
LEGAL_1:34537489.4 

 
 
 

 
 
 
 
 
 
 
 
 
 
 

ANNUAL INFORMATION FORM 
 

Fiscal Year Ended February 28, 2015 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

May 27, 2015 
 

   





 

LEGAL_1:34537489.4 

BASIS OF PRESENTATION 

As used in this annual information form (“AIF”), unless the context otherwise requires, references to “Acasti”, 
“Acasti Pharma”, “Corporation”, “it”, “its” or similar terms refer to Acasti Pharma Inc. and references to “Neptune” 
refer to Acasti’s parent company, Neptune Technologies & Bioressources Inc. 

Market data and certain industry data and forecasts included in this AIF were obtained from internal company 
surveys, market research, publicly available information, reports of governmental agencies and industry publications 
and surveys. Acasti has relied upon industry publications as its primary sources for third-party industry data and 
forecasts. Industry surveys, publications and forecasts generally state that the information contained therein has been 
obtained from sources believed to be reliable, but that the accuracy and completeness of such information is not 
guaranteed. Acasti has not independently verified any of the data from third-party sources, nor has Acasti 
ascertained the underlying economic assumptions relied upon therein. Similarly, internal surveys, industry forecasts 
and market research, which Acasti believes to be reliable based upon management's knowledge of the industry, have 
not been independently verified. Forecasts are particularly likely to be inaccurate, especially over long periods of 
time. In addition, Acasti does not know what assumptions regarding general economic growth were used in 
preparing the forecasts cited in this AIF. While Acasti is not aware of any misstatements regarding Acasti’s industry 
data presented herein, Acasti’s estimates involve risks and uncertainties and are subject to change based on various 
factors, including those discussed under “Risk Factors” in this AIF. While Acasti believes its internal business 
research is reliable and market definitions are appropriate, neither such research nor definitions have been verified 
by any independent source. This AIF may only be used for the purpose for which it has been published. 

Unless otherwise noted, in this AIF, all information is presented as of February 28, 2015. All references in this 
AIF to “dollars”, “CDN$” and “$” refer to Canadian dollars, and references to “US$” refer to United States dollars, 
unless otherwise expressly stated.  

CAUTIONARY NOTE REGARDING FORWARD-LOOKING INFORMATION 

This AIF contains certain information that may constitute forward-looking information within the meaning of 
Canadian securities laws and forward-looking statements within the meaning of U.S. federal securities laws, both of 
which Acasti refers to in this AIF as forward-looking information. Forward-looking information can be identified by 
the use of terms such as “may”, “will”, “should”, “expect”, “plan”, “anticipate”, “believe”, “intend”, “estimate”, 
“predict”, “potential”, “continue” or other similar expressions concerning matters that are not statements about the 
present or historical facts. Forward-looking information in this AIF includes, but is not limited to, information or 
statements about:  

• Acasti’s ability to conduct all required clinical and nonclinical trials for CaPre®, including the timing and 
results of those clinical trials;  

• Acasti’s ability to commercialize and distribute CaPre® and ONEMIA® in the United States and 
elsewhere;  

• Acasti’s estimates of the size of the potential markets for CaPre® and ONEMIA® and the rate and degree 
of market acceptance of CaPre® and ONEMIA®; 

• the benefits of CaPre® and ONEMIA® as compared to other products in the pharmaceutical and medical 
food markets, respectively; 

• Acasti’s ability to maintain and defend its intellectual property rights;  

• Acasti’s ability to maintain its supply of raw materials, including krill oil, from its parent company; 

• Acasti’s ability to secure a third-party supplier to provide Acasti, as needed, with raw materials to 
supplement its operations, including raw krill oil (“RKO”), used to manufacture CaPre® and ONEMIA®; 

- 1 - 
 



 

LEGAL_1:34537489.4 

• Acasti’s ability to secure and maintain a third-party to manufacture CaPre® whose manufacturing 
processes and facilities are in compliance with current good manufacturing practices (“cGMP”); 

• Acasti’s ability to obtain and maintain regulatory approval of CaPre®, and the labeling requirements that 
would apply under any approval Acasti may obtain;  

• regulatory developments affecting the pharmaceutical and medical food markets in the United States and 
elsewhere;  

• the size and growth of the potential markets for CaPre® and ONEMIA® and Acasti’s ability to serve those 
markets;  

• the rate and degree of market acceptance of CaPre®, if it reaches commercialization; 

• the success of competing products that are or become available; and 

• Acasti’s expectations regarding its financial performance, including its revenues, research and 
development, expenses, gross margins, liquidity, capital resources and capital expenditures. 

Although the forward-looking information in this AIF is based upon what Acasti believes are reasonable 
assumptions, no person should place undue reliance on such information since actual results may vary materially 
from the forward-looking information. 

In addition, the forward-looking information in this AIF is subject to a number of known and unknown risks, 
uncertainties and other factors, including those described in this AIF under the heading “Risk Factors”, many of 
which are beyond the Corporation’s control, that could cause the Corporation’s actual results and developments to 
differ materially from those that are disclosed in or implied by the forward-looking information, including, without 
limitation: 

• whether the current and future clinical trials by the Corporation will be successful; 
  

• whether CaPre® and ONEMIA® can be successfully commercialized; 

• the Corporation’s reliance on third parties for the manufacture, supply and distribution of its products and 
for the supply of raw materials, including the ability to find a third party to supply RKO in sufficient 
quantities and quality and to produce CaPre® under cGMP standards;  

• the Corporation’s reliance on a limited number of distributors for ONEMIA® and its ability to secure 
distribution arrangements for CaPre® if it reaches commercialization;  

• the Corporation’s ability to manage future growth effectively;  

• the Corporation’s ability to achieve profitability;  

• the Corporation’s ability to secure future financing from Neptune or other third party sources on favorable 
terms or at all;  

• the Corporation’s ability to gain acceptance of its products in its markets; 

• the Corporation’s ability to attract, hire and retain key management and scientific personnel;  

• the Corporation’s ability to achieve its publicly announced milestones on time; 

• Neptune may lose its control of the Corporation; 

• the Corporation’s ability to successfully defend any product liability lawsuits that may be brought against 
it; 
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hypertriglyceridemia and over 4 million people diagnosed with severe hypertriglyceridemia. According to The 
American Heart Association Scientific Statement on Triglycerides and Cardiovascular Disease (2011), triglyceride 
levels provide important information as a marker associated with the risk for heart disease and stroke, especially 
when an individual also has low HDL-C and elevated levels of LDL-C. Lowering triglyceride levels is one of the 
primary goals to reduce a patient’s risk of atherosclerotic cardiovascular disease. Hypertriglyceridemia is due to 
both genetic and environmental factors, including obesity, sedentary lifestyle and high-calorie diets. 
Hypertriglyceridemia is also associated with comorbid conditions such as chronic renal failure, pancreatitis, 
nephrotic syndrome and diabetes. 

Patients with type 2 diabetes are more susceptible to cardiovascular disease. Cardiovascular disease may be 
preventable in some patients with appropriate treatment of lipid abnormalities. Diabetic dyslipidemia most 
commonly manifests as elevated triglycerides and low levels of HDL-C, with a predominance of small, dense LDL-
C particles amid relatively normal LDL-C levels. Non-HDL-C reduction is a key secondary goal of therapy under 
the National Cholesterol Education Program Adult Treatment Panel III national lipid treatment guidelines and, 
according to the American Diabetes Association and the American College of Cardiology, has been emphasized as a 
major goal of therapy in the consensus guidelines for lipoprotein management in patients with cardiometabolic risk. 
Acasti believes, based in part on a study published by Blaha MJ et al. in The Journal of Clinical Lipidology in 2008, 
that non-HDL-C levels may be a better indicator than LDL-C for the prediction of cardiovascular events and that 
non-HDL-C reduction has many other compelling advantages over LDL-C and other traditional lipid parameters. 
Studies have established the clinical utility of non-HDL-C as a comprehensive measure of atherogenic lipoproteins.  
In diabetic patients, non-HDL-C levels may be a stronger predictor of cardiovascular disease than LDL-C levels or 
triglycerides because it correlates highly with atherogenic lipoproteins. Target goals for LDL-C levels and non-
HDL-C levels in patients with diabetes are < 100 and < 130 mg/dL, respectively. Failure to consider the importance 
of non-HDL-C in type 2 diabetes may result in undertreatment of patients with diabetes. 

Red blood cells are made of a molecule called haemoglobin that glucose adheres to in the bloodstream. The 
more glucose in the blood, the more it will adhere to haemoglobin to make a glycosylated haemoglobin molecule, 
called haemoglobin A1C (or HbA1c). HbA1c is measured primarily to identify the average plasma glucose 
concentration over prolonged periods of time. This serves as a marker for average blood glucose levels over the 
previous months prior to the measurement. 

A National Health and Nutrition Examination Survey analysis of dyslipidemia in the United States in 2010 
indicated that while LDL-C levels have actually declined since its last analysis, the percentage of patients with 
hypertriglyceridemia has risen by 6% along with the dramatic increases in obesity. The National Cholesterol 
Education Program (“NCEP”) Expert Panel on Detection, Evaluation and Treatment of High Blood Cholesterol 
recommends that the first priority for the management of hypertriglyceridemia is triglyceride reduction to decrease 
the risk of pancreatitis. In addition, severe hypertriglyceridemia is also associated with a markedly increased risk for 
cardiovascular disease and a recent report released by the NCEP Expert Panel has claimed that elevated triglyceride 
levels can be regarded as an independent risk factor for cardiovascular disease-related events such as myocardial 
infarction, ischemic heart disease and ischemic stroke.  

In a subgroup analysis of the Japan EPA Lipid Intervention Study, in 2005, in which 18,645 
hypercholesterolemic patients randomly received EPA plus a statin or statin control, patients with baseline 
triglycerides >150 mg/dL and HDL-C <40 mg/dL receiving EPA plus a statin (7,503 patients) had a 19% reduced 
risk of cardiovascular disease compared to a statin alone (7,478 patients; P=0.048). In addition, in 2001, the Italian 
Group for the Study of the Survival of Myocardial Infarction (GISSI) trial randomly assigned 11,324 survivors of 
recent myocardial infarction to receive omega-3 PUFAs (1 gram per day), vitamin E (300 mg per day), both, or 
neither (the control group) for 3.5 years. Among the patients who received omega-3 PUFAs alone, as compared to 
the control group, there was a 15% reduction in the composite primary end point of death, nonfatal myocardial 
infarction, or nonfatal stroke (p<0.02) and a 20% reduction in the rate of death from any cause (p<0.01). The 
reduction in risk of sudden death was statistically significant beginning at the four month stage of treatment. A 
similarly significant, although more delayed, pattern after six to eight months of treatment was observed for 
cardiovascular, cardiac and coronary deaths.  

A meta-analysis by Sarwar et al. in 2007 included 29 prospective studies and was the largest and most 
comprehensive epidemiological assessment of the association between triglyceride levels and cardiovascular disease 
risk in Western populations (262,525 participants; 10,158 cases). A combined analysis of the 29 studies yielded an 
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2009, it was proposed that the omega-3 index be considered a potential risk factor for coronary heart disease 
mortality, especially sudden cardiac death.   

Medical Foods 

Medical foods are at the intersection of functional food and prescription drugs. Medical foods are regulated by 
the FDA and intended for specific dietary management of a disease with “distinctive nutritional requirements” under 
the supervision of a physician and contain ingredients that are generally recognized as safe (“GRAS”) or are 
otherwise considered acceptable for use. No market pre-authorization by the FDA or other similar international 
agencies is needed for medical foods to be commercialized in the United States or elsewhere. 

The majority of U.S. medical food products on the market are for metabolic diseases. Protein-based medical 
foods are the most common. Nutrients such as omega-3s, isoflavones, vitamin D, chelated zinc, flavonoids (e.g., 
baicalin, catechin, pterostilbene), chromium picolinate, phytosterols and L-arginine are other leading ingredients 
used in this developing category, along with other vitamins and minerals such as pyridoxine, thiamine and folic acid, 
which are being used in combination. Acasti believes ONEMIA® is the only medical food that offers a high 
concentration of krill oil-derived omega-3 fatty acids.  

Manufacturers are bringing more medical foods to market that address metabolic processes. In 2006, Limbrel 
(flavocoxid), the first medical food for the management of osteoarthritis, was launched. Axona was designated by 
the FDA in 2009 as a medical food, targeting metabolic deficiencies associated with Alzheimer’s disease; the well-
researched VSL #3, a probiotic for ulcerative colitis and the ileal pouch, was introduced to the market in 2002; and 
NiteBite, a snack bar for the nutritional management of hyperglycemia, has been marketed since 1996. 

Acasti’s Products 

Overview 

Acasti believes its krill oil-based form of omega-3 phospholipid therapies have advantages over omega-3 
products that are derived from fish oil. EPA and DHA in krill oil are mainly carried by phospholipids, while EPA 
and DHA derived from fish oil are mainly carried by triglycerides. Acasti believes that omega-3 phospholipids 
provide for better absorption and assimilation of EPA and DHA into the bloodstream compared to some other 
omega-3 sources, including those derived from fish oil. CaPre® (predominantly EPA and DHA) is a mixture of 
phospholipid conjugates and free fatty acids. Except for Epanova® that is a mixture of EPA and DHA as FFA, all 
the other products are ethyl esters of EPA with or without DHA (“OM3:EE”). Because OM3:EE requires an 
additional de-esterification step during digestion by the carboxyl ester lipase, their bioavailability is negatively 
affected when compared to EPA and DHA conjugated to phospholipids or triglycerides  

Once in the bloodstream, the target destinations for krill oil-based phospholipids also differ from fish oil-based 
omega-3 triglycerides. In addition, absorption of ethyl-ester forms of currently available prescription omega-3 fatty 
acids derived from fish oil requires the breakdown of fats by pancreatic enzymes that are produced in response to the 
consumption of high fat meals. As a low fat diet is typically a critical component for treatment of patients with 
severe hypertriglyceridemia, these ethyl-ester formulations have demonstrated lower absorption and bioavailability 
relative to those formulated as omega-3 phospholipids. 

CaPre® 

CaPre® is designed to be used as an adjunctive therapy with positive lifestyle changes and administered either 
alone or with other treatment regiments such as statins (a class of drug used to reduce cholesterol levels) and 
potentially for use by statin-intolerant or statin-resistant patients. CaPre® is being developed for the treatment of 
severe hypertriglyceridemia and eventually mild to moderate hypertriglyceridemia. In addition to targeting the 
reduction of triglyceride levels, clinical data collected by Acasti to date has indicated that CaPre® may also 
normalize blood lipids by increasing HDL-C (good cholesterol) and reducing non-HDL-C, which includes all 
cholesterol contained in the bloodstream except HDL-C. In addition, clinical data collected and reviewed by Acasti 
to date indicates that CaPre® has no significant deleterious effect on LDL-C (bad cholesterol) levels. Obtaining 
regulatory approval for the commercialization of CaPre® requires that safety is confirmed and it is effective at 
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Acasti is continuing its nonclinical studies to further investigate the potential therapeutic effects of CaPre® and 
ONEMIA® in the management of lipid disorders, in particular by studying their effects on the regulation of genes 
known to be implicated in the pathogenesis of atherosclerosis and lipid management. In parallel to its proposed 
Phase III clinical trial, Acasti intends to complete three sets of nonclinical studies.  

The first set of studies, the developmental and reproductive toxicology (“Dart”), is designed to assess safety on 
male and female fertility, developmental toxicity (embryo-fetal development) and pre and postnatal development in 
rodents and non-rodents. The second set of studies, the CARCINO, will consist of carcinogenicity testing in both 
rats and mice to identify a tumorigenic potential in animals and to assess the relevant risk in humans. 
Carcinogenicity testing is usually required under the rules of the FDA prior to commercialization. Acasti believes 
that it will be necessary to complete the DART and CARCINO nonclinical studies prior to the filing of its NDA 
submission for CaPre® in the United States and expects to do so in the allocated time frame. The third set of studies, 
the long term animal toxicity studies, as defined by six month rodent and nine month non-rodent, will be conducted 
as a requirement to support clinical trials to be done during the same extent of time or to support NDA. In these 
studies, we investigate the effects of CaPre® on blood parameters (hematology, biochemistry, coagulation), 
urinanalysis, opthamological and ECG testing.  

Clinical 

The Phase II COLT and TRIFECTA clinical trials were initiated during the Corporation’s fiscal year ended 
February 29, 2012 under Canada’s Natural Health Product Directorate (“NHPD”) guidelines. The open-label COLT 
trial was completed during the second quarter of the 2014 fiscal year and the double-blind TRIFECTA trial was 
completed in the second quarter of fiscal 2015. Based on the positive results of the COLT trial, Acasti filed an IND 
submission with the FDA to conduct a pharmacokinetic (“PK”) study in the U.S. Acasti subsequently received 
approval to conduct the PK trial which was completed in the second quarter of fiscal 2015. 

The COLT and TRIFECTA trials were conducted, by JSS Medical Research (“JSS”), a clinical research 
organization (“CRO”) specializing in the pharmaceutical, biotechnology, nutraceutical and medical device 
industries, which is both owned and managed by Dr. John Sampalis, brother of Dr. Tina Sampalis, 
previously President and Chief Global Strategy Officer of Acasti. JSS was selected by Acasti following a rigorous 
due diligence process conducted by the Corporation. Acasti’s board of directors appointed an external independent 
auditor, SNC Lavalin Pharma, to confirm and validate the clinical trials’ achievements, milestones and payments. 

COLT Tr ial 

The COLT trial, a randomized, open-label, dose-ranging, multi-center trial, was designed to assess the safety 
and efficacy of CaPre® in the treatment of patients with triglycerides levels between 2.28 and 10.0 mmol/L (200-
877 mg/dL) (clinical trial.gov identifier NCT01516151). The primary objectives of the COLT trial were to evaluate 
the safety and efficacy of 0.5, 1.0, 2.0 and 4.0g of CaPre® per day in reducing fasting plasma triglycerides over 4 
and 8 weeks as compared to the standard of care alone.   

The secondary objectives of the COLT trial were to evaluate the effect of CaPre® on fasting plasma 
triglycerides in patients with triglycerides between 2.28 and 5.69 mmol/L (200-499 mg/dL) (mild to moderate 
hypertriglyceridemia); to evaluate the dose dependent effect on fasting plasma triglycerides in patients with 
triglycerides > 5.7 and <10 mmol/L (500-877 mg/dL); and to evaluate the effect of CaPre® on fasting plasma levels 
of LDL-C (direct measurement), HDL-C, non-HDL-C, hs-CRP and omega-3 index. Non-HDL-C is the total 
cholesterol minus the HDL-C.  

The final results of the COLT trial indicated that CaPre® was safe and effective in reducing triglycerides in 
patients with mild to severe hypertriglyceridemia with significant mean (average) triglyceride reductions above 20% 
after 8 weeks of treatment with both daily doses of 4.0g and 2.0g. Demographics and baseline characteristics of the 
patient population were balanced in terms of age, race and gender. A total of 288 patients were enrolled and 
randomized and 270 patients completed the study, which exceeded the targeted number of evaluable patients. From 
this patient population, approximately 90% had mild to moderate hypertriglyceridemia.  

CaPre® was safe and well tolerated. The proportion of patients treated with CaPre® that experienced one or 
more adverse events in the COLT trial was similar to that of the standard of care group (30.0% versus 34.5%, 
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respectively). A substantial majority of adverse events were mild (82.3%) and no severe treatment-related adverse 
effects have been reported. Only one patient was discontinued from the study due to an adverse event of moderate 
intensity. It was noted that the rate of gastrointestinal side effects were higher in the CaPre® groups compared to 
standard of care alone and appeared to increase in a dose-related manner. However, none of the subjects 
participating in the study suffered from a serious adverse event. The report concludes that even at higher doses, 
CaPre® is safe and well tolerated with only transient and predominantly mild adverse events occurring at low rates. 

The COLT trial met its primary objective showing CaPre® to be safe and effective in reducing triglycerides in 
patients with mild to severe hypertriglyceridemia. After only a 4-week treatment, CaPre® achieved a statistically 
significant triglyceride reduction as compared to standard of care alone. Standard of care could be any treatment 
physicians considered appropriate in a real-life clinical setting and included lifestyle modifications as well as lipid 
modifying agents, such as statins, ezetimibe and fibrates. Patients treated with 4.0g of CaPre® a day over 4 weeks 
reached a mean triglyceride decrease of 15.4% from baseline and a mean improvement of 18.0% over the standard 
of care. Results also showed increased benefits after 8 weeks of treatment, with patients on a daily dose of 4.0g of 
CaPre® registering a mean triglyceride decrease of 21.6% from baseline and a mean improvement of 14.4% over 
the standard of care. It is noteworthy that a mean triglyceride reduction of 7.1% was observed for the standard of 
care group at week 8, which may be explained by lipid lowering medication adjustments during the study, which 
was allowed to be administered in the standard of care group alone.   

Moreover, after 8 weeks of treatment, patients treated with 1.0g for the first 4 weeks of treatment and 2.0g for 
the following 4 weeks, showed a statistically significant triglycerides mean improvement of 16.2% over the standard 
of care, corresponding to a 23.3% reduction for the 1.0-2.0g as compared to a 7.1% reduction for the standard of 
care. After a 8 week treatment, patients treated with 2.0g of CaPre® for the entire 8 weeks showed statistically 
significant triglycerides mean improvements of 14.8% over the standard of care, corresponding to a 22.0% reduction 
for the 2.0g as compared to a 7.1% reduction for the standard of care. Also, after 8 weeks of treatment, patients 
treated with 4.0g for the entire 8 weeks, showed statistically significant triglycerides, non-HDL-C and HbA1C mean 
improvements of, respectively, 14.4% and 9.8% and 15.0% as compared to standard of care. The 4.0g group mean 
improvements in (i) triglycerides of 14.4% corresponds to a reduction of 21.6% as compared to a reduction of a 
7.1% for the standard of care group, (ii) non-HDL-C of 9.8% corresponds to a reduction of 12.0% as compared to a 
reduction of 2.3% for the standard of care group, and (iii) HbA1C of 15.0% corresponds to a reduction of 3.5% as 
compared to an increase of 11.5% for the standard of care group. In addition, all combined doses of CaPre® showed 
a statistically significant treatment effect on HDL-C levels, with an increase of 7.4% as compared to standard of 
care. Trends (p-value < 0.1) were also noted on patients treated with 4.0g of CaPre® for the entire 8-week treatment 
period with mean reduction of total cholesterol of 7.0% and increase of HDL-C levels of 7.7% as compared to the 
standard of care. Furthermore, after doubling the daily dosage of CaPre® after an initial period of 4 weeks, the 
results indicate a dose response relationship corresponding to a maintained and improved efficacy of CaPre® after 
an 8-week period. The efficacy of CaPre® at all doses in reducing triglyceride levels and increased effect with dose 
escalation suggests that CaPre® may be titrable, allowing physicians to adjust dosage in order to better manage 
patients’ medical needs. In addition, the results of the COLT trial indicate that CaPre® has no significant deleterious 
effect on LDL-C (bad cholesterol) levels. 

Acasti presented the results of the COLT trial at two scientific forums, the National Lipid Association Scientific 
Session in Orlando in May 2014, and the 82nd Congress of European Atherosclerosis Society in Madrid in June 
2014. Acasti also presented at the World Congress of Heart Disease in Boston in July 2014. 

TRIFECTA Tr ial 

The TRIFECTA trial (clinical trial gov identifier NCT01455844), a 12-week, randomized, placebo-controlled, 
double-blind, dose-ranging trial, is designed to assess the safety and efficacy of CaPre®, at a dose of 1.0 or 2.0g, on 
fasting plasma triglycerides as compared to a placebo in patients with mild to severe hypertriglyceridemia. A total of 
387 patients were randomized and 365 patients completed the 12-week study, in line with the targeted number of 
evaluable patients. From this patient population, approximately 90% had mild to moderate hypertriglyceridemia 
with baseline triglycerides between 200 and 499 mg/dL (2.28 to 5.69 mmol/L). The remainder had very high 
baseline triglycerides between 500 and 877 mg/dL (> 5.7 and < 10 mmol/L). Approximately 30% of patients were 
on lipid lowering medications, such as statins, and approximately 10% were diabetic.  
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Similar to the COLT trial, the primary objective of the TRIFECTA trial is to evaluate the effect of CaPre® on 
fasting plasma triglycerides in patients with triglycerides between 2.28 and 10.0 mmol/L (200-877 mg/dL) and to 
assess the tolerability and safety of CaPre®. The secondary objectives of the TRIFECTA trial are to evaluate the 
effect of CaPre® on fasting plasma triglycerides in patients with triglycerides between 2.28 and 5.69 mmol/L (200-
499 mg/dL); to evaluate the dose dependent effect on fasting plasma triglycerides in patients with triglycerides > 5.7 
and <10 mmol/L (500-877 mg/dL); to evaluate the effect of CaPre® in patients with mild to moderate 
hypertriglyceridemia and severe hypertriglyceridemia on fasting plasma levels of LDL-C (direct measurement), and 
on fasting plasma levels of HDL-C, non-HDL-C, hs-CRP and omega-3 index. 

On September 29, 2014, Acasti announced successful top-line results for its Phase II double blind, placebo 
controlled trial (TRIFECTA) assessing the safety and efficacy of CaPre® for the treatment of patients with 
hypertriglyceridemia. CaPre®, Acasti’s investigational new drug candidate, is composed of a patent-protected 
highly concentrated novel omega-3 phospholipid for the prevention and treatment of certain cardiometabolic 
disorders. 

CaPre® successfully met the trial’s primary endpoint achieving a statistically significant (p < 0.001) mean 
placebo-adjusted decrease in triglycerides from baseline to week-12, with reductions of 36.4% for 1 gram and 38.6% 
for 2 grams. 

Along with material triglyceride reductions, all key secondary endpoints were met. This is a notable 
achievement as the trial was not designed to show a statistical significance on any other lipid than triglycerides. 
Nevertheless, there was a statistically significant decrease in non-HDL-C versus placebo (p=0.038), with the 2 gram 
per day CaPre® group decreasing by 5.3% from baseline versus placebo over the 12-week period. Non-HDL is 
considered the most accurate risk marker for cardiovascular disease. 

CaPre® was also shown to have a slight increase in HDL-C (good cholesterol) at both the 1 gram and 2 gram 
levels and decrease in LDL-C (bad cholesterol) at 2 grams. As well, there was a clinically meaningful mean 
placebo-adjusted reduction in VLDL-C of 10.9% and 13.5% at 1 gram and 2 gram daily doses of CaPre®, 
respectively. VLDL-C is considered a highly significant predictor of coronary artery disease. 

Finally, a statistically significant dose response increase in the Omega-3 Index for patients on 1 gram and 2 
grams of CaPre® versus placebo was noted. The Omega-3 Index reflects the percentage of EPA and DHA in red 
blood cell fatty acids. The risk of cardiovascular disease is considered to be lower as the Omega-3 Index increases. 

CaPre® was found to be safe and well tolerated at all doses tested, with no serious adverse events that were 
considered treatment related. Out of 387 randomized patients, a total of 7 (1.8%) were discontinued as a result of 
adverse events, three were on placebo, two were on 1 gram of CaPre® and two were on 2 grams of CaPre®. The 
predominant incidence was gastrointestinal related, with no difference between CaPre® and placebo. The safety 
profiles of patients on CaPre® and placebo were similar. 

On March 2, 2015, the Corporation announced that it had received the full data for its Phase II double blind, 
placebo controlled (TRIFECTA) trial which confirms and supports the positive Phase II TRIFECTA results 
announced in September 2014, on the safety and efficacy of CaPre® in the treatment of patients with 
hypertriglyceridemia. The TRIFECTA trial’s primary endpoint was met, with patients on 1 gram or 2 grams of 
CaPre® achieving a statistically significant mean placebo-adjusted decrease in triglycerides from baseline. In 
addition, benefits in other key cholesterol markers were announced, including slight increases in HDL-C (good 
cholesterol), no deleterious effect on LDL-C (bad cholesterol) and no safety concerns. 

PK Tr ial 

On November 11, 2013, the Corporation announced that it submitted an investigational new drug application to 
the FDA to initiate a PK trial of CaPre® in the United States. The PK trial was an open-label, randomized, multiple-
dose, single-center, parallel-design study to evaluate blood profiles and bioavailability of omega-3 phospholipids on 
healthy volunteers taking single and multiple daily oral doses of 1.0g, 2.0g and 4.0g of CaPre®. 

On January 9, 2014, the Corporation announced that the FDA granted Acasti approval to conduct its PK trial, 
having found no objections with the proposed PK trial design, protocol or safety profile of CaPre®. Acasti also 
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Intellectual Proper ty  

Acasti intends to obtain, maintain and enforce patent protection for its products, formulations, methods and 
other proprietary technologies, preserve its trade secrets and operate without infringing on the proprietary rights of 
other parties.  

Patents  

Acasti owns the following portfolio of patents, filed in various jurisdictions worldwide, including the United 
States, Canada, China, Japan, Australia and Europe: 

Patent Family 
Description 

Description WO (PCT) 
Application Number 

& 
U.S. Patent 

Number 

Expiration Date of 
the Patent Family 

Number 
of Patents 
Worldwide 

Concentrated 
Therapeutic 
Phospholipid 
Composition 

Composition of Matter 
WO2011050474 & 

US8,586,567; 
 

2028** 
10* 

(pending in approx. 40 
countries) 

* Five Australian innovation patents are valid until 2018 and patent (ZL 201080059930.4) granted by the Chinese Patent Office is valid 
until 2030 

On November 19, 2013, the United States Patent and Trademark Office granted Acasti a concentrated 
phospholipid composition patent (US8,586,567) covering concentrated therapeutic phospholipid compositions 
useful for treating or preventing diseases associated with cardiovascular disease, metabolic syndrome, inflammation 
and diseases associated therewith, neurodevelopmental diseases, and neurodegenerative diseases, comprising 
administering an effective amount of a concentrated therapeutic phospholipid composition. The patent is valid until 
2028, covers specific omega-3 phospholipid compositions, synthetic and/or natural, regardless of the extraction 
process, suitable for human consumption. The patent protects Acasti’s phospholipid compositions, namely Capre® 
and Onemia®. 

The corresponding US8,586,567 Acasti patent has also been granted in South Africa and Panama, and 5 
innovation patents have been granted to Acasti in Australia (which innovation patents in Australia expire in 2018), 
while continuations have been filed in the US. 

On March 25, 2015, Acasti announced that that the Chinese Patent Office had granted Acasti a composition and 
use patent. The Patent (ZL 201080059930.4), which is valid until 2030, relates to concentrated therapeutic 
phospholipid omega-3 compositions and covers methods for treating or preventing diseases associated with 
cardiovascular diseases, metabolic syndrome, inflammation, neurodevelopmental diseases, and neurodegenerative 
diseases. 

To this day, Acasti’s patents and pending patent applications have not been opposed and/or challenged by third 
parties, in Canada, the United States and Europe. The patent is currently under opposition by BIO-MER Ltd. in New 
Zealand. Acasti intends on defending its patent and will file its Counter-Statement of Opposition in the next few 
months.  

A patent is generally valid for 20 years from the date of first filing. Patent terms can vary slightly for other 
jurisdictions, with 20 years from filing being the norm. In certain jurisdictions exclusivity can be formally extended 
beyond the normal patent term to compensate for regulatory delays during the pre-market approval process. 

Licensed Rights 

In August 2008, Neptune granted to Acasti a license to rights on its intellectual property portfolio related to 
cardiovascular pharmaceutical applications. This license allows Acasti to exploit the subject intellectual property 
rights in order to develop novel active pharmaceutical ingredients (“APIs”) into commercial products for the 
medical food and the prescription drug markets. Acasti is responsible for carrying out the research and development 
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Government Regulation 

United States Drug Development  

Government authorities in the United States, at the federal, state and local level, and in other countries 
extensively regulate, among other things, the research, development, testing, manufacture, quality control, approval, 
labeling, packaging, storage, record-keeping, promotion, advertising, distribution, post-approval monitoring and 
reporting, marketing and export and import of drug products such as CaPre®. Generally, before a new drug can be 
marketed, considerable data demonstrating its quality, safety and efficacy must be obtained, organized into a format 
specific to each regulatory authority, submitted for review and approved by the regulatory authority.  

FDA Regulatory Process 

In the United States, the FDA regulates drugs under the Federal Food, Drug and Cosmetic Act and its 
implementing regulations. Drugs are also subject to other federal, state and local statutes and regulations. The 
process of obtaining regulatory approvals and the subsequent compliance with appropriate federal, state and local 
statutes and regulations require the expenditure of substantial time and financial resources. Failure to comply with 
the applicable requirements at any time during the product development or approval process, or after approval, may 
subject an applicant to administrative or judicial sanctions. These sanctions could include, among other actions, the 
FDA’s refusal to approve pending applications, withdrawal of an approval, a “clinical hold” on investigations 
intended to support FDA approval, warning letters, product recalls or withdrawals from the market, product seizures, 
total or partial suspension of production or distribution injunctions, fines, refusals of government contracts, 
debarment from government programs, restitution, disgorgement, civil or criminal penalties, or entry of consent 
decrees and integrity agreements. Any agency or judicial enforcement action could have a material adverse effect on 
Acasti.  

In order to be marketed in the United States, CaPre® must be approved by the FDA through the NDA process. 
The process required before a drug may be marketed in the United States generally involves the following: 

• completion of extensive nonclinical (animal) and formulation studies in accordance with applicable 
regulations, including the FDA’s Good Laboratory Practice (“GLP”) regulations;  

• submission of an IND, which must become effective before human clinical trials may begin in the United 
States;  

• performance of adequate and well-controlled clinical trials in accordance with the applicable IND and other 
clinical study-related regulations, such as current Good Clinical Practices, to establish the safety and 
efficacy of the proposed drug for its proposed indication;  

• submission of an NDA for a new drug;  

• satisfactory completion of an FDA pre-approval inspection of the manufacturing facility or facilities where 
the drug is produced to assess compliance with cGMP to assure that the facilities, methods and controls are 
adequate to preserve the drug’s identity, strength, quality and purity;  

• satisfactory completion of potential FDA audit of the nonclinical and/or clinical trial sites that generated the 
data in support of the NDA; and  

• FDA review and approval of the NDA prior to any commercial marketing or sale of the drug in the United 
States.  

The data required to support an NDA is generated in two distinct development stages: nonclinical and clinical. 
The nonclinical development stage generally involves synthesizing or otherwise producing the active component, 
developing the formulation and determining the manufacturing process, as well as carrying out non-human 
toxicology, pharmacology and drug metabolism studies in the laboratory, which support subsequent clinical testing. 
The sponsor must submit the results of the nonclinical tests, together with manufacturing information, analytical 
data, any available clinical data or literature and a proposed clinical protocol, to the FDA as part of the IND, which 
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is a request for authorization from the FDA to administer an investigational drug product to humans. The IND 
automatically becomes effective 30 days after receipt by the FDA, unless the FDA raises concerns or questions 
regarding the proposed clinical trials. The FDA may also place the IND on clinical hold within that 30-day time 
period. In such a case, the IND sponsor and the FDA must resolve any outstanding concerns before the clinical trial 
can begin.  A clinical hold may be imposed at any time before or during a clinical trial due to safety concerns or 
non-compliance. Accordingly, the Corporation cannot be sure that submission of an IND will result in the FDA 
allowing clinical trials to begin, or that, once begun, issues will not arise that could cause the trial to be suspended or 
terminated.  

The clinical stage of development involves the administration of the investigational drug to healthy volunteers 
or patients under the supervision of qualified investigators, generally physicians not employed by or under the trial 
sponsor’s control, in accordance with cGCPs, which include the requirement that all research subjects provide their 
informed consent for their participation in any clinical trial. Clinical trials are conducted under protocols detailing, 
among other things, the objectives of the clinical trial, dosing procedures, subject selection and exclusion criteria, 
data collection, and the parameters to be used to monitor subject safety and assess the investigational drug’s 
efficacy. Each protocol, and any subsequent amendments to the protocol or new investigator’s information, must be 
submitted to the FDA as part of the IND. Further, each clinical trial must be reviewed and approved by an 
independent institutional review board (“IRB”) at or servicing each institution at which the clinical trial will be 
conducted. An IRB is charged with protecting the welfare and rights of trial participants and considers such items as 
whether the risks to individuals participating in the clinical trials are minimized and are reasonable in relation to 
anticipated benefits. The IRB also approves the informed consent form that must be provided to each clinical trial 
subject or its legal representative. There are also requirements governing the reporting of ongoing clinical trials and 
completed clinical trial results to public registries, as well as reporting of safety information under the IND.  

Clinical studies are generally conducted in three sequential phases that may overlap, known as Phase I, Phase II 
and Phase III clinical trials. Phase I generally involves a small number of healthy volunteers who are initially 
exposed to a single dose and then multiple doses of the investigational drug. The primary purpose of these studies is 
to assess the metabolism, pharmacologic action, side effect tolerability and safety of the drug. Phase II trials 
typically involve studies in disease-affected patients to determine the dose required to produce the desired benefits. 
At the same time, safety and further pharmacokinetic and pharmacodynamic information is collected, as well as 
identification of possible adverse effects and safety risks and preliminary evaluation of efficacy. Phase III clinical 
trials generally involve large numbers of patients at multiple sites, often in multiple countries (from several hundred 
to several thousand subjects) and are designed to provide the data necessary to demonstrate the effectiveness of the 
product for its intended use, its safety in use, and to establish the overall benefit/risk relationship of the product and 
provide an adequate basis for product approval. Phase III clinical trials should, if possible, include comparisons with 
placebo and may include a comparison to approved therapies. The duration of treatment is often extended to mimic 
the actual use of a product during marketing. Generally, two adequate and well-controlled Phase III clinical trials are 
required by the FDA for approval of an NDA (Pivotal Studies). 

Progress reports detailing the results of the clinical trials must be submitted at least annually to the FDA.  In 
addition, written IND safety reports must be submitted to the FDA and the investigators for serious and unexpected 
adverse events or any finding from tests in laboratory animals that suggests a significant risk for human subjects. 
The FDA, the IRB, or the sponsor may suspend or terminate a clinical trial at any time on various grounds, including 
a finding that the research subjects or patients are being exposed to an unacceptable health risk. Additionally, some 
clinical trials are overseen by an independent group of qualified experts organized by the clinical trial sponsor, 
known as a data safety monitoring board or committee. This group provides oversight and will determine whether or 
not a trial may move forward at designated check points based on review of interim data from the study. A clinical 
trial may be terminated or suspended based on evolving business objectives and/or competitive climate.  

The manufacturing process must be capable of consistently producing quality batches of the investigational 
drug and, among other things, must develop methods for testing the identity, strength, quality and purity of the final 
drug product. The sponsor must develop appropriate labeling that sets forth the conditions of intended use. 
Additionally, appropriate packaging must be selected and tested and stability studies must be conducted to 
demonstrate that the drug candidate does not undergo unacceptable deterioration over its shelf life.  

Post-approval studies, sometimes referred to as Phase IV clinical trials, may be conducted after initial marketing 
approval. These studies are used to gain additional experience from the treatment of patients in the intended 
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therapeutic indication. In certain instances, the FDA may mandate the performance of Phase IV studies as part of a 
post-approval commitment, such as pediatric studies.  

NDA and FDA Review Process  

Nonclinical and clinical information is filed with the FDA in an NDA along with proposed labeling. The NDA 
is a request for approval to market the drug and must contain proof of safety, purity, potency and efficacy, which is 
demonstrated by extensive nonclinical and clinical testing. Data may come from company-sponsored clinical trials 
intended to test the safety and effectiveness of a use of a product, or from a number of alternative sources, including 
studies initiated by investigators. To support marketing approval, the data submitted must be sufficient in quality 
and quantity to establish the safety and effectiveness of the investigational drug product to the satisfaction of the 
FDA.  

The submission of an NDA is subject to the payment of substantial user fees; a waiver of such fees may be 
obtained under certain limited circumstances. FDA approval of an NDA must be obtained before marketing a drug 
in the United States.  In addition, under the Pediatric Research Equity Act, an NDA or supplement to an NDA must 
contain data to assess the safety and effectiveness of the drug for the claimed indications in all relevant pediatric 
subpopulations and to support dosing and administration for each pediatric subpopulation for which the product is 
safe and effective. The FDA may grant deferrals for submission of data or full or partial waivers.  

The FDA reviews all NDAs submitted before it accepts them for filing and may request additional information. 
The FDA must make a decision on accepting an NDA for filing within 60 days of receipt. Once the submission is 
accepted for filing, the FDA begins an in-depth review of the NDA. Under the goals and policies agreed to by the 
FDA under the Prescription Drug User Fee Act (“PDUFA”) the FDA has ten months from the filing date in which 
to complete its initial review of a standard NDA and respond to the applicant. This review typically takes 12 months 
from the date the NDA is submitted to the FDA including the screening which takes a period of 60 days. The FDA 
does not always meet its PDUFA goal dates for standard NDAs, and the review process is often significantly 
extended by FDA requests for additional information or clarification.  

After the NDA submission is accepted for filing, the FDA reviews the NDA to determine, among other things, 
whether the proposed product is safe and effective for its intended use, and whether the product is being 
manufactured in accordance with cGMP to assure and preserve the product’s identity, strength, quality and purity. 
The FDA will likely re-analyze the clinical trial data, which could result in extensive discussions with the FDA. 

Before approving an NDA, the FDA will conduct a pre-approval inspection of the manufacturing facilities for 
the new product to determine whether they comply with cGMP. The FDA will not approve the product unless it 
determines that the manufacturing processes and facilities are in compliance with cGMP requirements and adequate 
to assure consistent production of the product within required specifications. In addition, before approving an NDA, 
the FDA may also audit data from clinical trials to ensure compliance with cGCP requirements. After the FDA 
evaluates the application, manufacturing process and manufacturing facilities, it will issue a Complete Response 
Letter (“CRL”). A CRL indicates that the review cycle of the application is complete and whether the application is 
approved and, when applicable, the CRL describes the specific deficiencies in the NDA and may require additional 
clinical data and/or an additional Phase III clinical trial(s), and/or other significant and time-consuming requirements 
related to clinical trials, nonclinical studies or manufacturing. The applicant may either resubmit the NDA, 
addressing all of the deficiencies identified in the letter, or withdraw the application. Even if such data and 
information is submitted, the FDA may ultimately decide that the NDA does not satisfy the criteria for approval. 
Data obtained from clinical trials are not always conclusive and the FDA may interpret data differently than the 
Corporation interprets the same data.  

There is no assurance that the FDA will ultimately approve a drug product for marketing in the United States 
and the Corporation may encounter significant difficulties or costs during the review process. If a product receives 
marketing approval, the approval may be significantly limited to specific diseases and dosages or the indications for 
use may otherwise be limited, which could restrict the commercial value of the product. Further, the FDA may 
require that certain contraindications, warnings or precautions be included in the product labeling, may condition the 
approval of the NDA on other changes to the proposed labeling, or may require a Risk Evaluation and Mitigation 
Strategy (REMS), which could limit the Corporation’s ability to market the drug once approved.  The FDA may also 
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require the development of adequate controls and specifications, or a commitment to conduct post-market testing or 
clinical trials and surveillance to monitor the effects of approved products.  

U.S. Post-Marketing Requir ements 

Following approval of a new product, a pharmaceutical company and the approved product are subject to 
continuing regulation by the FDA, including, among other things, monitoring and recordkeeping activities, reporting 
to the applicable regulatory authorities of adverse experiences with the product, providing the regulatory authorities 
with updated safety and efficacy information, product sampling and distribution requirements, and complying with 
promotion and advertising requirements, which include, among others, standards for direct-to-consumer advertising, 
restrictions on promoting drugs for uses or in patient populations that are not described in the drug's approved 
labeling (“off-label use”), limitations on industry-sponsored scientific and educational activities, and requirements 
for promotional activities involving the internet. Although physicians may prescribe legally available drugs for off-
label uses, manufacturers and distributors may not market or promote such off-label uses. Modifications or 
enhancements to the product or its labeling or changes of the site of manufacture are often subject to the approval of 
the FDA and other regulators, which may or may not be received or may result in a lengthy review process. In some 
cases, these changes will require the submission of clinical data and the payment of a user fee. 

U.S. Patent Term Restoration and Marketing Exclusivity 

Depending upon the timing, duration and specifics of the FDA approval of Acasti’s prescription drug 
candidates, some of Acasti’s U.S. patents may be eligible for limited patent term extension under the Drug Price 
Competition and Patent Term Restoration Act of 1984, commonly referred to as the Hatch-Waxman Amendments. 
The Hatch-Waxman Amendments permit a patent restoration term of up to five years as compensation for patent 
term lost during product development and the FDA regulatory review process. However, patent term restoration 
cannot extend the remaining term of a patent beyond a total of 14 years from the product's approval date. The patent 
term restoration period is generally one-half the time between the effective date of an IND and the submission date 
of an NDA plus the time between the submission date of an NDA and the approval of that application. Only one 
patent applicable to an approved drug is eligible for the extension and the application for the extension must be 
submitted prior to the expiration of the patent. The USPTO in consultation with the FDA, reviews and approves the 
application for any patent term extension or restoration. In the future, Acasti intends to apply for restoration of 
patent term for one of its currently owned or licensed patents to add patent life beyond its current expiration date, 
depending on the expected length of the clinical trials and other factors involved in the filing and review of the 
relevant NDA. 

Non-U.S. Drug Regulation 

In Canada, biopharmaceutical product candidates are regulated by the Food and Drugs Act and the rules and 
regulations promulgated thereunder, which are enforced by the Therapeutic Products Directorate of Health Canada. 
In order to obtain approval for commercializing new drugs in Canada, the sponsor (Acasti) must satisfy many 
regulatory conditions. The sponsor must first complete preclinical studies in order to file a clinical trial application 
(“CTA”) in Canada. The sponsor will then receive different clearance authorizations to proceed with Phase I clinical 
trials, which can then lead to Phase II and Phase III clinical trials. Once all three phases of trials are completed, the 
sponsor must file a registration file named a New Drug Submission (“NDS”) in Canada. If the NDS demonstrates 
that the product was developed in accordance with the regulatory authorities’ rules, regulations and guidelines and 
demonstrates favorable safety and efficacy and receives a favorable risk/benefit analysis, then the regulatory 
authorities issue a notice of compliance, which allows the sponsor to market the product. 

In addition to regulations in the United States and Canada, Acasti is subject to a variety of regulations 
governing clinical studies and commercial sales and distribution of its products in other jurisdictions around the 
world. These laws and regulations typically require the licensing of manufacturing and contract research facilities, 
carefully controlled research and testing of product candidates and governmental review and approval of results 
prior to marketing therapeutic product candidates. Additionally, they require adherence to good laboratory practices, 
good clinical practices and good manufacturing practices during production. The process of new drug approvals by 
regulators in the United States, Canada and the European Union are generally considered to be among the most 
rigorous in the world.  
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Neptune to Acasti. The value of the prepayment, determined with the assistance of outside valuations specialists, 
using the pre-established formula set forth in the license agreement, amounts to approximately $15.5 million, which 
Acasti will pay through the issuance of 6,750,000 Common Shares, issuable at a price of $2.30 per share, upon the 
exercise of a warrant delivered to Neptune. The prepayment and the issuance of the Common Shares to Neptune are 
subject to the final approval of the TSXV and the approval of the disinterested shareholders of the Corporation at its 
next annual meeting, which is scheduled to occur on June 27, 2013. 

Fiscal Year  Ended February 28, 2014 

On March 19, 2013, the Corporation announced encouraging preliminary data of its “Randomized, Open-Label, 
Dose-Ranging, Multi-Center Trial to assess the Safety and efficacy of CaPre® in the treatment of mild-to-high 
hypertriglyceridemia”. Data from 157 patients who completed four weeks of treatment with 0.5, 1, 2 or 4 grams of 
CaPre® per day were assessed and CaPre® achieved a clinically important and statistically significant triglyceride 
reduction of up to 23% (p<0.05) as compared to standard of care. The results of this preliminary analysis suggested 
that CaPre® could be used as a safe and effective alternative for the treatment of patients with triglyceride levels 
ranging from 200 to 500 mg/dL.  

On May 22, 2013, the Corporation announced that patient recruitment for the COLT trial had been completed. 
Acasti continued to make good progress on its two Phase II clinical trials, the COLT trial and the TRIFECTA trial. 

On June 27, 2013, the Corporation held its Annual and Special Meeting of the shareholders, where the 
shareholders of the Corporation voted in favour of all items put forth at the meeting. All of the existing director 
nominees were re-elected and three new directors, Mr. Valier Boivin, Mr. Jean-Claude Debard and Mr. Harlan W. 
Waksal, were elected.  

On July 15, 2013, the Corporation announced that it had received the approval of both the shareholders and the 
TSX Venture Exchange to become royalty free by paying in advance all future royalties owed under the license 
agreement through the issuance of shares to Neptune. The value of this royalty prepayment, which was confirmed by 
an independent valuation expert using the pre-established prepayment formula set forth in the license agreement, 
was approximately $15.5 million and was paid through the issuance of 6,750,000 Acasti Class A common shares to 
Neptune. The prepayment increased Neptune’s equity participation in Acasti from approximately 57% to 
approximately 60%. Being royalty free allows Acasti to preserve cash of at least $700,000 annually which was the 
current minimum royalty due under the license agreement.  

On July 31, 2013, the Corporation announced that it had signed an agreement with a world leader in natural 
based specialty chemicals for the manufacturing of CaPre® clinical material in expectation of upcoming PK and 
phase III clinical trials in the United States and to substantiate its upcoming submission of an IND filing. Specialized 
krill oil raw material will first be produced by a North American company using Neptune’s proprietary production 
process. It will then be sent to the specialty chemicals manufacturer for further processing, including purification 
and formulation into CaPre® under cGMP guidelines. The Corporation also announced its intention to initiate 
discussions to manufacture CaPre® at full plant scale, should regulatory approval for commercialization in the 
United States be obtained 

On August 13, 2013 the Corporation announced positive results for its Phase II randomized, open-label, dose-
ranging, multi-center trial designed to assess the safety and efficacy of its investigational new drug candidate 
CaPre® in the treatment of mild to severe hypertriglyceridemia. CaPre® was found to be safe and effective with 
significant mean triglyceride reductions above 20% after 8 weeks of treatment with both daily doses of 4g and 2g. 
No serious adverse events were reported, indicating that CaPre® is safe and tolerable at all doses tested. 

On October 2, 2013, the Corporation announced the conclusion of a settlement with respondents Rimfrost, 
resolving the ITC investigation related to infringement of Neptune’s composition of matter patents. As part of the 
settlement, Neptune granted a world-wide, non-exclusive, royalty-bearing licence to these settling respondents, 
allowing them to market and sell nutraceutical products containing components extracted from krill. The 
respondents in question also agreed to pay Neptune an additional royalty amount for the manufacture and sale of 
krill products prior to the effective license commencement date. Neptune also agreed to dismiss a related patent 
infringement case against Rimfrost filed in March of 2013. Moreover, Neptune signed a strategic non-exclusive krill 
oil manufacturing and supply agreement with Rimfrost giving Neptune the right to purchase, at a preferred price, up 
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to 800 metric tons of krill oil during the first three-year term of the renewable agreement. Under the agreement, 
Neptune has agreed to purchase certain minimum quantities of commodity grade krill oil from Rimfrost in 2013 and 
2014, which purchases may be deferred to the following calendar years. 

On October 29, 2013, the Corporation announced that the USPTO had allowed Acasti’s composition and use 
patent application entitled Concentration Therapeutic Phospholipid Compositions, publication number 
US20110160161. The patent relates to concentrated therapeutic phospholipid omega-3 compositions and covers 
methods for treating or preventing diseases associated with cardiovascular diseases, metabolic syndrome, 
inflammation, neurodevelopmental diseases, and neurodegenerative diseases. The Corporation was granted a 
corresponding patent in South Africa, which is enforceable and valid until October 29, 2029. 

On November 5, 2013, the Corporation announced that it had welcomed to its Board of Directors Reed V. 
Tuckson M.D., Managing Director of the health and medical care consulting business Tuckson Health Connections 
LLC. This appointment increased the number of board members to six, four of whom are independent directors. 

On November 11, 2013, the Corporation announced the submission of an Investigational New Drug Application 
to the FDA to initiate a PK trial of CaPre® in the United States. This proposed PK trial is the first step in the 
Corporation’s U.S. clinical strategy to initiate PK and Phase III trials of CaPre® in the United States.  

On November 26, 2013, the Corporation announced that it had commenced an underwritten public offering of 
units of the Corporation, each Unit consisting of one Common Share and one Common Share purchase warrant of 
the Corporation. The offering was conducted in the United States pursuant to the effective shelf registration 
statement filed with the U.S. Securities and Exchange Commission (the “SEC”) and in Canada pursuant to a final 
short form base prospectus filed with the securities regulatory authorities in the Provinces of Quebec, Ontario, 
Manitoba, Alberta and British Columbia. On November 27, 2013, the Corporation announced that it had priced the 
underwritten public offering of 16,000,000 units of Acasti at a price of US$1.25 per Unit. Each of the Common 
Share purchase warrant entitled the holder to purchase one Common Share at exercise price of US$1.50 per warrant 
share. On December 3, 2013, the Corporation announced the closing of the public offering and the exercise by the 
underwriters, prior to the closing, of the over-allotment option which was exercised in full to purchase an additional 
2,400,000 Units. The public offering resulted in a total 18,400,000 units being issued for gross proceeds of 
approximately US$23 million. 

On December 16, 2013, the administrative law judge presiding over the pending ITC investigation involving 
Neptune, Acasti, Enzymotec granted the parties’ joint motion to stay the proceedings for thirty days. The motion to 
stay was filed because the parties had agreed to a settlement term sheet with the hope of concluding a binding 
settlement agreement before the expiration of the stay. Neptune has entered into a settlement agreement with all the 
other respondents named in the ITC investigation and motions to terminate the investigation as to those respondents 
have been submitted. 

On December 17, 2013, the Corporation announced that it had concluded a settlement and license agreement 
with Aker. As part of the settlement, Neptune granted a world-wide, non-exclusive, royalty-bearing license to Aker 
to market and sell nutraceutical products in the licensed countries. Pursuant to the terms of the settlement, royalty 
levels hinge on the outcome of the review proceedings being conducted before the USPTO regarding Neptune’s 351 
Patent. Aker also agreed to pay a non-refundable one-time payment to Neptune for the manufacture and sale of krill 
products prior to the effective USPTO decision date.  

On December 19, 2013, the Corporation announced that it had appointed Jerald J. Wenker, President and COO 
of Dermalogica, a leading professional skin care company, as special advisor to the Board of Directors. Mr. Wenker 
accepted the nomination for election to serve on the Board of Directors at the Annual Meeting to be held in 2014, 
subject to shareholder approval.  

On January 9, 2014, the Corporation announced that the FDA had cleared its Investigational New Drug 
submission to imitate a PK trial of CaPre® in the United States after having found no objections with the PK trial 
design, protocol, or safety profile of CaPre®. Following this clearance, the Corporation engaged Quintiles, the 
world’s largest provider of biopharmaceutical development and commercial outsourcing services, to conduct its PK 
study.  
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On February 7, 2014, the Corporation announced the closing of a private placement of CAD$2,150,000 of units 
of the Corporation at a price of CAD$1.33 per unit, each unit consisting of one Common Share and one Common 
Share purchase warrant of the Corporation. Each of these warrants entitles its holder to purchase on Common Share 
at an exercise price of CAD$1.60. All of the units were issued to the Fiera Capital QSSP II Investment Fund Inc. 
under the Quebec Stock Savings Plan II, and could not be qualified under the Quebec Stock savings Plan II and 
subscribed for by the Fund under the Corporation’s public offering completed on December 3, 2012. 

On February 14, 2014, the Corporation announced that it had not been able to arrive at a final settlement 
agreement with Enzymotec that would resolve the ITC investigation into the infringement of Neptune’s composition 
of matter patents, and related federal court matters. Despite the presiding administrative law judge granting an 
extended stay through February 5, 2014, no settlement could be achieved as the parties reached an impasse on 
certain fundamental settlement terms, including terms that had already been agreed to in the term sheet. As a result 
of this bottleneck, Neptune agreed to participate in the ITC’s mediation program in a final attempt to reach a 
mutually satisfactory agreement. Neptune and Enzymotec requested that the administrative law judge extend the 
stay for an additional 60 days and reschedule the ITC hearing until after the expiration of the stay. 

Fiscal Year  Ended February 28, 2015 

On April 27, 2014, Acasti and Neptune announced that a patent infringement settlement and license agreement 
has been signed with Enzymotec that resolves the ITC’s investigation of infringement of Neptune’s composition of 
matter patents, related federal court actions initiated by Neptune against Enzymotec and its distributors and various 
patent review proceedings requested by Enzymotec. As part of the settlement, Neptune granted a world-wide, non-
exclusive, royalty-bearing license to Enzymotec, allowing it to market and sell its nutraceutical products under 
Neptune’s ‘348 family of patents (US Patent No. 8,030,348 and all the continuations). Under the terms of the 
settlement agreement, royalty levels in the United States are dependent on the outcome of pending inter partes 
review proceedings before the USPTO regarding certain claims of Neptune’s ‘351 composition of matter patent (US 
Patent No. 8,278,351). Furthermore, royalty levels in Australia are dependent on a potential request by Enzymotec 
to the APO for a post-grant review of certain claims of Neptune’s allowed composition of matter patent application 
(AU2002322233). Enzymotec also agreed to pay Neptune a non-refundable one-time upfront settlement payment. 

On April 28, 2014, Acasti announced the resignation of Mr. Henri Harland as President and Chief Executive 
Officer of Acasti. Mr. Harland’s mandate as a Director of Acasti was terminated at the Annual Shareholders’ 
meeting held on June 19, 2014. Following Mr. Harland’s resignation, Acasti was managed on an interim basis by 
Mr. André Godin, the then Chief Financial Officer of Neptune.   

On May 29, 2014, Henri Harland, the former President and Chief Executive Officer of the Corporation filed a 
lawsuit against the Corporation, Neptune and NeuroBioPharm in connection with his departure as President and 
Chief Executive Officer of each of Neptune, Acasti and NeuroBioPharm. Among other things, Mr. Harland alleged 
that his resignation occurred as a result of a constructive dismissal and is seeking approximately $8.5 million in 
damages, interest and costs. In addition, Mr. Harland is seeking from Neptune, Acasti and NeuroBioPharm, as 
applicable, the issuance of 500,000 shares of each of Neptune, Acasti and NeuroBioPharm as well as two blocks of 
1,000,000 call options each on the shares held by Neptune in Acasti and NeuroBioPharm. As a result of the lawsuit, 
Mr. Harland was requested to resign as Director of the Corporation. The following day, Neptune and its subsidiaries 
jointly announced that they believed the claim as formulated was without merit or cause, they will vigorously defend 
the lawsuit and will take any steps necessary to protect their interests. On December 11, 2014 Neptune, Acasti and 
NeuroBioPharm filed their defence and counterclaim alleging inter alia that Mr. Harland’s contract is null and void 
and that he is owed nothing following his resignation. Should the Court determine that the contract is nonetheless 
valid, the Defendants’ position, as stated in the defence and counterclaim, is that there was also enough evidence 
discovered after Mr. Harland’s resignation that would have justified a dismissal for cause and that again, nothing is 
owed to the plaintiff. No trial date has been set. As of the date of these consolidated financial statements, no 
agreement has been reached and an estimate of its financial effect cannot be made.  

On June 16, 2014, Acasti announced the resignation of Xavier Harland as Chief Financial Officer of Acasti, 
whose functions were managed on an interim basis by Mr. André Godin, the then Chief Financial Officer of 
Neptune. 
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Risks Related to Product Development, Regulatory Approval and Commercialization  

The Corporation’s prospects cur rently depend entirely on the success of CaPre®, which is still in clinical 
development, and the Corporation may not be able to generate revenues from CaPre®.  

The Corporation has no prescription drug products that have been approved by the FDA, Health Canada or any 
similar regulatory authority. The Corporation’s only prescription drug candidate is CaPre®, for which the 
Corporation has not yet filed an NDA, and for which the Corporation must still initiate Phase III clinical trials, 
undergo further development activities and seek and receive regulatory approval prior to commercial launch, which 
the Corporation does not anticipate will occur until the Corporation’s fiscal year beginning in 2018 at the earliest. 
The Corporation does not have any other prescription drug candidates in development and, therefore, the 
Corporation’s business prospects currently depend entirely on the successful development, regulatory approval and 
commercialization of CaPre®, which may never occur. Most prescription drug candidates never reach the clinical 
development stage and even those that do reach clinical development have only a small chance of successfully 
completing clinical development and gaining regulatory approval. If the Corporation is unable to successfully 
commercialize CaPre® for the prevention and treatment of hypertriglyceridemia or severe hypertriglyceridemia, it 
may never generate meaningful revenues. In addition, if CaPre® reaches commercialization and there is low market 
demand for CaPre® or the market for CaPre® develops less rapidly than the Corporation anticipates, the 
Corporation may not have the ability to shift its resources to the development of alternative products.  

The Corporation may not be able to obtain required regulatory approvals for  CaPre®.  

The research, testing, manufacturing, labeling, packaging, storage, approval, sale, marketing, advertising and 
promotion, pricing, export, import and distribution of prescription drug products are subject to extensive regulation 
by the FDA and other regulatory authorities in the United States and other countries and those regulations differ 
from country to country. Acasti is not permitted to market CaPre® in the United States until it receives approval of 
an NDA from the FDA and similar restrictions apply in other countries. In the United States, the FDA generally 
requires the completion of preclinical testing and clinical trials of each drug to establish its safety and efficacy and 
extensive pharmaceutical development to ensure its quality before an NDA is approved. Regulatory authorities in 
other jurisdictions impose similar requirements. Of the large number of drugs in development, only a small 
percentage result in the submission of an NDA to the FDA and even fewer are approved for commercialization. To 
date, the Corporation has not submitted an NDA for CaPre® to the FDA or comparable applications to other 
regulatory authorities. If the Corporation’s development efforts for CaPre®, including its planned Phase III clinical 
trials, are not successful for the prevention and treatment of hypertriglyceridemia or severe hypertriglyceridemia, 
and regulatory approval is not obtained in a timely fashion or at all, the Corporation’s business will be materially 
adversely affected.  

The receipt of required regulatory approvals for CaPre® is uncertain and subject to a number of risks, including 
the following: 

• the FDA or comparable foreign regulatory authorities or IRBs may disagree with the design or 
implementation of the Corporation’s clinical trials;  

• the Corporation may not be able to provide acceptable evidence of the safety and efficacy of CaPre®;  

• the results of the Corporation’s clinical trials may not meet the level of statistical or clinical significance 
required by the FDA or other regulatory agencies for marketing approval;  

• the dosing of CaPre® in a particular clinical trial may not be at an optimal level;  

• patients in the Corporation’s clinical trials may suffer adverse effects for reasons that may or may not be 
related to CaPre®;  

• the data collected from the Corporation’s clinical trials may not be sufficient to support the submission of 
an NDA for CaPre® or to obtain regulatory approval for CaPre® in the United States or elsewhere;  
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• the FDA or comparable foreign regulatory authorities may not approve the manufacturing processes or 
facilities of third-party manufacturers with which the Corporation contracts for clinical and commercial 
supplies; and  

• the approval policies or regulations of the FDA or comparable foreign regulatory authorities may 
significantly change in a manner rendering the Corporation’s clinical data insufficient for approval.  

The FDA and other regulators have substantial discretion in the approval process and may refuse to accept any 
application or may decide that the Corporation’s data is insufficient for approval and require additional clinical 
trials, or preclinical or other studies. In addition, varying interpretations of the data obtained from preclinical studies 
and clinical trials could delay, limit or prevent regulatory approval of CaPre®. In addition, the process of obtaining 
regulatory approvals is expensive, often takes many years, if approval is obtained at all, and can vary substantially 
based upon, among other things, the type, complexity and novelty of the prescription drug candidates involved, the 
jurisdiction in which regulatory approval is sought and the substantial discretion of the regulatory authorities. 
Changes in the regulatory approval policy during the development period, changes in or the enactment of additional 
statutes or regulations, or changes in regulatory review for a submitted product application may cause delays in the 
approval or rejection of an application. If regulatory approval is obtained in one jurisdiction, that does not 
necessarily mean that CaPre® will receive regulatory approval in all jurisdictions in which the Corporation may 
seek approval. The failure to obtain approval for CaPre® in one or more jurisdictions may negatively impact the 
Corporation’s ability to obtain approval in a different jurisdiction. A failure to obtain regulatory marketing approval 
for CaPre® in any indication would prevent the Corporation from commercializing CaPre®, and the Corporation’s 
ability to generate revenue would be materially impaired.  

The Corporation may be unable to develop alternative product candidates. 

To date, the Corporation has not commercialized any prescription drug candidates and does not have any other 
compounds in clinical trials, nonclinical testing, lead optimization or lead identification stages besides CaPre®. The 
Corporation cannot be certain that CaPre® will prove to be sufficiently effective and safe to meet applicable 
regulatory standards for any indication. If the Corporation fails to successfully commercialize CaPre® as a treatment 
for hypertriglyceridemia and severe hypertriglyceridemia, or any other indication, whether as a stand-alone therapy 
or in combination with other treatments, the Corporation would have to develop, acquire or license alternative 
product candidates or drug compounds to expand its product candidate pipeline beyond CaPre®. In such a scenario, 
the Corporation may not be able to identify, and acquire product candidates that prove to be successful products, or 
to acquire them on terms that are acceptable to the Corporation.   

Even if the Corporation receives regulatory approval for  CaPre®, the Corporation still may not be able to 
successfully commercialize it and the revenue that the Corporation generates from its sales, if any, may be 
limited.  

The commercial success of CaPre® in any indication for which the Corporation obtains marketing approval 
from the FDA or other regulatory authorities will depend upon its acceptance by the medical community, including 
physicians, patients and health insurance providers. The degree of market acceptance of CaPre® will depend on a 
number of factors, including: 

• demonstration of clinical safety and efficacy of prescription omega-3 products generally;  

• relative convenience, pill burden and ease of administration;  

• the prevalence and severity of any adverse side effects;  

• the willingness of physicians to prescribe CaPre® and of the target patient population to try new therapies;  

• efficacy of CaPre® compared to competing products, including omega-3 dietary supplements;  

• the introduction of any new products, including generic prescription omega-3 products, that may in the 
future become available to treat indications for which CaPre® may be approved;  
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• new procedures or methods of treatment that may reduce the incidences of any of the indications for which 
CaPre® shows utility;  

• pricing;  

• the inclusion of prescription omega-3 products in applicable treatment guidelines;  

• the effectiveness of the Corporation’s or any future collaborators’ sales and marketing strategies;  

• limitations or warnings contained in FDA-approved labeling;  

• the Corporation’s ability to obtain and maintain sufficient third-party coverage or reimbursement from 
government health care programs, including Medicare and Medicaid, private health insurers and other 
third-party payors; and  

• the willingness of patients to pay out-of-pocket in the absence of third-party coverage or reimbursement.  

In addition, even if the Corporation obtains regulatory approvals, the timing or scope or conditions of any 
approvals may prohibit or reduce the Corporation’s ability to commercialize CaPre® successfully. For example, if 
the approval process takes too long, the Corporation may miss market opportunities and give other companies the 
ability to develop competing products or establish market dominance. Any regulatory approval the Corporation 
ultimately obtains may be limited or subject to restrictions or post-approval commitments that render CaPre® not 
commercially viable. For example, regulatory authorities may not approve the price the Corporation intends to 
charge for CaPre®, may grant approval contingent on the performance of costly post-marketing clinical trials, or 
may approve CaPre® with a label that does not include the labeling claims necessary or desirable for the successful 
commercialization of that indication. Any of the foregoing scenarios could have a material adverse effect on the 
commercial prospects for CaPre®.  If CaPre® is approved, but does not achieve an adequate level of acceptance by 
physicians, health insurance providers and patients, the Corporation may not generate sufficient revenue and the 
Corporation may not be able to ever achieve profitability.  

The Corporation faces competition from other  biotechnology and pharmaceutical companies and its 
operating results will suffer  if the Corporation fails to compete effectively.  

The biotechnology and pharmaceutical industries are intensely competitive and subject to rapid and significant 
technological change. The Corporation’s potential competitors both in the United States and globally include large, 
well-established pharmaceutical companies, specialty pharmaceutical sales and marketing companies and 
specialized cardiovascular treatment companies. Many of these competitors have substantially greater name 
recognition, commercial infrastructures and financial, technical and personnel resources than the Corporation. These 
companies include GlaxoSmithKline plc, which currently markets Lovaza, a prescription omega-3 for patients with 
severe hypertriglyceridemia, and Abbott Laboratories, which currently markets Tricor and Trilipix (both fibrates) 
and Niaspan (niacin) for treatment of severe hypertriglyceridemia and high triglycerides, Amarin Corporation, 
which currently markets Vascepa, an ethyl-ester form of EPA, for the treatment of patients with severe 
hypertriglyceridemia and AstraZeneca which announced on May 6, 2014 that the FDA had approved EPANOVA 
(omega-3-carboxylic acids) as an adjunct to diet to reduce triglyceride levels in adults with severe 
hypertriglyceridaemia. In addition, Acasti is aware of other pharmaceutical companies (e.g Matinas Biopharma) that 
are developing products that, if approved, would compete with CaPre®. CaPre® may also compete with omega-3 
dietary supplements that are available without a prescription. These established competitors and others may invest 
heavily to quickly discover and develop novel compounds that could make CaPre® obsolete or uneconomical. 
CaPre® may need to demonstrate compelling comparative advantages in efficacy, convenience, tolerability and 
safety to be commercially successful. Other competitive factors, including generic drug competition, could force the 
Corporation to lower prices or could result in reduced sales. In addition, new products developed by others could 
emerge as competitors to CaPre®. If the Corporation is not able to compete effectively against its current and future 
competitors, its business will not grow and its financial condition and operations will suffer.  
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CaPre®, if approved, would be subject to competition from products for  which no prescr iption is required.  

If approved by applicable regulatory authorities, CaPre® will be a prescription-only omega-3. Mixtures of 
omega-3 fatty acids are naturally occurring substances in various foods, including fatty fish. Omega-3 fatty acids are 
also marketed by others as dietary supplements. Dietary supplements may generally be marketed without a lengthy 
FDA premarket review and approval process and are not subject to prescription. However, unlike prescription drug 
products, manufacturers of dietary supplements may not make therapeutic claims for their products; dietary 
supplements may be marketed with claims describing how the product affects the structure or function of the body 
without premarket approval, but may not expressly or implicitly represent that the dietary supplement will diagnose, 
cure, mitigate, treat, or prevent disease. The Corporation believes the pharmaceutical-grade purity of CaPre® has a 
superior therapeutic profile to naturally occurring omega-3 fatty acids and the omega-3 in commercially available 
dietary supplements. However, the Corporation cannot be certain that physicians or consumers will view CaPre® as 
superior. To the extent the price of CaPre® is significantly higher than the prices of commercially available omega-3 
fatty acids marketed by other companies as dietary supplements, physicians may recommend these commercial 
alternatives instead of CaPre® or patients may elect on their own to take commercially available non-prescription 
omega-3 fatty acids. Either of these outcomes may adversely impact the Corporation’s results of operations by 
limiting how the Corporation prices CaPre® and limiting the revenue the Corporation receives from the sale of 
CaPre®.  

Even if the Corporation obtains marketing approval for  CaPre®, the Corporation will be subject to ongoing 
obligations and continued regulatory review, which may result in significant additional expense.  

Even if the Corporation obtains U.S. regulatory approval for CaPre® for the prevention and treatment of 
hypertriglyceridemia or severe hypertriglyceridemia, which would not occur until the Corporation successfully 
completes Phase III clinical trials, the FDA may still impose significant restrictions on its indicated uses or 
marketing or the conditions of approval, or impose ongoing requirements for potentially costly and time-consuming 
post-approval studies, including Phase IV clinical trials or clinical outcome studies, and post-market surveillance to 
monitor the safety and efficacy of CaPre®. Even if the Corporation secures U.S. regulatory approval, the 
Corporation would continue to be subject to ongoing regulatory requirements related to CaPre® governing 
manufacturing, labeling, packaging, storage, distribution, safety surveillance, advertising, promotion, recordkeeping 
and reporting of adverse events and other post-market information. These requirements include registration with the 
FDA, as well as continued compliance with cGCPs, for any clinical trials that the Corporation conducts post-
approval. In addition, manufacturers of drug products and their facilities are subject to continual review and periodic 
inspections by the FDA and other regulatory authorities for compliance with cGMP, requirements relating to quality 
control, quality assurance and corresponding maintenance of records and documents.   

If the Corporation or a regulatory agency discovers previously unknown problems with a product, such as 
adverse events of unanticipated severity or frequency, problems with the facility where the product is manufactured, 
or the Corporation or its manufacturers fail to comply with applicable regulatory requirements, the Corporation may 
be subject to the following administrative or judicial sanctions: 

• restrictions on the marketing or manufacturing of the product, withdrawal of the product from the market, 
or voluntary or mandatory product recalls;  

• issuance of warning letters or untitled letters;  

• clinical holds;  

• injunctions or the imposition of civil or criminal penalties or monetary fines;  

• suspension or withdrawal of regulatory approval;  

• suspension of any ongoing clinical trials;  

• refusal to approve pending applications or supplements to approved applications filed by the Corporation, 
or suspension or revocation of product license approvals;  
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