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— ® Notice

Safety and Effectiveness of Certain Naloxone Hydrochloride
o
N ovem ber 16’ 2022 Drug Products for Nonprescription Use; Request for
Comments
A Notice by the Food and Drug Administration on 11/16/2022 \‘ v
o

Preliminary assessment by FDA that certain naloxone drug products
may be approvable as safe and effective for nonprescription use

Up to 4 milligrams (mg) nasal spray and up to 2 mg autoinjector for
intramuscular (IM) or subcutaneous (SC) use

Asks for comments by January 17, 2023




Nonprescription naloxone products

« NARCAN® (naloxone hydrochloride) nasal spray, 4 mg/o.1 mL

0 Emergent BioSolutions Inc.

o FDA approval on March 29, 2023

0 Available “by the late summer [2023]”

SOURCES:

* FDA Approves First Over-the-Counter Naloxone Nasal Spray, U.S. FOOD AND DRUG ADMINISTRATION (March 29, 2023), https://www.fda.gov/news-events/press-announcements/fda-
approves-first-over-counter-naloxone-nasal-spray.

* Marta Sokolowska, PhD, Nonprescription Naloxone: Update and Implications, 2023 Rx and Illicit Drug Summit presentation (April 11, 2023).

* U.S. FDA Approves Over-the-Counter Designation for Emergent BioSolutions’ NARCAN® Nasal Spray, a Historic Milestone for the Opioid Overdose Emergency Treatment, EMERGENT
BIOSOLUTIONS (March 29, 2023), https://investors.emergentbiosolutions.com/news-releases/news-release-details/us-fda-approves-over-counter-designation-emergent-biosolutions.



https://www.fda.gov/news-events/press-announcements/fda-approves-first-over-counter-naloxone-nasal-spray
https://www.fda.gov/news-events/press-announcements/fda-approves-first-over-counter-naloxone-nasal-spray
https://investors.emergentbiosolutions.com/news-releases/news-release-details/us-fda-approves-over-counter-designation-emergent-biosolutions

Nonprescription naloxone products

* RiVive™ (naloxone hydrochloride) nasal spray, 3 mg/o.1 mL

o O O O

Harm Reduction Therapeutics Naloxone

Medlcatlon
for Opioid Ove d

-DA priority review granted December 26, 2022 RIVIVe

Nasal Spray

3mg nalox

DA approval anticipated “in July 2023” o

Product launch “in early 2024”

SOURCE:
» Harm Reduction Therapeutics and Catalent Sign Commercial Supply Agreement for Naloxone Nasal Spray to Reverse Opioid Overdoses, CATALENT (March 23, 2023)

https://www.catalent.com/catalent-news/harm-reduction-therapeutics-and-catalent-sign-commercial-supply-agreement/.



https://www.catalent.com/catalent-news/harm-reduction-therapeutics-and-catalent-sign-commercial-supply-agreement/

Questions and implications

« What happens to Rx naloxone market after non-Rx
naloxone approved?

* How is Rx naloxone distributed now?
* How do/will individuals pay for Rx/non-Rx naloxone? ¢
* Will non-Rx naloxone affect bulk purchase agreements?

» What are effects on standing orders, co-prescribing
requirements, layperson administration, other
provisions in statutes?

* Will Rxs for naloxone still be necessary even if there is
no Rx naloxone?




What happens to Rx naloxone market?

The approval of OTC Narcan nasal spray will require a change in the labeling for the
currently approved 4 mg generic naloxone nasal spray products that rely on Narcan as
their reference listed drug product. Manufacturers of these products will be required to
submit a supplement to their applications to effectively switch their products to OTC
status. The approval may also affect the status of other brand-name naloxone nasal spray

products of 4 mg or less, but determinations will be made on a case-by-case basis and the
FDA may contact other firms as needed.

FDA Press Release (March 29, 2023)

* “Other formulations (e.g., injectables) and dosages will remain Rx only”

SOURCE:

* FDA Approves First Over-the-Counter Naloxone Nasal Spray, U.S. FOOD AND DRUG ADMINISTRATION (March 29, 2023), https://www.fda.gov/news-events/press-announcements/fda-
approves-first-over-counter-naloxone-nasal-spray.

* Marta Sokolowska, PhD, Nonprescription Naloxone: Update and Implications, 2023 Rx and Illicit Drug Summit presentation (April 11, 2023).



https://www.fda.gov/news-events/press-announcements/fda-approves-first-over-counter-naloxone-nasal-spray
https://www.fda.gov/news-events/press-announcements/fda-approves-first-over-counter-naloxone-nasal-spray

How is Rx naloxone distributed?

Summary Report: Naloxone
Economic View, REAGAN-
UDALL FOUNDATION FOR THE
FOOD AND DRUG

ADMINISTRATION, March 2023



https://reaganudall.org/sites/default/files/2023-03/Naloxone%20Report%20FINAL%203.10.23.pdf

How is Rx naloxone distributed?
Naloxone Doses ®

Distributed in 2021 (IN MILLIONS) @ NASAL SPRAY

* I[n 2021, an estimated 16.95 million
doses of naloxone distributed 14

An additional 7.7 millien
doses not captured in

available distribution data
(reported by three
manufacturers of naloxone)

045% missed by distribution
data 0

8 +NASAL SPRAY

070% (approx.) nasal spray

016% via retail pharmacies 4 o ©:01

SYRINGE
084% via non-retail avenues 2 W
0
NON-RETAIL RETAIL mienly alipibl for
ORGANIZATIONS vt ieurere corerepe . PHARMAGCIES oot i corernge

SOURCE:
*  Summary Report: Naloxone Economic View, REAGAN-UDALL FOUNDATION FOR THE FOOD AND DRUG ADMINISTRATION, March 2023, https://reaganudall.org/sites/default/files/2023-
o3/Naloxone Report FINAL 3.10.23.pdf



https://reaganudall.org/sites/default/files/2023-03/Naloxone%20Report%20FINAL%203.10.23.pdf
https://reaganudall.org/sites/default/files/2023-03/Naloxone%20Report%20FINAL%203.10.23.pdf

How do individuals pay for Rx naloxone?

* Non-retail avenues (84%)
aDonated supplies
aNegotiated bulk purchase agreement

* Retail pharmacies (16%)
aCash
aPharmacy discount coupons
aMedicaid/Medicare outpatient Rx drug benefit
aPrivate health insurance (with/without copay)




How will individuals pay for non-Rx naloxone?

* Non-retail avenues (84% (?)) | Product Cost

aDonated supplies
aNegotiated bulk purchase agreement

* Retail pharmacies (? %)
aCash
aPharmacy discount coupons (?)

aMedicaid OTC drug benefit (?)
aPrivate health insurance (?)




How will individuals pay for non-Rx naloxone?
* Medicaid OTC drug benefit

aMost (all?) state Medicaid plans, plus D.C., cover some OTC medications

aProduct needs to be listed by state as subject to benefit (takes time)

aConsumer generally required to obtain Rx for product

aNeed for prescriber/pharmacist training &
* Medicare

aNo coverage of OTC medications currently

aMedicare Advantage Plan D may cover OTC medications

» Will federal or state legislators step in?

SOURCES:
»  Summary Report: Naloxone Economic View, Reagan-Udall Foundation for the Food and Drug Administration, March 2023, https://reaganudall.org/sites/default/files/2023-03/Naloxone Report

FINAL 3.10.23.pdf

» Coverage of Over-the-Counter Drugs in Medicaid, National Health Law Program (Feb. 1, 2022), https://healthlaw.org/resource/coverage-of-over-the-counter-drugs-in-medicaid/.



https://reaganudall.org/sites/default/files/2023-03/Naloxone%20Report%20FINAL%203.10.23.pdf
https://reaganudall.org/sites/default/files/2023-03/Naloxone%20Report%20FINAL%203.10.23.pdf
https://healthlaw.org/resource/coverage-of-over-the-counter-drugs-in-medicaid/

How will individuals pay for non-Rx naloxone?

° anate insurance STAT & @statnews - May 16

EXCLUSIVE: The White House is summoning naloxone manufacturers for
a roundtable focused on the medication’s price.

aDo private insurers cover non-Rx
products? If so, when or why?

aWhat was the deal with COVID-1q
test kits?

» Will federal or state legislators step in? —

Biden drug czar to summon naloxone makers to White House to disc...
The White House drug czar is summoning naloxone makers for a
meeting to address the price of naloxone, a medication used to ...

Q 1 Tl s Q s i 3.831 i



https://www.dol.gov/sites/dolgov/files/EBSA/about-ebsa/our-activities/resource-center/faqs/aca-part-51.pdf
https://www.dol.gov/sites/dolgov/files/EBSA/about-ebsa/our-activities/resource-center/faqs/aca-part-51.pdf

State laws re Medicaid/private insurance

* As of January 2023, 14 states and Puerto Rico place requirements on
rivate health insurers and/or Medicaid re Rx naloxone

Naloxone Access: Summary of State Laws

ALABAMA
NALOXONE ACCESS: SUMMARY OF STATE LAWS StariteE) i Cope 3§ 202 78010 750

Term(s) used Opioid naloxone.

Initial effective date(s) | June 5. 2015.

Substantive May 10, 2016 amendments allow for:

amendment(s) to + Registered nurse in the employment of the state health department

Taw(s) or a county health department to dispense naloxone:

JANUARY 2023 - Member of a fire department, rescue squad. or volunteer fire
department personnel to receive a third-party prescription for
naloxone; and
+ State Health Officer (SHO) or the respective county health officers

to publish a standing order.

Standing order The SHO or the respecive county health officers have authority to

publish a standing order. The SHO issued a statewide standing order

on March 8, 2018 as a prescription to obtain naloxone from a

pharmacy. The standing order automatically expires on the date

naloxone is approved as an over-the-counter medication 5

Persons who can « Licensed physician acting in good faith

prescribe « Licensed dentist acting in good faith

Prescriber immunicy | The following prescribers are immume from any civil or criminal

liability for actions authorized under ATA. CODE §§ 20-2-280 to -

284:

« Licensed physician or dentist acting in good faith with no
managerial authority over the individuals administering the opioid

anfagenist; and

+ SHO or any county health officer who issues a standing order
Persons who can « Licensed pharmacist.
dispense or « Registered nurse in the state’s health department.
distribute” . 1 nurse i a county s health
Dispenser/distributer | Authorized dispensers are immune from any crvil or criminal
immunity tiability for actions authorized under AL CODE §§ 20-2-280 fo -

284
Persons who can « Individual at risk of experiencing an opiate-related overdose.
receive or administer | » Person in a position to assist an individual at risk of an opioid-
(“laypersons™) related overdose who is

o A family member or friend;

© “Standing Order of the State Health Officer Naloxone Distribution for Overdose Prevention.” Alabama Dept. of

This project was supported by Grant No. G21990NDCPO3A awarded by the Office Public Health, accessed May 2022, )
of National Drug Control Policy. Poi w or opinions in this document are hitps:/iuw, ¥
o not ne ly represent the official position or 7 Insome “dispense” 13 a term iy to pharmacists or practitioners. To the
e United States extent that naloxone may be provided by other individuals, LAPPA uses the terms “dismbute” or “provide” in this
document

023.

Retum to Table of Contents

SOURCE:
* Naloxone Access: Summary of State Laws, LEG. ANALYSIS & PUB. PoLicy Assoc. (January 2023),https://legislativeanalysis.org/naloxone-summary-of-state-laws/.
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State laws re Medicaid/private insurance
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G21990NDCP03 awarded by the Office of
National Drug Control Policy, Executive
Office of the President. Points of view or
opinions in this document are those of the
author and do not necessarily represent the
official position or policies of the Office of
National Drug Control Policy or the United
States Government. © 2023 Legislative
Analysis and Public Analysis Association.
Research current as of January 2023. This
document is intended for informational
purposes only and does not constitute legal
advice or opinion.
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[] Requirements placed on health
insurers/Medicaid

[1 Requirements placed on life insurers

[ Requirements placed on both

[ ] Not addressed in statute




State laws re Medicaid/private insurance

* Proposed legislation re third party payment for non-Rx naloxone

2023 Conn. HB 5809
“To require individual and group health
insurance policies to provide health
iInsurance coverage, without prior
authorization or a prescription, and
regardless of whether naloxone is available
| Bt over the counter, for not less than one
generic opioid device.”



https://www.cga.ct.gov/asp/cgabillstatus/cgabillstatus.asp?selBillType=Bill&bill_num=HB05809&which_year=2023

State laws re Medicaid/private insurance

* Proposed legislation re third party payment for non-Rx naloxone
2023 Cal. AB 1060

Under the bill, prescription or nonprescription naloxone hydrochloride
would be a covered benefit under the Medi-Cal program, if that
medication is approved, for prescription or nonprescription use,
respectively, by the FDA for treatment of an opioid overdose.

The bill would require a health care service plan contract or health
insurance policy, as specified, to include coverage for that same
medication under the same conditions.

The bill would prohibit a health care service plan contract or health
insurance policy from imposing any cost-sharing requirements for that
coverage, would prohibit the department from subjecting that coverage
to any share-of-cost requirements under the Medi-Cal program, and
would require that coverage to include the total cost of that
medication.



https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=202320240AB1060

Standing orders

* All states plus D.C. have method to obtain Rx naloxone without

individual Rx

* Are orders product specific?

* Do orders expire upon non-Rx naloxone availability?

Powered by Bing
GeoNames, HERE, MSFT

IX. EXPIRATION AND REVIEW

This Standing Order will automatically expire on the date naloxone may be approved as an
over-the-counter medication. This Standing Order will be reviewed, and may be updated,
if there is relevant new science about naloxone administration and will be posted at
http://www.alabamapublichealth.gov, search naloxone.

XI. Expiration and review

This standing order will automatically expire one year from the date of authorization, or
the date naloxone may be approved as an over-the-counter medication, whichever
occurs first. It may be reissued annually at the discretion of the medical director. This
standing order will be reviewed, and may be updated, if there is relevant new science
about naloxone administration.

Powered by Bing
© GeoNames, HERE, MSFT



https://www.alabamapublichealth.gov/pharmacy/assets/naloxonestandingorder.pdf
https://pharmacy.iowa.gov/sites/default/files/documents/2021/11/standing_order_-_naloxone_kloxxado.ds_.pdf

State laws re co-prescribing

* As of January 2023, 22 states have laws related to co-prescribing
naloxone along with an opioid prescription

SOURCE:
*  Naloxone Access: Summary of State Laws, LEG. ANALYSIS & PuB. PoLicy Assoc. (January 2023),https://legislativeanalysis.org/naloxone-summary-of-state-laws/.
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[[] Must co-prescribe in some situations

[ ] Must consider co-prescribing in some
situations

[] Must notify patient about naloxone,
but not required to co-prescribe

[ ] Not addressed in statute




State laws re co-prescribing

* As of January 2023, 22 states have laws related to co-prescribing
naloxone along with an opioid prescription

* In 16 states, co-prescribing is required in certain cases
* This suggests:

0 Prescriptions for naloxone will continue
0 Need for prescriber/pharmacist training about continuation of Rx for naloxone

0 Need for policymakers to consider: (1) how (or if) to change co-prescribing laws
and (2) ways to encourage patients with opioid prescriptions to obtain non-Rx
naloxone

SOURCE:
*  Naloxone Access: Summary of State Laws, LEG. ANALYSIS & PuB. PoLicy Assoc. (January 2023),https://legislativeanalysis.org/naloxone-summary-of-state-laws/.



https://legislativeanalysis.org/naloxone-summary-of-state-laws/

State laws re layperson administration

* GA. CODE ANN. 8§ 26-4-116.2(d) (West 2022)

* “A person acting in good faith and with
reasonable care to another person whom he or
she believes to be experiencing an opioid related €-
overdose may administer an opioid antagonist A
that was prescribed pursuant to subsection (b) "
of this Code section in accordance with the
protocol specified by the practitioner or
pursuant to Code Section 31-1-10” _

\ Prescription from practitioner
Standing order

_1;,.[




Buying process

* Fewer barriers to access (potentially)
aDon’t have to talk to someone at pharmacy counter
aNo applying “limitations” from standing order
aless confusion about who may purchase?

* Does it go “behind-the-counter™?

* Training for administration (how much is necessary?)

* Individuals likely will still need prescriptions for naloxone




Jon Woodruff, Esq.
Senior Legislative Attorney
Legislative Analysis and Public Policy Association

jwoodruffethelappa.org

434.252.3303
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