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SUMMARY 

Narcolepsy, an uncontrollable condition that causes people to fall asleep in 

daytime settings, is treated in the US primarily with Xyrem, a sodium oxybate 

formulation marketed by Jazz Pharmaceuticals (NASDAQ:JAZZ). Xyrem is 

administered two times, with the first dose at bedtime and a second dose 2.5 

hours to 4 hours later.  

Avadel Pharmaceuticals plans to release results of its phase III trial of FT218 

testing a single-dose formulation of sodium oxybate in the second quarter of 

2020. SanaCurrents assigns a low pivotal sentiment to a positive outcome for 

Avadel’s phase III trial, named Rest-On. 

Like many central nervous system (CNS) drugs, sodium oxybate carries risks for 

patients. The most common side effects are headache, nausea, excess 

salivation and amnesia. The drug also can induce euphoria and lead to coma 

and delirium, if abused through an illegal street sale or in an overdose. 

Accordingly, the drug is tightly monitored and sold only in centralized 

pharmacies. 

In spite of these risks, two-dose Xyrem is expected to produce approximately 

$1.6 billion in sales this year for Jazz. Moreover, even though the exact 

mechanism of action of sodium oxybate is unknown, the drug has proven to be 

effective in treating narcolepsy and cataplexy. Xyrem also is indicated to treat 

cataplexy, the onset of muscle weakness in narcolepsy patients when they are 

awake. 

Avadel re-structured earlier this year to focus on advancing FT218. The 

company spun out its Noctiva drug into a separate entity, citing its 

disappointing launch. Noctiva was designed to treat Noctura, a medical 

condition that awakens people multiple times during the night to urinate. The 

company said the re-structuring resulted in net savings of $80 million, which 

can be applied to the approval and launch of FT218. Avadel also markets three 

drugs that are used in hospitals. 

THE EDGE 

In addition to the one-time administration of FT218 compared to Xyrem, 

Avadel this week released data that claimed in four phase I trials FT218 

demonstrated at 4.5g and 6g lower overall maximum plasma concentrations 

(Cmax) and equivalent exposure (AUC) to twice-nightly sodium oxybate. The 

Cmax figure is significant. CNS drugs have a tight window to operate: the 

difference between an effective therapeutic dose and a toxic dose can be very 

narrow. The only means of measuring the window is through plasma.  

The lower Cmax number of FT218, combined with equivalent AUC, indicates 

FT218 is providing the same effectiveness, and perhaps a safer administration, 

as two doses of Xyrem. The side effect risk of FT218 could be less than Xyrem 

because it is being administered less frequently. However, in announcing the 

results, Avadel said the FT218 side effect profile of 4.5g and 6g doses appeared 

comparable to corresponding strengths of twice-nightly sodium oxybate.  
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THE EDGE cont’d 

More details will be released in the phase III results but to gain approval, FT218 likely will need to only establish 

equivalence. 

The reason FT218 can provide effective administration is Avadel’s Micropump drug delivery technology for small 

molecules, which was developed when the company was known as Lyon, France-based Flamel Technologies. Flamel’s 

platform was aimed at developing safer, more efficacious formulations of exiting drugs. Its technologies, including the 

Micropump, work effectively, as evidenced by the improvement in delivery and subsequent sales of Coreg CR 

(carvedilol phosphate), which was marketed in the USA originally by GlaxoSmithKline. 

Reimbursement for many drugs improved by Flamel has been declining, forcing Flamel to consolidate with another 

subsidiary to form Avadel. The company’s shift to focus on FT218 represents a concerted effort to bring a proprietary 

drug to Avadel. And the science behind FT218 continues to gain support. 

Last week, Avadel’s shares rose 40% after the FDA agreed to reduce the required number of patients for the Rest On 

trial to 205, a decrease from 264 previously specified. Avadel executives said the trial adjustment was validated by 

outside clinicians and the trial is still powered to achieve statistical significance in narcolepsy and cataplexy. So far, 

Avadel has enrolled 193 patients. The decrease in required patients allowed Avadel to shorten the completion of the 

trial by 12 months. 

Because of the known adverse effects of sodium oxybate, FT218 likely will have to demonstrate its adverse profile is 

only no worse than other brands on the market. This could be a tricky hurdle for Avadel, as the company will have to 

ramp up its medical, clinical and regulatory efforts to gain approval for a significant, proprietary drug. However, with 

$79 million in cash on its balance sheet, proven technology, and a reduced trial size, Avadel has the resources to 

complete Rest-On successfully. 
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Disclaimer 

Please be advised that GeoInvesting™ is strictly a research and publishing firm, of general and regular circulation, which falls within the 

publisher’s exemption to the definition of an “investment advisor” under Section 202(a)(11)(A) – (E) of the Securities Act (15 U.S.C. 

77d(a)(6) (the “Securities Act”).  GeoInvesting™ is not registered as an investment advisor under the Securities Act or under any state 

laws.  None of our trading or investing information, including the Content, GeoInvesting™ Email, Executive Casts and/or content or 

communication (collectively, “Information”) provides individualized trading or investment advice and should not be construed as such.  

Accordingly, please do not attempt to contact GeoInvesting™, or SanaCurrents™, its members, partners, affiliates, employees, 

consultants and/or hedge funds managed by partners of GeoInvesting™ (collectively, the “GeoInvesting™ Parties”) to request 

personalized investment advice, which they cannot provide.  The Information does not reflect the views or opinions of any other 

publication or newsletter. 

We publish Information regarding certain stocks, options, futures, bonds, derivatives, commodities, currencies and/or other securities 

(collectively, “Securities”) that we believe may interest our Users.  The Information is provided for information purposes only, and 

GeoInvesting™ is not engaged in rendering investment advice or providing investment-related recommendations, nor does 

GeoInvesting™ solicit the purchase of or sale of, or offer any, Securities featured by and/or through the GeoInvesting™ Offerings and 

nothing we do and no element of the GeoInvesting™ Offerings should be construed as such.  Without limiting the foregoing, the 

Information is not intended to be construed as a recommendation to buy, hold or sell any specific Securities, or otherwise invest in any 

specific Securities. Trading in Securities involves risk and volatility. Past results are not necessarily indicative of future performance. 

The Information represents an expression of our opinions, which we have based upon generally available information, field research, 

inferences and deductions through our due diligence and analytical processes.  Due to the fact that opinions and market conditions 

change over time, opinions made available by and through the GeoInvesting™ Offerings may differ from time-to-time, and varying 

opinions may also be included in the GeoInvesting™ Offerings simultaneously.   To the best of our ability and belief, all Information is 

accurate and reliable, and has been obtained from public sources that we believe to be accurate and reliable, and who are not insiders 

or connected persons of the applicable Securities covered or who may otherwise owe any fiduciary duty or duty of confidentiality to 

the issuer.  However, such Information is presented on an “as is,” “as available” basis, without warranty of any kind, whether express 

or implied. GeoInvesting™ makes no representation, express or implied, as to the accuracy, timeliness or completeness of any such 

Information or with regard to the results to be obtained from its use. All expressions of opinion are subject to change without notice, 

and GeoInvesting™ does not undertake to update or supplement any of the Information. 

The Information may include, or may be based upon, “Forward-Looking” statements as defined in the Securities Litigation Reform Act 

of 1995.  Forward-Looking statements may convey our expectations or forecasts of future events, and you can identify such 

statements: (a) because they do not strictly relate to historical or current facts; (b) because they use such words such as “anticipate,” 

“estimate,” “expect(s),” “project,” “intend,” “plan,” “believe,” “may,” “will,” “should,” “anticipates” or the negative thereof or other 

similar terms; or (c) because of language used in discussions, broadcasts or trade ideas that involve risks and uncertainties, in 
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connection with a description of potential earnings or financial performance. There exists a variety of risks/uncertainties that may 

cause actual results to differ from the Forward-Looking statements. We do not assume any obligation to update any Forward-Looking 

statements whether as a result of new information, future events or otherwise, and such statements are current only as of the date 

they are made. 

You acknowledge and agree that use of GeoInvesting’s™ Information is at your own risk. In no event will GeoInvesting™ or any 

affiliated party be liable for any direct or indirect trading losses caused by any Information featured by and through the GeoInvesting™ 

Offerings.  You agree to do your own research and due diligence before making any investment decision with respect to Securities 

featured by and through the GeoInvesting™ Offerings. You represent to GeoInvesting™ that you have sufficient investment 

sophistication to critically assess the Information. If you choose to engage in trading or investing that you do not fully understand, we 

may not advise you regarding the applicable trade or investment.  We also may not directly discuss personal trading or investing ideas 

with you. The Information made available by and through the GeoInvesting™ Offerings is not a substitute for professional financial 

advice. You should always check with your professional financial, legal and tax advisors to be sure that any Securities, investments, 

advice, products and/or services featured by and through the GeoInvesting™ Offerings, as well as any associated risks, are appropriate 

for you.   


