstetric services.

Note: Please see the following for additional information:
« CG-SURG-34 Diagnostic Infertility Surgery

Position Statement

Investigational and Not Medically Necessary:

Uterine transplantation is considered investigational and not medically necessary for all uses, including but
not limited to the treatment of uterine factor infertility due to nonfunctioning or absent uterus.

Rationale

Uterine transplantation has been proposed as an alternative to adoption and surrogacy for individuals with
nonfunctioning or absent uterine factor infertility. The process starts with creating an embryo using in vitro
fertilization (IVF) in which the women’s eggs are harvested, fertilized, and cryopreserved for transfer into
the uterus following transplantation. A healthy uterus from a living or recently deceased donor is
transplanted into the recipient. After approximately 6-12 months, if the transplanted organ has been deemed
viable and functional a single embryo IVE implantation procedure is conducted. If the procedure leads to a
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successful pregnancy, the pregnancy is treated as high-risk and the child is delivered via Cesarean section at
approximately 37 to 39 weeks. After one or two successful deliveries the transplanted uterus is removed via
hysterectomy to avoid the continued need for immunosuppressive medication (Brannstrom, 2014).

Johannesson and colleagues (2015) reported primary outcomes from a prospective case series of human
uterine transplantation from live donors (NCT01844362). The study enrolled 9 participants presenting with
absolute UFI and viable uteri after undergoing live-donor uterine transplantation. The measured outcomes
included menstruation, uterine artery blood flow, histology of cervical biopsy, and blood levels of tacrolimus.
After the initial 6-month period, uterine grafts were removed in 2 participants, 1 related to persistent
intrauterine infection and the other due to bilateral uterine vessel thrombosis. The authors reported initial
12-month outcomes on the 7 remaining participants, all of whom had normal menstrual patterns and uterine
blood flow. A total of 9 rejection episodes (n=5) were reported; all cases were subclinical and asymptomatic,
and detected by cervical biopsy. All resolved by temporary therapy with glucocorticoids.

The 2018 American Society of Reproductive Medicine (ASRM) position statement on uterus transplantation
offers the following committee opinion:

e Uterus transplantation is an experimental procedure for the treatment of absolute uterus-factor
infertility.

e Uterus transplantation should be performed within an IRB-approved research protocol.

e A uterus transplantation program requires a multidisciplinary team experienced with a technigue
prior to attempting transplantation in human subjects.

e The organ used during uterus transplantation can be for living or deceased donors; each approach
has its own challenges and strengths.

Uterus transplantation is an experimental procedure that may allow women with absolute uterus-
factor infertility to achieve a pregnancy.

There are recruiting and ongoing clinical trials studying uterine transplantation for treatment of uterine
factor infertility due to congenital or nonfunctional uterus. However, to date, results from these studies have
not been published. Data from prospective, long-term studies are needed to determine the safety and clinical
utility of the procedure, including potential long-term effects of transplantation and anti-rejection
medications on both the mother and the baby. Other proposed uses which may further be explored in the
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future are the “views of transgender women on their reproductive aspirationy motivations, and desire to
undergo uterus transplant should it eventually be proven feasible”- (Jones,2021).

Background/Overview

According to Centers for Disease Control and Prevention, infertility affects nearly 6% of childbearing-aged
women (15 to 44 vears) in the United States. Nearly 1 per 5000 females is born with millerian agenesis (also
referred to as millerian aplasia, Mayer-Rokitansky-Kster-Hauser syndrome, or vaginal agenesis), a rare
condition caused by embryologic underdevelopment of the miillerian duct, with resultant agenesis or atresia
of the vagina, uterus, or both.

The first uterus transplant was performed in Europe in 2014. As of 2020 there have been roughly 100 uterine
transplants performed worldwide, including 30 in the United States under clinical trial. Several research
studies into this procedure are underway.

Definitions

Institutional review board (IRB): An institutional review board is a group that has been formally designated
to approve, monitor and review biomedical and behavioral research involving humans with the aim to
protect the rights and welfare of the subjects. The Food and Drug Administration and the Office of
Protection from Research Risks (part of the National Institutes of Health) set the quidelines and regulations
governing human subject research and IRBs.

Uterine factor infertility: Condition where an individual woman cannot get pregnant because she either does
not have a uterus or her uterus is no longer functioning correctly. This can be a result of a congenital
condition or an acquired condition.

Coding

The following codes for treatments and procedures applicable to this document are included below for informational
purposes. Inclusion or exclusion of a procedure, diagnosis or device code(s) does not constitute or imply member coverage
or provider reimbursement policy. Please refer to the member's contract benefits in effect at the time of service to determine
coverage or non-coveraqe of these services as it applies to an individual member.
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When services are Investigational and Not Medically Necessary:
For the following procedure codes; or when the code describes a procedure indicated in the Position
Statement section as investigational and not medically necessary.

CPT

58999 Unlisted procedure, female genital system (nonobstetrical) [when specified as
transplantation of uterus from a deceased or live donor, donor hysterectomy or other
associated procedures]
Note: the following CPT codes are effective 07/01/2021

0664T Donor hysterectomy (including cold preservation); open, from cadaver donor

0665T Donor hysterectomy (including cold preservation); open, from living donor

0666T Donor hysterectomy (including cold preservation); laparoscopic or robotic, from
living donor

0667T Recipient uterus allograft transplantation from cadaver or living donor

0668T Backbench standard preparation of cadaver or living donor uterine allograft prior to
transplantation, including dissection and removal of surrounding soft tissues and
preparation of uterine vein(s) and uterine artery(ies), as necessary

0669T Backbench reconstruction of cadaver or living donor uterus allograft prior to
transplantation; venous anastomosis, each

0670T Backbench reconstruction of cadaver or living donor uterus allograft prior to

transplantation; arterial anastomosis, each

ICD-10 Procedure

0UY90Z0 Transplantation of uterus, allogeneic, open approach
o0uUY90z1 Transplantation of uterus, syngeneic, open approach
ouUY90z2 Transplantation of uterus, zooplastic, open approach

ICD-10 Diagnosis

All diagnoses, including but not limited to the following:
N97.2 Female infertility of uterine origin
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