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Neffy (epinephrine nasal spray) 
 

Disclaimer 

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for 
utilization management decisions. Clinical guidelines are applicable according to policy and plan type. 
The Plan may delegate utilization management decisions of certain services to third parties who may 
develop and adopt their own clinical criteria.  
 
Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well 
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the 
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local 
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy 
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact 
the Plan to confirm coverage. 
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Summary 

Type 1 allergic reactions are known as immediate hypersensitivity reactions and include anaphylaxis. 

Anaphylaxis is a serious, life-threatening allergic reaction that can occur within seconds or minutes of 

exposure to an allergen. It can be triggered by IgE-mediated reactions to allergens such as foods, drugs, 

insect stings, and latex. Epinephrine is the first-line treatment for anaphylaxis. Current clinical guidelines 
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recommend all patients at risk of anaphylaxis be prescribed epinephrine and trained on proper 

administration.  

 

Epinephrine helps alleviate bronchospasm, wheezing and dyspnea that may occur during anaphylaxis. 

Epinephrine also alleviates pruritus, urticaria, and angioedema. It may also relieve gastrointestinal and 

genitourinary symptoms associated with anaphylaxis. 

 

Neffy (epinephrine nasal spray) is an intranasal formulation of epinephrine approved by the FDA for the 

emergency treatment of allergic reactions, including anaphylaxis, in patients 15 kg or greater. It provides 

a non-injectable option for administration of epinephrine. 

 

 

Definitions 

"Anaphylaxis" refers to a serious, potentially life-threatening allergic reaction that can occur within 

seconds or minutes of exposure to an allergen and requires immediate treatment with epinephrine. 

 

"Epinephrine" refers to a medication that acts on alpha and beta-adrenergic receptors to quickly reverse 

the symptoms of anaphylaxis such as airway swelling, hypotension, and wheezing. 

 

"Epinephrine auto-injector" is a medical device used for the automatic injection of a measured dose of 

epinephrine, most commonly for the treatment of anaphylaxis. Examples include EpiPen, Auvi-Q, 

generic versions. 

 

"Needle phobia" is an extreme fear of medical procedures involving injections or hypodermic needles, 

which can lead to avoidance of medically necessary treatment. 

 

Clinical Indications 

 

Medical Necessity Criteria for Clinical Review  

Indication-Specific Criteria 

Type I Allergic Reactions 

The Plan considers Neffy (epinephrine nasal spray) medically necessary when ALL of the following 

criteria are met: 

1. The member weighs (≥) 15 kg or greater; AND 

2. The member has a documented diagnosis of an allergy that may require emergency epinephrine 

treatment (e.g., food allergy, insect venom allergy, exercise-induced anaphylaxis, idiopathic 

anaphylaxis); AND 

3. Neffy (epinephrine nasal spray) is being prescribed for the acute treatment of allergic reactions, 

including anaphylaxis; AND 

4. Clinical documentation indicating the member meets ONE of the following: 
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a. has experienced an inadequate response, intolerance, or contraindication to an 

epinephrine auto-injector product (e.g., EpiPen, generic epinephrine auto-injector); or 

b. is unable to appropriately use an epinephrine auto-injector due to a clinically valid 

reason (e.g., needle phobia, lack of dexterity, visual impairment, arthritis); AND 

5. The member does NOT have underlying structural or anatomical nasal conditions (e.g. nasal 

polyps, history of nasal fractures/injuries/surgery) that may affect absorption of Neffy 

(epinephrine nasal spray). 

6. Neffy (epinephrine nasal spray) is being prescribed at a dose and frequency that is within FDA 

approved labeling (see Appendix, Table 1 below). 

 

If the above prior authorization criteria are met, the requested product will be authorized for 

12-months. 

 

 

Experimental or Investigational / Not Medically Necessary 

Neffy (epinephrine nasal spray) for any other indication or use is considered not medically necessary by 

the Plan, as it is deemed to be experimental, investigational, or unproven. Non-covered indications 

include, but are not limited to, the following: 

● Use in members less than 15 kg. 

● Use for the prevention of anaphylaxis or allergic reactions. 

● Use for any non-FDA approved indications. 

 

 

References 

1. Campbell RL, Kelso JM. Anaphylaxis: emergency treatment. Post TW, ed. UpToDate. Waltham, 
MA: UpToDate Inc. 

2. Campbell et al; Members of the Joint Task Force; Practice Parameter Workgroup. Emergency 
department diagnosis and treatment of anaphylaxis: a practice parameter. Ann Allergy Asthma 
Immunol. 2014 Dec;113(6):599-608. doi: 10.1016/j.anai.2014.10.007. PMID: 25466802. 

3. Cardona et al, Worm M. World allergy organization anaphylaxis guidance 2020. World Allergy 
Organ J. 2020 Oct 30;13(10):100472. doi: 10.1016/j.waojou.2020.100472. PMID: 33204386; 
PMCID: PMC7607509. 

4. Dworaczyk et al. A 13.2 mg epinephrine intranasal spray demonstrates comparable 
pharmacokinetics, pharmacodynamics, and safety to a 0.3 mg epinephrine autoinjector. J Allergy 
Clin Immunol Glob. 2023 Dec 12;3(2):100200. doi: 10.1016/j.jacig.2023.100200. PMID: 
38328805; PMCID: PMC10847913. 

5. Dworaczyk et al. Randomized trial of pharmacokinetic and pharmacodynamic effects of 13.2 mg 
intranasal epinephrine treatment in congestion. Ann Allergy Asthma Immunol. 2024 
Aug;133(2):186-193.e2. doi: 10.1016/j.anai.2024.04.033. Epub 2024 May 7. PMID: 38719149. 

6. Epinephrine injection (auto-injector) [prescribing information]. Lineage Therapeutics Inc.; 
Horsham, PA: May 2016. 

7. EpiPen/EpiPen Jr (epinephrine) [prescribing information]. St. Louis, MO: Meridian Medical 
Technologies LLC; February 2023. 

8. Gaudio et al. Wilderness Medical Society Clinical Practice Guidelines on Anaphylaxis. Wilderness 
Environ Med. 2022 Mar;33(1):75-91. doi: 10.1016/j.wem.2021.11.009. Epub 2022 Feb 2. Erratum 

3 



 
 

in: Wilderness Environ Med. 2022 Jun;33(2):263. doi: 10.1016/j.wem.2022.03.009. PMID: 
35120856. 

9. Golden et al. Anaphylaxis: A 2023 practice parameter update. Ann Allergy Asthma Immunol. 
2024 Feb;132(2):124-176. doi: 10.1016/j.anai.2023.09.015. Epub 2023 Dec 18. PMID: 38108678. 

10. Lieberman et al. Anaphylaxis--a practice parameter update 2015. Ann Allergy Asthma Immunol. 
2015 Nov;115(5):341-84. doi: 10.1016/j.anai.2015.07.019. PMID: 26505932. 

11. Neffy (epinephrine) nasal spray [prescribing information]. San Diego, CA: ARS Pharmaceuticals 
Operations Inc; March 2025. 

12. Perman SM, Elmer J, Maciel CB, Uzendu A, May T, Mumma BE, Bartos JA, Rodriguez AJ, Kurz 
MC, Panchal AR, Rittenberger JC; American Heart Association. 2023 American Heart Association 
Focused Update on Adult Advanced Cardiovascular Life Support: An Update to the American 
Heart Association Guidelines for Cardiopulmonary Resuscitation and Emergency Cardiovascular 
Care. Circulation. 2024 Jan 30;149(5):e254-e273. doi: 10.1161/CIR.0000000000001194. Epub 
2023 Dec 18. PMID: 38108133. 

13. Shaker et al. Anaphylaxis-a 2020 practice parameter update, systematic review, and Grading of 
Recommendations, Assessment, Development and Evaluation (GRADE) analysis. J Allergy Clin 
Immunol. 2020 Apr;145(4):1082-1123. doi: 10.1016/j.jaci.2020.01.017. Epub 2020 Jan 28. PMID: 
32001253. 

14. US Food and Drug Administration (FDA). FDA Drug Safety Communication. MedWatch. FDA 
alerts patients and health care professionals of EpiPen auto-injector errors related to device 
malfunctions and user administration. 
https://www.fda.gov./drugs/drug-safety-and-availability/fda-alerts-patients-and-health-care-profe
ssionals-epipen-auto-injector-errors-related-device. Published March 24, 2020. Accessed 
September 5, 2024. 

 
 
Clinical Guideline Revision / History Information 

Original Date: 09/18/2024 

Reviewed/Revised: 10/01/2025 

 

 

Appendix A 

 
Table 1: Recommended Dosage of Neffy (epinephrine nasal spray) for those 4 Years of Age and Older 

Member’s Weight Dosage 

30 kg or Greater One spray of Neffy 2 mg 

15 kg to less than 30 kg One spray of Neffy 1 mg 

 

Each Neffy nasal spray is for single use and delivers the entire dose upon activation.  

 

In absence of clinical improvement or if symptoms worsen after initial treatment, administer a second 

dose of Neffy in the same nostril with a new nasal spray starting 5 minutes after the first dose. As such, it 

is recommended that individuals are prescribed and have immediate access to two Neffy nasal sprays at 

all times. 
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