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Introduction

In 2025, several new and updated long-acting opioid treatments have emerged, primarily targeting opioid
use disorder (OUD) and chronic pain management. These innovations aim to improve patient adherence,
reduce withdrawal symptoms and cravings, and minimize the risks associated with fluctuating plasma

drug levels seen in daily dosing regimens.

This update is intended to inform underwriters and actuaries about current developments in long-acting

opioid therapies, focusing on improved outcomes in opioid use disorder treatment.
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Sublocade --Long-Acting Injectable Buprenorphine

The U.S. Food and Drug Administration (FDA) approved significant labeling changes for monthly long-acting injectable
buprenorphine products, including Sublocade and newer generics, in early 2025. This approval expanded clinical
guidance and practical use for treating moderate to severe OUD. Sublocade, first approved by the FDA in 2017, is

a controlled drug subject to special regulations in prescribing and dispensing, requiring providers to have specific
training and certification in the Risk Evaluation and Mitigation Strategy (REMS) program. Sublocade releases

buprenorphine steadily over four weeks, helping to reduce opioid cravings and withdrawal

symptoms, thereby improving adherence compared to daily oral or sublingual products
(buprenorphine/naloxone). Health Canada has also approved Sublocade for OUD.
Clinical data show high patient satisfaction due to lifestyle stability and decreased
opioid misuse.

Key Advances in Sublocade Use in 2025

* FDA-approved rapid initiation protocol enabling treatment start just one hour
after a single 4 mg transmucosal buprenorphine dose, eliminating the prior
requirement for at least seven days of transmucosal dosing before transitioning.
This accelerates access to long-acting treatment and reduces relapse risk during

induction, particularly valuable for emergency and high-risk patients.

e Expanded injection site options now allow subcutaneous administration in the abdomen, thigh, buttock, or back

of the upper arm, enhancing patient comfort and provider flexibility.

* C(Clinical studies involving over 500 patients transitioning to injectable buprenorphine demonstrated general

tolerability, with mild adverse events such as injection site pain or nausea and few withdrawal symptoms.

e Therapeutic plasma concentrations (>2 ng/mL) are typically achieved after the second injection, supporting

steady opioid receptor activation and lowering relapse risk.

e Treatment initiation protocols now include patients actively using fentanyl, with monitoring for withdrawal

symptoms during induction.




Other Long-Acting Opioid Treatments

Brixadi (also a long-acting buprenorphine) is available for either weekly or monthly injections to treat OUD.

Approved by the FDA in 2023, it offers a weekly start-up for faster stabilization at the initiation

of therapy.

Nor-LAAM, an experimental monthly therapy developed at Virginia Commonwealth
University, is a reformulated version of levo-alpha-acetylmethadol that provides sustained
therapeutic levels via biodegradable microparticles. Early preclinical data indicate promise

for long-acting OUD treatment, though it remains in prehuman testing.

Established extended-release opioids, like oxymorphone ER and oxycodone ER, continue
FDA approval for chronic pain management, providing steady drug levels over 12-24 hours

and allowing individualized dosing.

The FDA has issued updated safety labeling across all extended-release opioids to emphasize addiction,
misuse, and overdose risks during long-term use, recommending cautious use primarily for severe, persistent

pain refractory to non-opioids.

Conclusion

Sublocade stands as the most advanced and widely clinically adopted long-acting opioid treatment in 2025 for OUD.

Its rapid initiation protocol and expanded injection sites significantly enhance patient access and convenience,

contributing to improved adherence, reduced overdose risk, and sustained recovery support. Novel therapies like nor-

LAAM represent the next generation of long-acting OUD treatments under development, offering future promise.

These therapeutic advances combined with comprehensive psychological treatment and enhanced clinical protocols

elevate the standard of care for opioid dependence and chronic pain management in 2025.




References

https://altruix.com/resources/blog/sublocade-update/

Thakrar AP. Rapid Initiation of Extended-Release Buprenorphine—Evidence and Barriers. JAMA Netw Open. 2025;8(10):e2537331.
doi:10.1001/jamanetworkopen.2025.37331

https://news.vcu.edu/article/2025/03/vcu-researchers-are-developing-a-long-acting-medication-for-opioid-addiction

Richard Rauck, Tina Ma, Rosemary Kerwin, Harry Ahdieh, Titration with Oxymorphone Extended Release to Achieve Effective Long-Term
Pain Relief and Improve Tolerability in Opioid-Naive Patients with Moderate to Severe Pain, Pain Medicine, Volume 9, Issue 7, October
2008, Pages 777-785, https://doi.org/10.1111/j.1526-4637.2007.00390.x

https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2023/2098190rig1s024Itr.pdf

Clinical Review Report: Buprenorphine extended-release injection (Sublocade): (Indivior Canada, Ltd.): Indication: For the management of
moderate-to-severe opioid use disorder in adult patients who have been inducted and clinically stabilized on a transmucosal buprenor-
phine-containing product [Internet]. Ottawa (ON): Canadian Agency for Drugs and Technologies in Health; 2019 Jul.

https://reference.medscape.com/drug/sublocade-brixadi-buprenorphine-long-acting-injection-1000211
https://www.cda-amc.ca/sites/default/files/cdr/clinical/srO579-sublocade-clinical-review-report.pdf

https://www.sublocaderems.com/#Main



https://altruix.com/resources/blog/sublocade-update/
https://news.vcu.edu/article/2025/03/vcu-researchers-are-developing-a-long-acting-medication-for-opioid-addiction
https://doi.org/10.1111/j.1526-4637.2007.00390.x
https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2023/209819Orig1s024ltr.pdf
https://reference.medscape.com/drug/sublocade-brixadi-buprenorphine-long-acting-injection-1000211
https://www.cda-amc.ca/sites/default/files/cdr/clinical/sr0579-sublocade-clinical-review-report.pdf
https://www.sublocaderems.com/#Main

~‘® O P T I M U M ¢¢ The strength

s, of expertise *?
¥4V Life Reinsurance

Who we are?

Since 1987, our company has been serving the US life and health reinsurance marketplace. Throughout the years, Optimum Life
Reinsurance has maintained steady growth and profitability, earning a solid reputation as a reinsurer that provides efficient and
professional client service.

Our mission is to support clients of all sizes by providing expertise and solutions in addition to reinsurance capacity. Year after year,
we continue to successfully expand our presence in the market through organic growth, block acquisitions, and personalized solutions
tailored to increase market share for our clients.

Optimum Life Reinsurance is the reinsurer of choice for more than 160 life insurance companies in the US and Caribbean markets.

About Optimum Financial Group

Optimum Financial Group is dedicated to the financial security of its clients since 1969. Global and privately-owned, it is active in the
sectors of actuarial consulting, global asset management, general insurance, information technology, life insurance, life reinsurance,
and real estate. The Group has over 700 employees within diverse subsidiaries operating in 20 business places in Canada, the United
States and in France. Its revenues are nearly 1.4 billion Canadian dollars, its assets under management in Canada, the United States and
in France totalise 8.4 billion Canadian dollars and its total assets rise up to nearly 6 billion Canadian dollars.
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