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Disclaimer 

This document is incomplete.  Acerus makes no representation or warranty (express or implied) as to the accuracy or completeness of the information contained herein.   This document 

does not constitute and should not be construed as any form of financial opinion or recommendation.  Prior to making an inves tment decision, each recipient must undertake its own 

independent examination and investigation of Acerus and the investment, including the merits and risks involved, and must bas e its investment decision on such examination and 

investigation.  Each recipient should conduct its own inquiries as to the adequacy, accuracy or completeness and reliability of any information contained herein. 

 Except for statements of historical fact relating to Acerus or Serenity, certain statement contained in this document constitute forward-looking information, future oriented financial 

information or financial outlooks (collectively “forward-looking information”) within the meaning of applicable securities laws. Forward-looking information may be contained in this 

document and other public filings of Acerus. Forward-looking information relates to statements concerning Acerus and the combined company’s outlook, anticipated events or results, 

statements as to Acerus’ management expectations with respect to the Acquisition, including the completion thereof, and state ments with respect to the combined company including 

expected net revenues of the combined company and in some cases, can be identified by terminology such as “may”, “will”, “cou ld”, “should”, “expect”, “plan”, “forecast”, “anticipate”, 

“believe”, “intend”, “estimate”, “projects”, “predict”, “potential”, “continue” or other similar expressions concerning matters that are not historical fa cts. 

Forward-looking information in this document are based on certain key expectations and assumptions made by Acerus, including expectations and assumptions concerning the benefits of 

the Acquisition. Although Acerus believes that the expectations and assumptions on which such forward-looking information are based are reasonable, undue reliance should not be placed 

on the forward-looking information because Acerus can give no assurance that they will prove correct. Forward-looking information are subject to various risks and uncertainties which 

could cause actual results and experience to differ materially from the anticipated results or expectations expressed in this document. The key risks and uncertainties include, but are not 

limited to delay or failure to resume the production of Noctiva; failure to raise sufficient capital, which could impede the ability to properly launch Noctiva and thus achieve anticipated 

revenue targets for Acerus; failure to maintain ongoing production of Natesto or Noctiva due to quality issues, supply chain disruption or events at the contract manufacturers that produce 

both products; failure to achieve or maintain adequate and competitive  commercial and government reimbursement for either of Natesto and Noctiva with key payer s in the US or other 

key markets; failure to attain market acceptance and anticipated market shares for the combined company’s products; failure to retain key personnel or failure to replace departures in a 

timely manner; failure of the combined company to integrate and achieve expected synergies; the profitability and viability o f the combined entity; the ability of Acerus and the combined 

company to continue as a going concern; the anticipated ability of Acerus to raise the capital required to fund the payment o f the purchase price and the operations of the combined 

company; the continued commercialization and sales of products; market acceptance of the company’s products; generic entrance risk and intellectual property risks; risks associated with 

the company’s marketing and distribution and reliance on third party manufacturers and suppliers; risks related to product sa fety or efficacy concerns which could result in litigation, 

regulatory action or product recalls or withdrawals; governmental and regulatory requirements and actions by governmental aut horities, including changes in government policy, tax, 

prescription drug pricing and rebates and other laws or regulations and interpretations thereof; developments with respect to the COVID-19 pandemic, including the duration, severity and 

scope of the pandemic and potential impacts on operations and supply chains; the fact that the combined company will continue to have a controlling shareholder; and other risk factors 

detailed from time to time in Acerus’ reports filed with the Canadian securities regulatory authorities. For more exhaustive information on these risks and uncertainties you should refer to 

our annual information form dated March 10, 2021, that is available on www.sedar.com. Forward-looking information contained in this document is based on our current estimates, 

expectations and projections, which we believe are reasonable as of the current date. You should not place undue reliance on forward-looking information and should not rely upon this 

information as of any other date. While we may elect to, we are under no obligation and do not undertake to update this information at any particular time, whether as a result of new 

information, future events or otherwise, except as required by applicable securities laws.  

.     

 
 

In both the Noctiva and Nocdurna pivotal efficacy trials the co-primary efficacy endpoint was the 

percentage of patients achieving a defined level of reduction in nocturic episodes, as compared to their own 

baseline, while on drug therapy.  For the Noctiva trials, a responder was defined as someone achieving 

more than a 50% reduction in baseline nighttime voids (reduction by more than 1/2) while in the Nocdurna 

pivotal studies, a responder was defined as someone achieving a 33% reduction in their baseline nighttime 

voids (reduction by more than 1/3).  Although Noctiva was assessed with a more stringent measure of 

efficacy, Noctiva’s efficacy exceeded that of Nocdurna’s in terms of a greater separation from placebo in the 

randomized pivotal efficacy trials.  

 

The Noctiva pivotal randomised studies reported a numerically lower incidence rate of hyponatremia as 

compared to the hyponatremia rates observed in the Nocdurna clinical trials.  In addition, a long-term 

safety extension study, with subjects receiving up to two years of continuous treatment, was conducted with 

Noctiva.  In this study, the incidence of hyponatremia remained low and did not increase over time with most 

episodes of hyponatremia occurring in the first four weeks of Noctiva treatment.    

 

Noctiva’s clinical studies were designed to mirror the patient population most likely to be seen in clinical 

practice.  Noctiva studies enrolled older patients, at least 50 years of age, with more than half of all patients 

being 65 years or older and 22% being 75 years of age or older. In contrast, Nocdurna trials enrolled 

patients as young as 18 years of age, thus including individuals who are less susceptible to hyponatremia, a 

safety concern with desmopressin therapy that is closely associated with advancing age. Noctiva’s studies 

Summarize the advantages of Noctiva™ over Nocdurna® 1,2 

http://www.sedar.com/
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also attempted to mirror real world patient experience by instructing patients not to restrict fluid intake or 

change lifestyles during therapy while Nocdurna’s studies required fluid restriction during the treatment 

period, a behavior which is independently associated with reducing the risk of hyponatremia and potentially 

artificially lowering the incidence of hyponatremia that would be expected with Nocdurna during use in 

clinical practice. Despite this, Noctiva had a lower incidence of hyponatremia in the target population. The 

significantly higher bioavailability of Noctiva (8%) as compared to Nocdurna (0.25%) and its more 

consistent day to day absorption results in reliable low dose exposure with Noctiva and the avoidance of the 

need for a large excess dose in the deliverable formulation.  Thus, in real world studies and in actual 

clinical practice Noctiva demonstrated a favorable safety profile. 

 

The Noctiva development program included a collaborative effort with the FDA to develop the first fully 

validated quality of life instrument specifically for nocturia. This questionnaire called the INTU (Impact of 

Nighttime Urination) was incorporated into the final phase 3 registration trial and produced statistically 

significant results which for the first time proved that decreasing nocturia improved quality of life. 

Nocdurna has no such quality-of-life data using a validated instrument.  

 

References: 

1. Noctiva US Package Insert 

2. Nocdurna US Package Insert 

 

 

 

 

An HCP would prescribe Noctiva™ preferentially over other desmopressin formulations (either branded 

products or generic options) because the unique formulation provides evidence-backed certainty in the 

benefit to risk profile of Noctiva as compared to other formulations which contain significant excess 

amounts of desmopressin due to very low bioavailability.  Specifically, with other products, the amount of 

desmopressin absorbed into the bloodstream varies up to 10-fold from dose to dose and from patient to 

patient. It’s impossible to know with a given dose of other desmopressin products if almost no desmopressin 

will be absorbed into the blood or if many times the desired amount will be absorbed. If too little is absorbed 

efficacy is absent. If excess desmopressin is absorbed the peak blood level is too high and the duration of the 

antidiuretic lasts too long leading to an increased risk of hyponatremia. For example, Nocdurna has an 

average bioavailability of only 0.25%. This means that only 1/800th of the dose is absorbed on average.  

Noctiva has a bioavailability of over 8% and its variability from dose to dose is in the range of a bolus 

subcutaneous injection of desmopressin.1,2  

 

Noctiva is an engineered formulation specifically designed to achieve consistent pharmacokinetic absorption 

at a low dose which reliably produces the desired blood concentration for desmopressin. This reliability in 

the blood concentration of desmopressin ensures that an HCP and their patient can expect a good efficacy 

outcome with Noctiva while reducing the risk of hyponatremia.  The branded and generic high dose, 

variable desmopressin products can’t achieve this.  

 

Reference: 

1. Noctiva US Package Insert 

2. Nocdurna US Package Insert 

 

Why would an HCP prescribe Noctiva™ over other desmopressin products? 
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The Noctiva U.S. label only requires monitoring of serum sodium after the first 7 days of treatment and 

again after approximately 28 days of treatment.1 In the Noctiva clinical program, which evaluated over 2300 

patients, most of the infrequent cases of medical hyponatremia which occurred happened during the first 4 

weeks of treatment. After day 28 subsequent checking of serum sodium is elective and based on clinical 

judgment and the specific medical status of the patient. A blood sample for measuring serum sodium can be 

easily obtained not only at physician offices but at clinical laboratories and satellite blood collecting offices. 

The regimen recommended in the package label for Noctiva does not represent an undue burden to the 

patient or the HCP.  In an elderly patient population, it is routine to take an electrolyte level on an initial 

examination of such patients regardless of whether they are prescribed medication. 

 

Reference: 

1. Noctiva US Package Insert 
 

 

 

In a Phase 3 Pivotal Trial, 90% of men treated with Natesto, three times daily, restored testosterone levels to 

within the normal range (300-1050 ng/dL) as assessed by 24-hour Cavg T levels. Natesto treatment resulted 

in consistent and desirable levels of peak testosterone (Cmax approx. 800 ng/dL) regardless of baseline T 

levels. The ability of Natesto to achieve these restorative levels of testosterone drove symptom related 

efficacy results with men showing significant improvements in sexual function (36% improvement in overall 

satisfaction) and mood (both an increase in positive affect and a reduction in negative affect).  Unique to 

Natesto and its short-acting pharmacokinetic profile is the return of testosterone levels to the patient’s 

baseline endogenous level between administered doses. All other forms of testosterone replacement, 

inclusive of all forms of injectable testosterone, expose men to pharmacologic levels of testosterone that are 

unable to mimic the daily physiologic rhythm associated with normal endogenous testosterone production.  

Injectable testosterone, as well as all other long-acting forms of testosterone replacement therapy, 

effectively suppress the Hypothalamic-Pituitary-Gonadal (HPG) axis and thus impact testicular health and 

function as manifested by suppression of spermatogenesis, inhibition of endogenous testosterone production 

and the potential for testicular atrophy. Natesto’s short-acting profile showed preservation of testicular 

health and function maintaining spermatogenesis in 90% of men in a Phase IV trial and preserving 

endogenous testosterone production and testicular size.1  

Increases in hematocrit (HCT), including polycythemia (elevation of HCT above normal) is a common side 

effect of testosterone replacement therapy that can lead to discontinuation of therapy for safety concerns. 

Increases in HCT are dependent on the cumulative pharmacologic exposure to exogenous testosterone that 

results from specific routes of administration and pharmacokinetic profiles of specific replacement 

therapies. Injectable testosterone and testosterone pellets report rates of polycythemia that range between 8-

15% and 20-30% respectively. Alternatively, Natesto’s nasal delivery and short-acting profile offers the 

opportunity to effectively treat symptoms of low testosterone with a low risk of polycythemia. In the Natesto 

Phase 3 trials, there were no clinically significant increases in HCT and no trial discontinuations due to 

hematological abnormalities.2 

Do HCPs need to monitor sodium levels to look for hyponatremia over time? 

Summarize the efficacy advantage of Natesto® over injected testosterone (generic and brand) 
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Reference: 

1. Ramasamy R, et al. J Urol. 2020. PMID: 32294396A  

2. D Rogol, N Tkachenko , N Bryson. Andrology 2016. PMID: 26695758 DOI: 10.1111/andr.12137 
 

 

 

Both Natesto and the current FDA-approved oral testosterone product, Jatenzo (oral testosterone 

undecanoate, TU), require dosing multiple times per day1,2 but only Natesto conveys the clinical benefits 

specific to a short-acting testosterone therapy (preservation of spermatogenesis, maintenance of testicular 

health and function including endogenous testosterone production and testicular size, and a very low risk of 

polycythemia)3. Natesto contains native testosterone that is rapidly absorbed through the nasal mucosa, 

achieves peak levels in approximately 40-60 minutes after dosing and results in levels of the primary 

testosterone metabolites, dihydrotestosterone (DHT) and estradiol that do not exceed the normal range. 

Jatenzo contains an esterified form of testosterone (TU) that is absorbed primarily through intestinal 

lymphatics and circulates in a number of androgenic forms including testosterone, testosterone 

undecanoate, and both active and inactive metabolites of DHT, DHT-undecanoate and estradiol, which 

circulate in levels significantly above their normal ranges. The physiologic result is that Jatenzo, although 

requiring dosing multiple times daily, results in an androgenic profile that is long-acting, strongly 

suppressive of the HPG axis and does not result in the clinical benefits associated with a true short-acting 

testosterone.  In addition, absorption of the TU form of testosterone is affected by both the presence or 

absence of food and the fat content of that food. Pill sizes are extremely large and appropriate dosing of 

Jatenzo is made more difficult by the fact that a special dosing chart is required to account for the difficulty 

posed in the laboratory measurement of testosterone due to the complexity of circulating forms of 

testosterone. The association of Jatenzo with worsening hypertension has resulted in a boxed warning for 

the drug and the exact etiology for that association remains unexplained.  

An additional oral treatment for testosterone replacement therapy, TLANDO ® (testosterone undecanoate), 

is awaiting approval from the U.S. Food and Drug Administration (FDA).  The FDA has set a target action 

date of March 28, 2022, under the Prescription Drug User Fee Act (PDUFA) for this product4.  TLANDO, 

like Jatenzo is an oral form of testosterone undecanoate and shares all of the biologic, pharmacokinetic and 

clinical efficacy and safety features of Jatenzo noted above. It’s singular differentiating factor will be a fixed 

dosing regime (only one dose available) administerd through a twice daily regime taken with meals.  

Reference: 

1. Natesto US Package Insert 

2. Jatenzo US Pakage Insert 

3. Ramasamy R, et al. J Urol. 2020 and Rogol AD, et al. Andrology 2016 

4. Antares Pharma Inc. Press Release, February 3, 2022 

 

 

 

 

Summarize the efficacy advantage of Natesto® over the oral testosterone products  
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Acerus’ current sales team of 22 speciality representatives covers both Urologists and Primary Care 

Physicians (PCPs).  Within the target Healthcare Practitioner (HCP) universe that these representatives are 

calling on, 40% of their calls are made on Urologists and the remaining 60% of their calls are made on high 

testosterone prescribing PCPs.  The PCPs that are called upon by the Acerus team are specialized primary 

care doctors who are acting as community urology and men’s health specialists.  Therefore, voiding issues 

are something that these PCPs deal with daily. 

 

Acerus has completed a sales force sizing and deployment exercise with the assistance of Syneos Health to 

determine an appropriate HCP target list, sales force sizing and territory design to support a combined 

Natesto® and Noctiva™ sale effort.  This exercise defined target HCPs as those in deciles 5-10, with a 

propensity to prescribe branded pharmaceuticals, have a favorable market access patient population, and 

who have treated 2 or more nocturia patients or written a Natesto® prescription in the last 12 months.  

Approximately 9,000 target HCPs were identified, resulting in a territory mapping of more than 70 sales 

territories.   

 

In addition to this HCP-focussed sales team, Acerus is also evaluating a separate strategy for the Long-

Term Care vertical.  This vertical will likely be addressed through the addition of a separate team of 3-5 key 

account representatives (KAMs) in addition to the general speciality sales team deployed by Acerus.   

   

 

 

1. Prime the Market – Prior to the relaunch of Noctiva, efforts will be focused on contracting with 

commercial payors and Medicare part D to ensure preferred formulary coverage at launch.  As 

mentioned earlier, almost all insurers acknowledge the risks and liability that come with prescribing 

generic desmopressin for Nocturia and will not invoke step edits through other branded or generic 

desmopressin products not FDA approved for nocturia.  In addition to securing payor access, a 

“Coming Back Soon” campaign will be launched prior to product availability, focused on peer-to-peer 

education on the clinical advantages of Noctiva over other branded and generic therapies used to treat 

nocturia, and engagement by our sales team with previous Noctiva prescribers and high decile targets.  

As an FDA approved product, this unique situation allows us to proactively differentiate and educate, 

prior to product availability.   

 

2. Drive HCP Advocacy – Upon product availability, more formal branded and disease awareness HCP 

campaigns will be rolled out, which will focus on the HCP and patient experience.  This includes not 

only product differentiation, but tools, resources and programs that make prescribing, reimbursement, 

and distribution of Noctiva a seamless experience for the entire office and their patients.  In parallel, a 

robust disease awareness campaign will be launched that focuses on the severe nighttime and daytime 

impact Nocturia has on patients and importance of screening ALL patients for Nocturia.  The campaigns 

above include personal, non-personal and digital.  

 

3. Activate educated consumers to ask their HCP about Nocturia and Noctiva – The sheer volume of the 

U.S. population suffering from two or more voids per night lends itself to a focused Direct to Consumer 

campaign focused on helping consumers recognize their condition, help them understand they are not 

alone, and drive them to ask their HCP about Nocturia and Noctiva by name. This campaign will be 

Describe how Natesto® and Noctiva™ fit into the same sales force  

Describe your commercial approach to relaunching Noctiva™   
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focused on not only Nocturia sufferers, but their bed partners as well.  These patients, and their bed 

partners, will understand what Nocturia is, accept it is not just a sign of aging, and be activated to ask 

their HCP about Noctiva by name.  These patients and their bed partners don’t have to suffer in silence 

anymore.  

 

As with any commercial plan, the timing and magnitude of investment and activities will be scaled by the 

availability of capital to invest into the commercial strategy. 

 

 

Acerus has an established contract manufacturing arrangement in place for Natesto® with Haupt GmbH (a 

member of the Aenova Manufacturing Group).  Haupt produces the final Natesto® gel product and fills and 

packages the product at their facility in Regensburg, Germany.    

 

Renaissance Lakewood LLC is the contract manufacturer for Noctiva™.  Renaissance is a well-established 

contract manufacturer of sterile and parenteral products that has been working with Serenity since 2008. 

Renaissance did all the research manufacturing development work for Noctiva™ and has manufactured all 

the product used for clinical development and commercialization.  Renaissance has built a state- of- the art 

sterile suite to produce Noctiva™. It is the only commercial scale sterile suite for nasal spray products in the 

world.  It has adequate capacity to provide Noctiva for global distribution for many years to come. Acerus is 

currently working with Renaissance to reactivate the routine manufacture of Noctiva™ and is expected to 

have new commercial inventory available around the end of 2022.. 

 

Active pharmaceutical ingredient (API) for both products are sourced from large, well-established API 

suppliers (divisions of multi-national pharmaceutical companies).  In addition, the Natesto® dispenser and 

Noctiva™ pump are both sourced from Aptar Group Inc. Aptar is one of the world’s leading suppliers of 

drug dispensing devices for nasal applications.   

 

Acerus has an in-house Manufacturing and Technical Operations team with full GMP QA and QC 

capabilities.  This Acerus team will be complemented by Serenity staff retained as consultants to ensure 

knowledge and experience transfer with respect to Noctiva™ manufacturing. 

 

 

The FDA approved Noctiva™ in March 2017.  Subsequently, the North American commercial and 

development rights for Noctiva™ were licensed by Serenity to Avadel Pharmaceuticals in September of 2017.  

The product was launched into the U.S. market in April 2018.  Highlights of the launch history are as 

follows (information taken from Avadel 8K filings, MD&A and internal Serenity documents): 

 

• January 2018 – Avadel gives guidance for the Noctiva™ launch 

o Expecting $10-$20M USD in Noctiva™ revenue 

o Spending $50-$55M USD in marketing/selling costs 

o 80-person sales force dedicated to Noctiva™ 

o $20M USD milestone payable to Serenity upon launch of Noctiva™ (in addition to $50M USD 

upfront) 

Describe your manufacturing capabilities for both Natesto® and Noctiva™  

Summarize the launch history of Noctiva™  
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• Q1 & Q2 2018 reporting (May & August) 
o Noctiva™ shipped to wholesalers 4 weeks ahead of plan 
o 100M covered lives with access to Noctiva™.  Preferred brand wins with major commercial and 

govn’t payers 

o 2,650 Noctiva™ TRx written by 1,000 unique HCPs since launch 

o Medicare Part D coverage pending 

 

• Q3 2018 reporting (November) 
o Avadel reports significant financial challenges 

o Avadel total net revenue declines by $56M USD due to competition in hospital products segment 

o Significant expense burn due to Noctiva™ launch activities and R&D activities related to FT218 
o Total Operating cash flow declines by $58M  

 

December 2018, Avadel announces that Broadfin LLC assumes control of the company.  The Company 

announces significant restructuring to cut costs and to focus on development of FT218.  Noctiva™ is placed 

into a sub of Avadel (Avadel Specialty) that is put into bankruptcy.  In February 2019, Avadel returns 

Noctiva™ to Serenity and product sales and manufacturing are halted.   

 

The launch performance of Noctiva™ in 2018 showed promising trends in HCP prescribing depth, 

prescription volume and Managed Care success.  All these results were achieved with only a few months of 

active promotional effort before Avadel experienced significant financial issues.  The promising trends 

indicate that this drug has the potential to be a useful and welcome treatment for nocturia and a commercial 

success. 
 

 

The FDA approved Natesto® in May 2014.  Subsequently, the commercial rights for Natesto® in the United 

States and Mexico were licensed by Acerus to Endo Pharmaceuticals in December of 2014.  The product 

was launched into the U.S. market by Endo in March 2015.  As a result of a portfolio prioritization exercise 

driven by the acquisitions of Par Pharmaceuticals and Auxilium Pharmaceuticals, in December 2015, 

Acerus announced that Endo would be returning the commercial rights to Natesto® back to the company as 

of June 2016.   

 

In April 2016, Acerus announced that the U.S. commercial rights to Natesto® were licensed to Aytu 

BioScience (now known as Aytu BioPharma Inc.).  Aytu resumed promotion of the product in the U.S. in July 

2016.  Key highlights of the relationship with Aytu include: 

 

• In 2018, Aytu announced several product acquisitions that expanded their portfolio into the 

areas of sleep medicine and cough and cold.  They subsequently added additional primary care 

and pediatric HCPs to their sales representative targets and call plans. 

• From January 2017 until June of 2019, Aytu grew Natesto® total prescriptions (TRx) in the 

United States from approximately 200 per month (January 2017) to 900 per month (June 2019) 

• In Q2 2019, Natesto® generated approximately 2,900 TRx in the U.S. 
  

Summarize the launch history of Natesto®  
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This 2,900 TRx in Q2 2019 was the peak prescription growth that Aytu was able to attain for the product in 

the U.S.  It had become apparent to Acerus that Aytu was refocussing their sales and promotional efforts to 

other products in their portfolio.  As a result, in December 2019, both companies announced a revision of 

the U.S. Natesto® licensing agreement that changed the relationship between the companies to a co-

promotion.  Acerus would build its commercial team in the U.S. and focus its effort on promoting Natesto® 

to specialists (Urologists and Endocrinologists).  Aytu would refocus its team on promoting the product to 

Primary Care physicians. After a transition period, Acerus would launch its full commercial team and effort 

in August 2020. During this transition period, Natesto TRx had declined from their peak of 2,900 in Q2 2019 

to 1,601 in Q2 2020 as Aytu focussed their efforts on other opportunities.      

 

In March 2021, Aytu announced a merger with Neos Therapeutics, which completed the transformation of 

Aytu into a pediatric-focussed company.  In April 2021, Acerus announced that the company had bought 

back the full U.S. commercial rights to Natesto® from Aytu.  Acerus is now fully responsible for distribution 

and promotion of Natesto® in the U.S. market.   In the six quarters since Q2 2020, under Acerus’ leadership 

and promotional execution, Natesto TRx have grown from a nadir of 1,600 TRx (Q2 2020) to 2,394 TRx (Q4 

2021)- nearing return to the peak in TRx for Natesto that was achieved in 2019 while COVID-19 restrictions 

have been in place.   
  

 

 


