Please review the criteria and determine which, if any, apply to this case and include in your letter only those you wish to indicate in support of the medical necessity. This is not intended to replace your assessment of the patient’s medical condition and treatment. The content of your Letter of Medical Necessity reflects exclusively your judgment and is your sole responsibility. Please see Important Safety Information on page 3 and full Prescribing Information link on page 2 and 4. If you have any questions about this template letter, please contact There for Rare at 1-844-982-5691 and select option 2, Monday through Friday, 8 AM to 8 PM EST. 
Delete this box before sending your letter.



[PHYSICIAN’S LETTERHEAD]

[Date]

[Payer Name]

ATTN: [Payer Contact Title/Medical Director]
[Payer Contact Name (if available)]
[Payer Address]
[City, State, ZIP]

Patient: [Patient First and Last Name]
Date of Birth: [Patient DOB]
Diagnosis: [ICD Code and Description]
Subscriber ID Number: [Insurance Policy ID Number] 
Subscriber Group Number: [Insurance Group Number] 
Case ID Number: [Case/Claim ID Number (if available)]

Subject: [Letter of Medical Necessity for Loargys® (pegzilarginase-nbln)]

Dear [Payer contact name/Medical Director],

I am writing on behalf of my patient, [Patient Name], to document medical necessity for treatment with Loargys® (pegzilarginase-nbln). This patient will be treated for hyperargininemia with LOARGYS, which is indicated for the treatment of hyperargininemia in adult and pediatric patients 2 years of age and older with Arginase 1 Deficiency (ARG1-D), in conjunction with dietary protein restriction.1 This letter serves to document that [Patient Name] needs LOARGYS and that LOARGYS is medically necessary for them as prescribed due to persistent hyperargininemia despite interventions, including dietary protein restriction. The goals of therapy for ARG1-D are to reduce plasma arginine levels to as low as possible, aiming for the upper reference range.2 On behalf of the patient, I am requesting approval for use and subsequent payment for treatment.

Diagnosis and Medical History 
[Patient Name] is [a/an] [age]-year-old [Male/Female] with persistent hyperargininemia despite interventions, including dietary protein restriction, and diagnosed with Arginase 1 Deficiency (ARG1-D). [Patient Name] has been in my care since [date]. As a result of ARG1-D, my patient [insert description of patient history, progression, current condition]. Additionally, [Patient Name] has tried [insert previous treatments and/or non-therapeutic interventions, including dietary protein restriction] which resulted in [insert clinical outcomes as a result of not being able to lower plasma arginine]. 

The medical records listed below are attached to this letter to document [Patient Name]’s clinical condition and the medical necessity for treatment with LOARGYS: 
· [Clinic notes] 
· [Laboratory test results] 
· [Genetic testing results] 
· [Other medically relevant information]

Based on the above facts, attached documentation, and the lack of any alternative treatment options indicated for ARG1-D, I am confident that you will agree that [specific dose based on patient’s actual body weight in kg] of LOARGYS administered [route of administration] is medically necessary and the appropriate therapeutic choice for [Patient Name].

Please consider coverage of LOARGYS on [Patient Name]’s behalf and approve use and subsequent payment for LOARGYS. If you have any further questions, please contact me at [Physician Telephone Number] or [Physician Email].

Thank you for your prompt attention to this matter.
Sincerely,

[Physician Name], [Credentials] 
[Provider Identification Number]
[Hospital or Clinic Name]


References: 1. LOARGYS (pegzilarginase-nbln) Prescribing Information. Immedica Pharma. 2. Häberle J, Burlina A, Chakrapani A, et al. Suggested guidelines for the diagnosis and management of urea cycle disorders: First revision. J Inherit Metab Dis. Nov 2019;42(6):1192–1230. https://doi.org/10.1002/jimd.12100


Enclosures: 
Prescribing Information
[Insert list of included clinic notes, labs, genetic testing, other relevant documentation as noted in body of letter]



This page and the next is for your reference only. Content on these pages do not need to be sent to the insurance company.
Delete this box and subsequent pages before sending your letter.


[bookmark: _Hlk171364124]IMPORTANT SAFETY INFORMATION

[bookmark: _Toc186176323]WARNING: HYPERSENSITIVITY REACTIONS INCLUDING ANAPHYLAXIS
See full prescribing information for complete boxed warning

Initiate LOARGYS in a healthcare setting with appropriate medical monitoring and support measures, including access to cardiopulmonary resuscitation equipment. If a severe hypersensitivity reaction (e.g., anaphylaxis) occurs, discontinue LOARGYS, and immediately initiate appropriate medical treatment, including use of epinephrine.
[bookmark: _Toc186176334]
WARNINGS AND PRECAUTIONS
Hypersensitivity Reactions Including Anaphylaxis: Life-threatening hypersensitivity reactions, including anaphylaxis, have occurred in patients treated with enzyme replacement therapies, including LOARGYS. Hypersensitivity reactions that were mild to moderate in severity occurred in 13% (6/48) of LOARGYS-treated subjects in clinical trials. Hypersensitivity reactions have included facial swelling, rash, flushing and dyspnea. The reactions generally occurred with the first few doses but may occur later in treatment.

Administration of LOARGYS should be supervised by a healthcare provider knowledgeable in the management of hypersensitivity reactions including anaphylaxis in a healthcare setting with appropriate medical monitoring and support measures. Premedication with an antihistamine and/or corticosteroid should be considered in patients who previously have developed a hypersensitivity reaction. If a severe hypersensitivity reaction (e.g., anaphylaxis) occurs, discontinue LOARGYS and immediately initiate appropriate medical treatment, including use of epinephrine. Consider the risks and benefits of re-administering LOARGYS in patients who have experienced a severe hypersensitivity reaction. Caution should be exercised upon rechallenge. Inform patients of the symptoms of life-threatening hypersensitivity reactions and to seek immediate medical attention should symptoms occur. If a mild or moderate reaction occurs, consider treatment with antihistamines and/or corticosteroids.

ADVERSE REACTIONS
The most common adverse reactions are vomiting, pyrexia, infusion associated reactions and constipation.

USE IN SPECIFIC POPULATIONS
Pregnancy: There are no available data on LOARGYS use in pregnant females to evaluate for a drug-associated risk of major birth defects, miscarriage or other adverse maternal or fetal outcomes.
Lactation: There is no data on the presence of LOARGYS in either human or animal milk, the effects on the breastfed infant, or the effects on milk production. The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for LOARGYS and any potential adverse effects on the breast-fed infant from LOARGYS or from the underlying maternal condition.
Pediatric: The safety and effectiveness of LOARGYS have been established for the reduction of plasma arginine in pediatric patients 2 years and older with ARG-1 D, in conjunction with dietary protein restriction. The safety and effectiveness of LOARGYS have not been established for the reduction of plasma arginine in pediatric patients aged less than 2 years with ARG-1 D.
Geriatric: Clinical studies of LOARGYS did not include subjects 65 years of age and older to determine whether they respond differently from younger adult subjects.
INDICATION
LOARGYS is an arginine specific enzyme indicated for the treatment of hyperargininemia in adult and pediatric patients 2 years of age and older with Arginase 1 Deficiency (ARG1-D), in conjunction with dietary protein restriction.

This indication is approved under accelerated approval based on reduction of plasma arginine. Continued approval for this indication may be contingent upon verification and description of clinical benefit in a confirmatory trial.

Please see full Prescribing Information for LOARGYS.
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