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Application 
 
This Medical Benefit Drug Policy only applies to the state of Ohio. Any requests for services that are stated as unproven 
or services for which there is a coverage or quantity limit will be evaluated for medical necessity using Ohio Administrative 
Code 5160-1-01. 
 

Coverage Rationale 
 
Papzimeos is proven and medically necessary for the treatment of recurrent respiratory papillomatosis in 
patients who meet all of the following criteria: 

 Diagnosis of recurrent respiratory papillomatosis (RRP); and 

 Patient is 18 years of age or older; and 

 Patient has required surgery (i.e., surgical resection of papillomas, laser ablation of papillomas) to remove 
laryngotracheal papillomas prior to treatment with Papzimeos; and 

 Surgical debulking of present visible papilloma will be performed prior to the initial, third, and fourth dose of 
Papzimeos; and  

 Prescribed by or in consultation with a specialist knowledgeable in the treatment of recurrent respiratory 
papillomatosis (e.g., otolaryngologist, pulmonologist, oncologist); and 

 Patient has not received a previous complete treatment course (i.e., four doses over a 12-week interval) with 
Papzimeos; and 

 Dosing is in accordance with the United States Food and Drug Administration approved labeling; and 

 Authorization will be issued for no more than one treatment course (i.e., four doses) per lifetime 
 

Applicable Codes 
 
The following list(s) of procedure and/or diagnosis codes is provided for reference purposes only and may not be all 
inclusive. Listing of a code in this policy does not imply that the service described by the code is a covered or non-covered 
health service. Benefit coverage for health services is determined by federal, state, or contractual requirements and 
applicable laws that may require coverage for a specific service. The inclusion of a code does not imply any right to 
reimbursement or guarantee claim payment. Other Policies and Guidelines may apply. 
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HCPCS Code Description 

C9399 Unclassified drugs or biologicals 

J3490 Unclassified drugs 

J3590 Unclassified biologics 

 

Diagnosis Code Description 

D14.1 Benign neoplasm of larynx 

J38.7 Other diseases of larynx 

 

Background 
 
Papzimeos is a non-replicating adenoviral vector-based immunotherapy designed to express a fusion antigen of selected 
regions of human papillomavirus (HPV) proteins expressed in HPV 6- and HPV 11-infected cells. Papzimeos is designed 
to generate an immune response directed against HPV 6 and HPV 11 proteins in patients with recurrent respiratory 
papillomatosis. 
 

Clinical Evidence 
 
Papzimeos was evaluated in an open-label, single-arm study in 38 adults with recurrent respiratory papillomatosis (RRP). 
Patients received Papzimeos on days 1, 15, 43 and 85. The primary efficacy endpoint was the percentage of patients with 
a complete response to Papzimeos treatment, defined as no requirement of surgical intervention in the 12 months after 
treatment. In the 35 patients that received a dose of 5X1011 particle units (PU) per injection, the median age at RRP 
diagnosis was 35 years (range 1-68) and median age at the start of treatment was 49 years (range 20-88). 23 (66%) 
patients were diagnosed with adult-onset RRP and 12 (34%) with juvenile-onset disease. Most patients were male [20 
(57%) of 35] and required up to hundreds of lifetime clinically indicated interventions to control RRP (median 40 [range 3 
to > 400). Four (11%) of 35 patients had pulmonary RRP evaluable by RECIST criteria. The median number of previous 
medical treatments for RRP was 2 (range 1-8). The median number of clinically indicated interventions in the 12 months 
before the study treatment was 4 (3-10). The median pretreatment anatomic Derkay score was 8 (3-31). The median 
pretreatment VHI-10 score was 24 (6-40), indicating severe dysphonia. At the dose of 5X1011 PU per injection, 18 of 35 
patients received a complete response at 12 months [complete response rate 51% (95% CI: 34, 69)]. At the dose of 
1X1011 PU per injection, no patient (0 of 3) received a complete response. Warnings and precautions for Papzimeos 
include injection site reactions and thrombotic events. The most common adverse reactions (≥ 5%) with Papzimeos use 
were injection site reactions, fatigue, chills, pyrexia, myalgia, and nausea. 
 

U.S. Food and Drug Administration (FDA) 
 
This section is to be used for informational purposes only. FDA approval alone is not a basis for coverage. 
 
Papzimeos is a non-replicating adenoviral vector-based immunotherapy indicated for the treatment of adults with 
recurrent respiratory papillomatosis. 
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Policy History/Revision Information 
 

Date Summary of Changes 

04/01/2026 • New Medical Benefit Drug Policy 

 

Instructions for Use 
 
This Medical Benefit Drug Policy provides assistance in interpreting UnitedHealthcare standard benefit plans. When 
deciding coverage, the federal, state (Ohio Administrative Code [OAC]), or contractual requirements for benefit plan 
coverage must be referenced as the terms of the federal, state (OAC), or contractual requirements for benefit plan 
coverage may differ from the standard benefit plan. In the event of a conflict, the federal, state (OAC), or contractual 
requirements for benefit plan coverage govern. Before using this policy, please check the federal, state (OAC), or 
contractual requirements for benefit plan coverage. UnitedHealthcare reserves the right to modify its Policies and 
Guidelines as necessary. This Medical Benefit Drug Policy is provided for informational purposes. It does not constitute 
medical advice. 
 
UnitedHealthcare may also use tools developed by third parties, such as the InterQual® criteria, to assist us in 
administering health benefits. UnitedHealthcare Medical Benefit Drug Policies are intended to be used in connection with 
the independent professional medical judgment of a qualified health care provider and do not constitute the practice of 
medicine or medical advice. 

https://www.entnet.org/resource/position-statement-recurrent-respiratory-papillomatosis-and-gardasil-vaccination/
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