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Non-Discrimination Statement and Multi-Language Interpreter Services information are located at 
the end of this document. 
 
Coverage for services, procedures, medical devices and drugs are dependent upon benefit 
eligibility as outlined in the member's specific benefit plan. This Evidence-Based Criteria must be 
read in its entirety to determine coverage eligibility, if any. 
 
This Evidence-Based Criteria provides information related to coverage determinations only and 
does not imply that a service or treatment is clinically appropriate or inappropriate. The provider 
and the member are responsible for all decisions regarding the appropriateness of care. Providers 
should provide BCBSAZ complete medical rationale when requesting any exceptions to these 
guidelines. 
 
The section identified as “Description” defines or describes a service, procedure, medical device 
or drug and is in no way intended as a statement of medical necessity and/or coverage. 
 
The section identified as “Criteria” defines criteria to determine whether a service, procedure, 
medical device or drug is considered medically necessary or experimental or investigational. 
 
State or federal mandates, e.g., FEP program, may dictate that any drug, device or biological 
product approved by the U.S. Food and Drug Administration (FDA) may not be considered 
experimental or investigational and thus the drug, device or biological product may be assessed 
only on the basis of medical necessity. 
 
Evidence-Based Criteria are subject to change as new information becomes available. 
 
For purposes of this Evidence-Based Criteria, the terms "experimental" and "investigational" are 
considered to be interchangeable. 
 
BLUE CROSS®, BLUE SHIELD® and the Cross and Shield Symbols are registered service marks 
of the Blue Cross and Blue Shield Association, an association of independent Blue Cross and 
Blue Shield Plans. All other trademarks and service marks contained in this guideline are the 
property of their respective owners, which are not affiliated with BCBSAZ. 
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Description:  
 
Several commercially available forms of human amniotic membrane (HAM) and amniotic fluid can be 
administered by patches, topical application, or injection. Amniotic membrane and amniotic fluid are being 
evaluated for the treatment of a variety of conditions, including chronic full-thickness diabetic lower-
extremity ulcers, venous ulcers, knee osteoarthritis, plantar fasciitis, and ophthalmic conditions. 
 
This review covers products that do not require FDA approval or clearance. The list of products named in 
this review is not a complete list of all commercially available products.  
 
Human Amniotic Membrane 
Human amniotic membrane (HAM) consists of 2 conjoined layers, the amnion, and chorion, and forms the 
innermost lining of the amniotic sac or placenta. When prepared for use as an allograft, the membrane is 
harvested immediately after birth, cleaned, sterilized, and either cryopreserved or dehydrated. Many 
products available using amnion, chorion, amniotic fluid, and umbilical cord are being studied for the 
treatment of a variety of conditions, including chronic full-thickness diabetic lower-extremity ulcers, 
venous ulcers, knee osteoarthritis, plantar fasciitis, and ophthalmic conditions. The products are 
formulated either as patches, which can be applied as wound covers, or as suspensions or particulates, 
or connective tissue extractions, which can be injected or applied topically. 
 
Fresh amniotic membrane contains collagen, fibronectin, and hyaluronic acid, along with a combination of 
growth factors, cytokines, and anti-inflammatory proteins such as interleukin-1 receptor antagonist. There 
is evidence that the tissue has anti-inflammatory, antifibroblastic, and antimicrobial properties. HAM is 
considered nonimmunogenic and has not been observed to cause a substantial immune response. It is 
believed that these properties are retained in cryopreserved HAM and HAM products, resulting in a 
readily available tissue with regenerative potential. In support, one HAM product has been shown to elute 
growth factors into saline and stimulate the migration of mesenchymal stem cells, both in vitro and in vivo. 
 
Use of a HAM graft, which is fixated by sutures, is an established treatment for disorders of the corneal 
surface, including neurotrophic keratitis, corneal ulcers and melts, following pterygium repair, Stevens-
Johnson syndrome, and persistent epithelial defects. Amniotic membrane products that are inserted like a 
contact lens have more recently been investigated for the treatment of corneal and ocular surface 
disorders. Amniotic membrane patches are also being evaluated for the treatment of various other 
conditions, including skin wounds, burns, leg ulcers, and prevention of tissue adhesion in surgical 
procedures. Additional indications studied in preclinical models include tendonitis, tendon repair, and 
nerve repair. The availability of HAM opens the possibility of regenerative medicine for an array of 
conditions. 
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Amniotic Fluid 
Amniotic fluid surrounds the fetus during pregnancy and provides protection and nourishment. In the 
second half of gestation, most of the fluid is a result of micturition and secretion from the respiratory tract 
and gastrointestinal tract of the fetus, along with urea. The fluid contains proteins, carbohydrates, 
peptides, fats, amino acids, enzymes, hormones, pigments, and fetal cells. Use of human and bovine 
amniotic fluid for orthopedic conditions was first reported in 1927. Amniotic fluid has been compared with 
synovial fluid, containing hyaluronan, lubricant, cholesterol, and cytokines. Injection of amniotic fluid or 
amniotic fluid-derived cells is currently being evaluated for the treatment of osteoarthritis and plantar 
fasciitis. 
 
Amniotic membrane and amniotic fluid are also being investigated as sources of pluripotent stem cells.  
Pluripotent stem cells can be cultured and are capable of differentiation toward any cell type. 
 
Tear Film and Ocular Surface Society: Dry Eye Disease Management Algorithm  
 
Step 1: 

• Education regarding the condition, its management, treatment, and prognosis 
• Modification of local environment 
• Education regarding potential dietary modifications (including oral essential fatty acid 

supplementation) 
• Identification and potential modification/elimination of offending systemic and topical medications 
• Ocular lubricants of various types (if meibomian gland dysfunction is present, then consider lipid 

containing supplements) 
• Lid hygiene and warm compresses of various types 

 
Step 2: 
If above options are inadequate consider: 

• Non-preserved ocular lubricants to minimize preservative-induced toxicity 
• Tea tree oil treatment for Demodex (if present) 
• Tear conservation 
• Punctal occlusion 
• Moisture chamber spectacles/goggles 
• Overnight treatments (such as ointment or moisture chamber devices) 
• In-office, physical heating and expression of the meibomian glands 
• In-office intense pulsed light therapy for meibomian gland dysfunction 
• Prescription drugs to manage dry eye disease 
• Topical antibiotic or antibiotic/steroid combination applied to the lid margins for anterior blepharitis 

(if present) 
• Topical corticosteroid (limited-duration) 
• Topical secretagogues 
• Topical non-glucocorticoid immunomodulatory drugs (such as cyclosporine) 
• Topical LFA-1 antagonist drugs (such as lifitegrast) 
• Oral macrolide or tetracycline antibiotics 
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Step 3: 
If above options are inadequate consider: 

• Oral secretagogues 
• Autologous/allogeneic serum eye drops 
• Therapeutic contact lens options 
• Soft bandage lenses 
• Rigid scleral lenses 

 
Step 4: 
If above options are inadequate consider: 

• Topical corticosteroid for longer duration 
• Amniotic membrane grafts 
• Surgical punctal occlusion 
• Other surgical approaches (e.g., tarsorrhaphy, salivary gland transplantation) 

 
Dry eye severity level DEWS 3 to 4 
 
Discomfort, severity, and frequency - Severe frequent or constant 
Visual symptoms - chronic and/or constant, limiting to disabling 
Conjunctival Injection - +/- or +/+ 
Conjunctive Staining - moderate to marked 
Corneal Staining - marked central or severe punctate erosions 
Corneal/tear signs - Filamentary keratitis, mucus clumping, increase in tear debris 
Lid/meibomian glands - Frequent 
Tear film breakup time - < 5 
Schirmer score (mm/5 min) - < 5 
 
 
Criteria:  
 
 Treatment of nonhealing diabetic lower-extremity ulcers with less than 20% decrease in wound area 

after standard wound care for at least 2 weeks using the following human amniotic membrane 
products is considered medically necessary:  
 
1. Affinity®  
 
2. AmnioBand® Membrane 
 
3. AmnioExcel® 
 
4. Biovance® 
 
5. EpiCord® 
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6. EpiFix® 
 
7. Grafix™ 

 
 Human amniotic membrane grafts with or without suture for the treatment of the following ophthalmic 

indications are considered medically necessary with documentation of ANY of the following:  
 
1. Neurotrophic keratitis with ocular surface damage and inflammation that does not respond to 

conservative therapy 
 

2. Corneal ulcers and melts that do not respond to initial conservative therapy 
 

3. Corneal perforation when there is active inflammation after corneal transplant requiring adjunctive 
treatment 

 
4. Bullous keratopathy as a palliative measure in individuals who are not candidates for curative 

treatment (e.g., endothelial or penetrating keratoplasty) 
 

5. Partial limbal stem cell deficiency with extensive diseased tissue where selective removal alone is 
not sufficient 

 
6. Moderate or severe Stevens-Johnson syndrome 

 
7. Persistent epithelial defects that do not respond within 2 days to conservative therapy 

 
8. Severe dry eye (DEWS 3 or 4) with ocular surface damage and inflammation that remains 

symptomatic after Steps 1, 2, and 3 of the dry eye disease management algorithm 
 

9. Moderate or severe acute ocular chemical burn 
 
 Human amniotic membrane grafts with suture or glue for the treatment of the following ophthalmic 

indications are considered medically necessary with documentation of ANY of the following:  
 
1. Corneal perforation when corneal tissue is not immediately available 

 
2. Pterygium repair when there is insufficient healthy tissue to create a conjunctival autograft 

 
 Human amniotic membrane grafts with or without suture for all other ophthalmic indications not 

previously listed or if above criteria not met are considered experimental or investigational when 
any ONE or more of the following criteria are met:  

 
1. Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug 

Administration); or 
2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or 
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3. Insufficient evidence to support improvement of the net health outcome; or 
4. Insufficient evidence to support improvement of the net health outcome as much as, or more 

than, established alternatives; or 
5. Insufficient evidence to support improvement outside the investigational setting.  

 
 Injection of micronized or particulated human amniotic membrane for all indications is considered 

experimental or investigational when any ONE or more of the following criteria are met:  
 
1. Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug 

Administration); or 
2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or 
3. Insufficient evidence to support improvement of the net health outcome; or 
4. Insufficient evidence to support improvement of the net health outcome as much as, or more 

than, established alternatives; or 
5. Insufficient evidence to support improvement outside the investigational setting.  
 
These indications include, but are not limited to: 
 
▪ Osteoarthritis  
▪ Plantar fasciitis 

 
 Injection of human amniotic fluid for all indications is considered experimental or investigational 

when any ONE or more of the following criteria are met:  
 

1. Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug 
Administration); or 

2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or 
3. Insufficient evidence to support improvement of the net health outcome; or 
4. Insufficient evidence to support improvement of the net health outcome as much as, or more 

than, established alternatives; or 
5. Insufficient evidence to support improvement outside the investigational setting.  

 
 All other human amniotic products not listed above are considered experimental or investigational 

when any ONE or more of the following criteria are met:  
 

1. Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug 
Administration); or 

2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or 
3. Insufficient evidence to support improvement of the net health outcome; or 
4. Insufficient evidence to support improvement of the net health outcome as much as, or more 

than, established alternatives; or 
5. Insufficient evidence to support improvement outside the investigational setting.  
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Other human amniotic products include those derived from the following, but are not limited to: 

 
▪ Products derived from amnion 
▪ Products derived from chorion 
▪ Products derived from amniotic fluid 
▪ Products derived from umbilical cord 
▪ Products derived from Wharton's jelly 

 
 All other human amniotic products for all other indications not listed above are considered 

experimental or investigational when any ONE or more of the following criteria are met:  
 
1. Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug 

Administration); or 
2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or 
3. Insufficient evidence to support improvement of the net health outcome; or 
4. Insufficient evidence to support improvement of the net health outcome as much as, or more 

than, established alternatives; or 
5. Insufficient evidence to support improvement outside the investigational setting.  

 
These indications include, but are not limited to: 

 
▪ Treatment of lower extremity ulcers due to venous insufficiency with less than 30% decrease in 

wound area after standard wound care for at least 2 weeks 
▪ Repair following Mohs micrographic surgery  

 
These human amniotic products include, but are not limited to: 
 
▪ AlloGen 
▪ AlloWrap™ 
▪ AmnioAMP-MP 
▪ Amnioarmor™ 
▪ Amnio-maxx or Manio-maxx lite 
▪ Amniotext 
▪ Amniowound 
▪ Amnion bio or Axomembrane 
▪ Amniocore™ 
▪ Amniocyte 
▪ AmnioMatrix® 
▪ Amniply 
▪ Amniorepair or AltiPly 
▪ Amniotext patch 
▪ AmnioWrap2™ 
▪ Articent ac (flowable) 
▪ Artacent ac (patch) 
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▪ Artacent® Wound 
▪ Artacent® Cord 
▪ Ascent 
▪ Axolotl ambien or Axolotl Cryo 
▪ BioDDryFlex® 
▪ BioDfence™ 
▪ BioNextPATCH 
▪ BioWound 
▪ BioWound Plus™ 
▪ BioWound XPlus™ 
▪ carePATCH 
▪ Cellesta/Cellesta duo 
▪ Cellesta Cord 
▪ Cellesta flowable 
▪ Clarix® 
▪ Clarix® Flo 
▪ Cogenex flowable amnion 
▪ Cogenex amniotic membrane 
▪ Corecyte 
▪ Corplex 
▪ Corplex P 
▪ Coretext or Protext 
▪ Cryo-cord 
▪ Cygnus 
▪ Dermacyte 
▪ Dermavest™ or Plurivest 
▪ Derm-maxx 
▪ Epifix Injectable 
▪ Floweramnioflo 
▪ Floweramniopatch 
▪ Fluid flow or Fluid GF 
▪ Genesis 
▪ Guardian/AmnioBand® 
▪ Interfyl® 
▪ Matrion 
▪ Neopatch or Therion 
▪ Neox® Cord 
▪ Neox® Flo 
▪ Neox® Wound 
▪ Novachor 
▪ Novafix® 
▪ Novafix DL 
▪ NuShield 
▪ PalinGen® Membrane 
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▪ PalinGen® SportFlow 
▪ Plurivest™ 
▪ Polycyte 
▪ Procenta 
▪ Reguard 
▪ Restorigin 
▪ Restorigin Injectable 
▪ Revita 
▪ Revitalon™ 
▪ Surgenex, Surfactor, and Nudyn 
▪ Surgicord 
▪ SurgiGRAFT™ 
▪ WoundEx® 
▪ WoundEx® Flow 
▪ Woundfix 
▪ Woundfix Plus 
▪ Wounfix XPlus 
▪ Xcellerate 
▪ Xwrap 

 
 
Resources:  
 
Literature reviewed 05/21/24. We do not include marketing materials, poster boards and non-
published literature in our review. 
 
Resources prior to 05/21/24 may be requested from the BCBSAZ Medical Policy and Technology 
Research Department.  
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Non-Discrimination Statement: 
 
Blue Cross Blue Shield of Arizona (BCBSAZ) complies with applicable Federal civil rights laws 
and does not discriminate on the basis of race, color, national origin, age, disability or sex. 
BCBSAZ provides appropriate free aids and services, such as qualified interpreters and written 
information in other formats, to people with disabilities to communicate effectively with us. 
BCBSAZ also 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, call (602) 864-4884 for Spanish and (877) 475-4799 for all other languages and other aids 
and services. 
 
If you believe that BCBSAZ has failed to provide these services or discriminated in another way 
on the basis of race, color, national origin, age, disability or sex, you can file a grievance with: 
BCBSAZ’s Civil Rights Coordinator, Attn: Civil Rights Coordinator, Blue Cross Blue Shield of 
Arizona, P.O. Box 13466, Phoenix, AZ 85002-3466, (602) 864-2288, TTY/TDD (602) 864-4823, 
crc@azblue.com. You can file a grievance in person or by mail or email. If you need help filing a 
grievance BCBSAZ’s 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 Avenue SW., Room 509F, HHH Building, Washington, DC 
20201, 1–800–368–1019, 800–537–7697 (TDD). Complaint forms are available at 
http://www.hhs.gov/ocr/office/file/index.html 
 
Multi-Language Interpreter Services: 
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