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Medical  benefit drug policies are a source for BCBSM and BCN medical policy information only.  These documents are not to 
be used to determine benefits or reimbursement.  Please reference the appropriate certificate or contract for benefit 
information.  This policy may be updated and therefore subject to change. 

 
P&T Date: 08/13/2026 

 
Ryplazim® (plasminogen) 

 
HCPCS: J2998 
 
Policy:  
 
Requests must be supported by submission of chart notes and patient specific documentation. 
 

A. Coverage of the requested drug is provided when all the following are met: 
a. FDA approved indication  
b. FDA approved age 
c. Plasminogen activity level ≤ 45% 
d. Trial and failure, contraindication, OR intolerance to the preferred drugs as listed in BCBSM/BCN’s 

utilization management medical drug list 
 

B. Quantity Limitations, Authorization Period and Renewal Criteria  
a. Quantity Limits: Align with FDA recommended dosing 
b. Authorization Period: One year at a time  
c. Renewal Criteria: Clinical documentation must be provided to confirm that current criteria are met and that 

the medication is providing clinical benefit 
  

***Note: Coverage and approval duration may differ for Medicare Part B members based on any applicable criteria 
outlined in Local Coverage Determinations (LCD) or National Coverage Determinations (NCD) as determined by Center 
for Medicare and Medicaid Services (CMS). See the CMS website at http://www.cms.hhs.gov/.  Determination of 
coverage of Part B drugs is based on medically accepted indications which have supported citations included or approved 
for inclusion determined by CMS approved compendia. 
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Background Information: 
 

- Ryplazim is a plasma-derived human plasminogen indicated for the treatment of patients with plasminogen deficiency 
type 1 (hypoplasminogenemia).  

 
- Plasminogen is a naturally occurring protein that is synthesized by the liver and circulates in the blood. Activated 

plasminogen, known as plasmin, is an enzymatic component of the fibrinolytic system and the main enzyme involved 
in the lysis of clots and clearance of extravasated fibrin. Activated plasminogen is also involved in wound healing, cell 
migration, tissue remodeling, angiogenesis, and embryogenesis.  

 
- Plasminogen deficiency type 1 is a disorder that results in inflamed growths on the mucous membranes, which are 

the moist tissues that line body openings such as the eyelids and the inside of the mouth. The most common and 
visible lesion associated with plasminogen deficiency is ligneous conjunctivitis, which is characterized by thick, 
woody (ligneous) growths on the conjunctiva of the eye, and if left untreated, can lead to corneal damage and 
blindness. While ligneous conjunctivitis is the best characterized and visible lesion, plasminogen deficiency type 1 is 
a multi-systemic disease that can also affect the ears, sinuses, tracheobronchial tree, genitourinary tract, and gingiva.  

 
- A diagnosis of plasminogen deficiency type 1 is based upon identification of characteristic symptoms, a family 

account of their medical history (anamnesis), a detailed patient history, and a thorough clinical evaluation. Specific 
laboratory tests can confirm a diagnosis, specifically tests that measure the activity of plasminogen, which will be 
severely deficient in individuals with plasminogen deficiency. The prevalence of plasminogen deficiency type 1 has 
been estimated at 1.6 per one million people. 

 
- Congenital plasminogen deficiency type II, also called dysplasminogenemia, is not believed to be associated with any 

symptoms. 
 
- 15 patients were enrolled in Ryplazim Trial 2, a single-arm, open-label, Phase II/III study.  All study participants had a 

baseline plasminogen activity level <45% (normal plasminogen activity range is between 70% and 130%).  All study 
participants showed an increase in baseline trough plasminogen activity levels during an initial 12-week treatment 
period (success defined as at least and absolute 10% above baseline for at least 3 measurements). Additionally, all 
patients with any lesion at baseline had at least 50% improvement in the number/size of their lesions. 
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Policy History 
# Date Change Description 
1.7 Effective Date: 

08/13/2026 
Annual review of medical policy. No changes to the criteria were made as this time. 

1.6 Effective Date: 
08/07/2025 

Annual review of medical policy. No changes to the criteria were made as this time. 

1.5 Effective Date: 
08/08/2024 

Annual review of medical policy. No changes to the criteria were made as this time. 

1.4 Effective Date: 
08/10/2023 

Annual review of medical policy. No changes to the criteria were made as this time. 

1.3 Effective Date: 
08/04/2022 

Annual review of medical policy. No changes to the criteria were made as this time. 

1.2 Effective Date: 
01/17/2022 

UM medical management system update for MAPPO and BCNA 
 

Line of Business PA Required in Medical 
Management System (Yes/No) 

BCBS Yes 
BCN Yes 

MAPPO Yes 
BCNA Yes 

 

1.1 Effective Date: 
09/17/2021 

UM medical management system update BCBSM and BCN 
 

Line of Business PA Required in Medical 
Management System (Yes/No) 

BCBS Yes 
BCN Yes 

MAPPO No 
BCNA No 

 

1.0 Effective Date: 
08/12/2021 

New policy  
 

 
* The prescribing information for a drug is subject to change.  To ensure you are reading the most current information it is 
advised that you reference the most updated prescribing information by visiting the drug or manufacturer website or 
http://dailymed.nlm.nih.gov/dailymed/index.cfm. 

 
 
 

http://dailymed.nlm.nih.gov/dailymed/index.cfm


Confidentiality notice:  This transmission contains confidential information belonging to the sender that is legally privileged. This information is intended only for use of the individual or entity named above. The 
authorized recipient of this information is prohibited from disclosing this information to any other party. If you are not the intended recipient, you are hereby notified that any disclosure, copying, distribution or action 
taken in reliance on the contents of this document is strictly prohibited. If you have received this in error, please notify the sender to arrange for the return of this document. 

7/25/2022 

1. Is this request for:            Initiation   Continuation    Date patient started therapy: __________________ 
 

2. Please provide the NPI number for the place of administration: _______________________________________ 
 

3. Initiation AND Continuation of therapy: 
a. Please check the patient’s diagnosis:   

  Plasminogen deficiency type 1 (hypoplasminogenemia)   
  Other: _______________________________ 
 

b. What is the patient plasminogen activity level? ___________%  Date: _________________ 
 
 

4. Continuation request: Ryplazim start date: _______________________________ 
a. Have the patient’s signs and symptoms improved with Ryplazim? 

 Yes    
 No, Comment: _______________________________ 

 
5. Please add any other supporting medical information necessary for our review  

 
Coverage will not be provided if the prescribing physician’s signature and date are not reflected on this document. 

 Request for expedited review: I certify that applying the standard review time frame may seriously jeopardize the life or health of the member or the member’s ability to regain maximum function 
Physician’s Name                                                Physician Signature                                                                    Date                                     
Step 2: 
Checklist 

 Form Completely Filled Out 
 Attach Chart Notes 

 Attach Diagnostic Tests and Labs 
 

Step 3: 
Submit 

By Fax: BCBSM Specialty Pharmacy Mailbox 
1-877-325-5979 

By Mail: BCBSM Specialty Pharmacy Program 
P.O. Box 312320, Detroit, MI  48231-2320 

 

Blue Cross Blue Shield/Blue Care Network of Michigan  
Medication Authorization Request Form  

Ryplazim® (plasminogen, humantvmh)     
HCPCS CODE: J2998 

 
This form is to be used by participating physicians to obtain coverage for Ryplazim. For commercial members only, please complete this form and submit via 
fax to 1-877-325-5979.  If you have any questions regarding this process, please contact BCBSM Provider Relations and the Medical Drug Helpdesk at 1-
800-437-3803 for assistance. 
 PATIENT INFORMATION PHYSICIAN INFORMATION 

Name        Name       

ID Number        Specialty       

D.O.B.                                 Male Female Address       

Diagnosis       City /State/Zip  

Drug Name  Phone/Fax:  P:  (         )      -                  F: (        )        -     

Dose and Quantity       NPI       

Directions       Contact Person       

Date of Service(s)       Contact Person 
Phone  / Ext. 

 

STEP 1:      DISEASE STATE INFORMATION 




