PREMERA | &

BLUE CROSS

An Independent Licensee of the Blue Cross Blue Shield Association

MEDICAL POLICY - 4.02.06
Uterus Transplantation for Absolute Uterine Factor

Infertility

BCBSA Ref. Policy: 4.02.06

Effective Date: Nov. 1, 2023 RELATED MEDICAL POLICIES:
Last Revised: Oct. 9, 2023 None

Replaces: N/A

Select a hyperlink below to be directed to that section.

POLICY CRITERIA | DOCUMENTATION REQUIREMENTS | CODING
RELATED INFORMATION | EVIDENCE REVIEW | REFERENCES | HISTORY

OO Clicking this icon returns you to the hyperlinks menu above.

Introduction

Absolute uterine factor infertility (AUFI) is a condition where a person is not able to get pregnant
because there is not a uterus (womb), or the uterus does not function normally. This can happen
when the person was born without a uterus, or the uterus did not fully develop. The most
common cause of AUFI is the surgical removal of the uterus. For people with AUFI, options for
having a child include adoption or someone else carrying and giving birth to the baby. Uterus
transplantation has been proposed as a way for people with AUFI to carry and give birth to a
child. This is a multi-stage process that involves a donated uterus and transferring a fertilized
egg into the uterus before it is transplanted. Uterus transplantation for AUFI is investigational.
More studies are needed to see if this type of infertility treatment improves health outcomes.

Note: The Introduction section is for your general knowledge and is not to be taken as policy coverage criteria. The
rest of the policy uses specific words and concepts familiar to medical professionals. It is intended for
providers. A provider can be a person, such as a doctor, nurse, psychologist, or dentist. A provider also can
be a place where medical care is given, like a hospital, clinic, or lab. This policy informs them about when a
service may be covered.

Policy Coverage Criteria
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Service Investigational

Uterus transplantation for | Uterus transplantation for absolute uterine factor infertility is
absolute uterine factor considered investigational.
infertility

Coding

| Description
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

Note: CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). HCPCS
codes, descriptions and materials are copyrighted by Centers for Medicare Services (CMS).
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Benefit Application

If and when uterus transplant might be considered for coverage, more than one benefit or
contractual consideration may be applicable: traditional organ transplant benefits and/or
assisted reproductive technology services.

Evidence Review

Description

Absolute uterine factor infertility (AUFI) is a condition in which an individual is unable to achieve
pregnancy due to an absent or non-functioning uterus. Uterus transplantation may present a
childbearing option that is an alternative to existing family planning pathways, including
adoption, foster parenting, and gestational carrier pregnancy. Uterus transplantation is a
complex, multi-stage process involving a living or deceased donor, recipient, and genetic
partner.

Background

Absolute Uterine Factor Infertility

AUFI refers to infertility that is attributable to an absent or non-functional uterus due to
congenital, surgical, anatomical, or acquired factors that prevent embryo implantation and term
pregnancy. AUFI is estimated to impact 1 in 500 females of childbearing age."?

Uterine agenesis or Mayer-Rokitansky-Kuster-Hauser (MRKH) syndrome results in the congenital
absence of the uterus or presence of a rudimentary solid bipartite uterus. MRKH syndrome
accounts for less than 3% of all mullerian malformations with an estimated prevalence of 1 in
4500 females.>* Individuals with MRKH syndrome type | present with 2 kidneys and are
considered ideal candidates for uterine transplantation. Individuals with MRKH syndrome type Il
presenting with a single kidney have a higher risk of medication-induced nephrotoxicity and
associated obstetric complications (e.g., severe preeclampsia).’

Hysterectomy is the most common cause of acquired AUFI, with 240,000 procedures taking
place in females under age 44 in the United States.® In one clinical trial screening study of 239
individuals at the Cleveland Clinic, indications for uterus transplantation included prior
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hysterectomy (64%) and congenital anomalies (32%). Among individuals with prior
hysterectomy, 50% were performed for benign indications, 25% for malignancy, and 25% for
obstetric complications.’

Uterus Transplantation

Uterus transplantation may provide a unique fertility restoration option for individuals desiring
to carry and birth a child.® Uterus transplantation is a complex, multi-stage process involving a
living or deceased donor, recipient, and genetic partner. Once screening and consent is
established for all involved parties, in-vitro fertilization is performed prior to transplantation to
ensure fertilization and normal embryo development.® The transplantation surgery involves
radical hysterectomy in the donor to ensure long vascular pedicles for transplantation;°
however, several cases of robot-assisted laparoscopic approaches have been reported.’'? An
advantage of uterus procurement in a deceased donor involves freedom to transect ureters, but
this convenience is balanced by the potential for prolonged uterus ischemic time."” The surgical
approach in the recipient is dictated by underlying pelvic anatomy which may be impacted by
AUFI etiology. For example, in individuals with Asherman syndrome, a traditional total
hysterectomy must first be performed in the recipient. Immunosuppression is initiated at the
time of transplantation and protocol and for-cause cervical biopsies enable monitoring for
organ rejection.’'® After 6 to 12 months of immunosuppression, embryo transfer, pregnancy,
and cesarean delivery may follow. When childbearing has been deemed complete, the
transplanted uterus is removed to avoid lifelong immunosuppression. Thus, uterus
transplantation is the first form of organ transplantation intended to be temporary.’?

The first human uterus transplant was performed in 2000 in Saudi Arabia with a 46 year old
living donor and 26 year old recipient with acquired AUFI due to hysterectomy for prior post-
partum hemorrhage. Due to the development of acute vascular thrombosis at 3 months post-
transplant, graft hysterectomy was required.'® The first successful live birth occurred in 2014 in
Sweden in a 35 year old recipient with MRKH syndrome via a living, 61 year old, two-parous
donor. The recipient was admitted with preeclampsia at 31 weeks, and a healthy male child was
born 5 days later via cesarean delivery."” The first live birth in the United States occurred in 2017
in a 29 year old recipient with MRKH syndrome via a living, 32 year old, two-parous donor."®
According to the Organ Procurement and Transplantation Network, 35 uterus transplants have
been performed in the United States via 13 deceased and 22 living donors as of March 2022."

Literature has explored the implications of uterus transplantation in transgender women,
identifying several theoretical medical issues in genetic males meriting further investigation.
These include creation of adequate de novo uterine vascularization, administration of

00
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appropriate hormone replacement therapy, and placement of the donor uterus in a

nongynecoid pelvis.?%%!

Summary of Evidence

For individuals with AUFI who receive uterus transplantation, the evidence includes a systematic
review and five case series. Relevant outcomes are health status measures, perinatal outcomes,
quality of life, treatment-related morbidity, and treatment-related mortality. Two systematic
reviews found similar surgical success rates of 64% for deceased donor procedures and 78% for
living donor procedures. These reviews reported 24 to 29 live births, and it was estimated that
the overall live birth success rate exceeded 80% among surgically successful transplants.
Complications have been reported in 19% of recipients and 18% of living donors. High rates of
preterm birth (80%) and episodes of acute respiratory distress syndrome in the newborns have
been reported. Data for individuals with acquired AUFI are lacking. Further study is necessary to
increase success rates, decrease complications and preterm births, and assess long-term
outcomes in recipients and their children. The evidence is insufficient to determine that the
technology results in an improvement in the net health outcome.

Ongoing and Unpublished Clinical Trials

Some currently unpublished trials that might influence this review are listed in Table 1.

Table 1. Summary of Key Trials

Trial Name Planned Completion

Enrollment | Date

NCT02573415 | Uterine Transplantation for the Treatment of Uterine Factor 10 Oct 2023
Infertility
NCT03252795 | Uterus Transplantation From a Multi-organ Donor: A 20 Dec 2023

Prospective Trial

NCT04244409 | INvestigational Study Into Transplantation of the Uterus 10 Feb 2024
(INSITV)
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https://clinicaltrials.gov/ct2/show/NCT02573415?term=NCT02573415&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03252795?term=NCT03252795&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04244409?term=NCT04244409&draw=2&rank=1

Trial Name

Planned

Enrollment

Completion
Date

NCT05089513 | Uterus Transplantation by Robotics and in Donor and 5 Aug 2024
Recipient (Robot2)

NCT03689842 | Feasibility Study of Uterine Transplantation From Living 20 Jun 2025
Donors in Terms of Efficacy and Safety in Patients With
Mayer-Rokitansky-Kuster-Hauser Syndrome (MRKH)

NCT04026893 | Deceased Uterine Transplant in Absolute Uterine Infertility 250 Oct 2025

NCT03277430 | Uterus Transplantation From Live Donors and From 20 Dec 2025
Deceased Donors - Clinical Study (UTxLD/DBD)

NCT03581019 | Uterus Transplantation From Deceased Donor - Gothenburg | 8 Dec 2025
1

NCT02656550 | Uterine Transplantation and Pregnancy Induction in Women | 20 Jan 2026
Affected by Absolute Uterine Infertility

NCT03307356 | The University of Pennsylvania Uterus Transplant for Uterine | 5 Jul 2029
Factor Infertility Trial (UNTIL)

NCT05263076 | Uterine Transplantation and Pregnancy Induction in Women | 10 Dec 2030
Affected by Absolute Uterine Factor Infertility

NCT05646992 | Uterus Transplantation to Treat Infertility (OPRTUNTI) 40 Feb 2033

NCT05726305 | Transplantation of Uterus for Uterine infertiLlty From Living 16 Dec 2037
Donor or Deceased Donor (TULIPE)

NCT02741102 | Uterine Transplant in Absolute Uterine Infertility (AUIF) 10 Jan 2023

NCT: national clinical trial

Practice Guidelines and Position Statements

The purpose of the following information is to provide reference material. Inclusion does not

imply endorsement or alignment with the policy conclusions.

Guidelines or position statements will be considered for inclusion if they were issued by, or

jointly by, a US professional society, an international society with US representation, or National

Institute for Health and Care Excellence (NICE). Priority will be given to guidelines that are

informed by a systematic review, include strength of evidence ratings, and include a description

of management of conflict of interest.
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https://clinicaltrials.gov/ct2/show/NCT05089513?term=NCT05089513&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03689842?term=NCT03689842&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04026893?term=NCT04026893&draw=1&rank=1
https://clinicaltrials.gov/ct2/show/NCT03277430?term=NCT03277430&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03581019?term=NCT03581019&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT02656550?term=NCT02656550&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03307356?term=NCT03307356&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT05263076?term=NCT05263076&draw=2&rank=1
https://classic.clinicaltrials.gov/ct2/show/NCT05646992?term=NCT05646992&draw=2&rank=1
https://classic.clinicaltrials.gov/ct2/show/NCT05726305?term=NCT05726305&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT02741102?term=NCT02741102&draw=2&rank=1

American College of Obstetricians and Gynecologists

In 2018 (reaffirmed 2020), the American College of Obstetricians and Gynecologists Committee
on Adolescent Health Care issued a Committee Opinion (Number 728) on the diagnosis,
management, and treatment of miillerian agenesis.>* Regarding future fertility options, the
opinion states that while live births have resulted from uterine transplantation, "given limited
data, this procedure currently is considered experimental and is not widely available.”

American Society for Reproductive Medicine

In 2018, the American Society for Reproductive Medicine issued a position statement
recognizing uterus transplantation as the first successful medical treatment for absolute uterine
factor infertility, emphasizing its experimental nature.® The statement recommends that the
procedure should be performed within an Institutional Review Board-approved research
protocol, with recommendations for the composition of "well-coordinated and multidisciplinary"
uterus transplantation teams and suggested recipient inclusion and exclusion criteria.

Medicare National Coverage

There is no national coverage determination.

Regulatory Status

Solid organ transplants are a surgical procedure and, as such, are not subject to regulation by
the U.S. Food and Drug Administration (FDA).

The FDA regulates human cells and tissues intended for implantation, transplantation, or
infusion through the Center for Biologics Evaluation and Research, under Code of Federal
Regulation Title 21, parts 1270 and 1271. Solid organs used for transplantation are subject to
these regulations.

Restorative or life-enhancing uterine vascularized composite allograft procurement and
transplantation falls under the oversight of the Organ Procurement and Transplantation
Network.?
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07/01/22 New policy, approved June 14, 2022. Policy created with literature review through

March 14, 2022. Uterus transplantation for absolute uterine factor infertility is
considered investigational.
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https://optn.transplant.hrsa.gov/data/view-data-reports/national-data/
https://optn.transplant.hrsa.gov/professionals/by-organ/vascular-composite-allograft

11/01/23 Annual Review, approved October 9, 2023. Policy updated with literature review
through June 16, 2023; reference added. Policy statements unchanged. Changed the
wording from "patient” to "individual" throughout the policy for standardization.

Disclaimer: This medical policy is a guide in evaluating the medical necessity of a particular service or treatment. The
Company adopts policies after careful review of published peer-reviewed scientific literature, national guidelines and
local standards of practice. Since medical technology is constantly changing, the Company reserves the right to review
and update policies as appropriate. Member contracts differ in their benefits. Always consult the member benefit
booklet or contact a member service representative to determine coverage for a specific medical service or supply.
CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). ©2023 Premera
All Rights Reserved.

Scope: Medical policies are systematically developed guidelines that serve as a resource for Company staff when
determining coverage for specific medical procedures, drugs or devices. Coverage for medical services is subject to
the limits and conditions of the member benefit plan. Members and their providers should consult the member
benefit booklet or contact a customer service representative to determine whether there are any benefit limitations
applicable to this service or supply. This medical policy does not apply to Medicare Advantage.
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Discrimination is Against the Law

Premera Blue Cross (Premera) complies with applicable Federal and Washington state civil rights laws and does not discriminate on the basis of race,
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera does not exclude people or treat them differently because of race,
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera provides free aids and services to people with disabilities to
communicate effectively with us, such as qualified sign language interpreters and written information in other formats (large print, audio, accessible
electronic formats, other formats). Premera provides free language services to people whose primary language is not English, such as qualified interpreters
and information written in other languages. If you need these services, contact the Civil Rights Coordinator. If you believe that Premera has failed to
provide these services or discriminated in another way on the basis of race, color, national origin, age, disability, sex, gender identity, or sexual orientation,
you can file a grievance with: Civil Rights Coordinator — Complaints and Appeals, PO Box 91102, Seattle, WA 98111, Toll free: 855-332-4535, Fax: 425-918-5592,
TTY: 711, Email AppealsDepartmentinquiries@Premera.com. You can file a grievance in person or by mail, fax, or email. If you need help filing a
grievance, the Civil Rights Coordinator is available to help you. You can also file a civil rights complaint with the U.S. Department of Health and Human
Services, Office for Civil Rights, electronically through the Office for Civil Rights Complaint Portal, available at https:/ocrportal.hhs.gov/ocr/portal/lobby.jsf,
or by mail or phone at: U.S. Department of Health and Human Services, 200 Independence Ave SW, Room 509F, HHH Building, Washington, D.C. 20201,
1-800-368-1019, 800-537-7697 (TDD). Complaint forms are available at http://www.hhs.gov/ocr/office/file/index.html.

Washington residents: You can also file a civil rights complaint with the Washington State Office of the Insurance Commissioner, electronically through
the Office of the Insurance Commissioner Complaint Portal available at https://www.insurance.wa.gov/file-complaint-or-check-your-complaint-status, or by
phone at 800-562-6900, 360-586-0241 (TDD). Complaint forms are available at https://fortress.wa.gov/oic/onlineservices/cc/pub/complaintinformation.aspx.

Alaska residents: Contact the Alaska Division of Insurance via email at insurance@alaska.gov, or by phone at 907-269-7900 or 1-800-INSURAK (in-state,
outside Anchorage).

Language Assistance
ATENCION: si habla espafiol, tiene a su disposicién servicios gratuitos de asistencia lingiiistica. Liame al 800-722-1471 (TTY: 711).
PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa 800-722-1471 (TTY: 711).
A R EHEAERE T B LI B RE SRR o S5EE 800-722-1471 (TTY : 711) -
LUY: Néu ban noi Tiéng Viét, ¢ cac dich vu hd tro ngdn ngtr mién phi danh cho ban. Goi 56 800-722-1471 (TTY: 711).
FO: =2 E MEotA= B2, A0 XN& NHIASE SEZ 0/S06ta == UASLICH 800-722-1471 (TTY: 711) B2 M3l FHA L.
BHVMAHWE: Ecnv Bbl roBopuTe Ha PyCCKOM Si3biKe, TO BaM JOCTYNHbI BecnnatHble yenyri nepesoaa. 3soHute 800-722-1471 (teneTaitn: 711).
LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 800-722-1471 (TTY: 711).
MO LOU SILAFIA: Afai e te tautala Gagana fa'a Samoa, o loo iai auaunaga fesoasoan, e fai fua e leai se totogi, mo oe, Telefoni mai: 800-722-1471 (TTY: 711).
{U0990: 11999 WIVEDIWIFI 290, MVOINIVFoBCHOGMVWIZY, Loeticdyen, ccuvduavlvivio. s 800-722-1471 (TTY: 711).
AEEE: AREZEINGGS. BHOSEXREIHAVEIEZEET, 8007221471 (TTY711) FT, BEFCTIER LI,
PAKDAAR: Nu saritaem ti llocano, ti serbisyo para i baddang ti lengguahe nga awanan bayadna, ket sidadaan para kenyam. Awagan ti 800-722-1471 (TTY: 711).
YBATA! IKwwio B pO3MOBAIAETE YKPAIHCbKOIO MOBOIO, BU MOXETe 3BEPHYTUCA L0 He3KOLITOBHOI CNyK6M MOBHOI NiaTpMMKKM. TenedoHyiTe 3a
Homepom 800-722-1471 (tenetain: 711).
[Uhs: 1GusSMysSunw Manisl, NSSWiRAMan IwSSSS N SHSEISINUUITHEAY G SI00) 800-722-1471 (TTY: 711)4
TNFOF; 0.5t RI% ATICT NPT PRCTIP ACST SCERTE NI ALIHPT HHIPHPA: OL TntAd- &TC 2Lm<t 800-722-14T1 (0@t AtagFo- 711).
XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltidhaan ala, ni argama. Bilbilaa 800-722-1471 (TTY: 711).
(T 228005 ol e o8 5) 800-722-1471 e doal ol el 8 55 & galll Sae Lusal) ot 8 all) S Giaati i€ 1) casale
fimis 8. 7 3T Uarslt Soe I, 3 3 &9 AofesT AT 3973 B8 Has Qumsd 1 800-722-1471 (TTY: 711) '3 oS 3
Gou: hguyane Insguaunsaldusmssemaomennlans Tns 800-722-1471 (TTY: 711).
ACHTUNG: Wenn Sie Deutsch sprechen, stehen Ihnen kostenlos sprachliche Hilfsdienstleistungen zur Verfligung. Rufnummer: 800-722-1471 (TTY: 711).
UWAGA: Jezeli méwisz po polsku, mozesz skorzysta¢ z bezptatnej pomocy jezykowej. Zadzwor pod numer 800-722-1471 (TTY: 711).
ATANSYON: Siw pale Kreyol Ayisyen, gen sévis &d pou lang ki disponib gratis pou ou. Rele 800-722-1471 (TTY: 711).
ATTENTION : Si vous parlez frangais, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 800-722-1471 (ATS : 711).
ATENCAOQ: Se fala portugués, encontram-se disponiveis servigos linguisticos, grétis. Ligue para 800-722-1471 (TTY: 711).
ATTENZIONE: In caso la lingua parlata sia ['italiano, sono disponibili servizi di assistenza linguistica gratuiti. Chiamare il numero 800-722-1471 (TTY: 711).
280 i 800-722-1471 (TTY: T11) b 23L (o0 pa) i Ladk (1 (Sl &y grar (5 gt €3S o S8 b ()40 R) 14058

Premera Blue Cross is an independent licensee of the Blue Cross Blue Shield Association serving businesses and residents of Alaska and Washington State, excluding Clark County.
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