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DISCLOSURE: 

 

The authors of this article have purchased HRTX stock and support any expression, 

through financial instrumentation or asset holding, of bullishness on HRTX stock. The 

authors will benefit financially from an increase in the price of HRTX stock. It is important 

that the reader(s) consult other sources of information and not rely only on this article to 

make an investment decision. The views expressed herein this article do NOT constitute 

investment advice and is a sole demonstration of the thought process of the writers of this 

document. If the price of the HRTX stock dramatically changes upon publication of this 

document, there cannot be any direct causative effects linked nor conclusions made that 

they were due to the existence of this document alone. The authors reserve the right to 

adapt and change their positioning in the company relative to the price of HRTX stock. 

This document does not serve as a promise of representation that we will stay bullish and 

maintain ownership of HRTX throughout the time following publication of this document, 

including the date of the referenced catalyst event. The authors do not manage any money 

for other individuals nor organizations nor are the authors registered investment advisors 

nor registered fiduciaries in any state in the United States. The views expressed in this 

document do NOT reflect the views of any organization the authors may be affiliated with 

through membership, enrollment, reference nor any direct nor indirect connection except 

those explicitly referred to in a non-dubious manner. These views expressed herein are 

exclusive to that of the authors and no one else. This publication does NOT represent a 

statement of responsibility for the actions taken and subsequent repercussions of those 

actions by any readers including financial decisions that may lead to losses that are a result 

of reading this document. 
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SYNOPSIS: 

 

Heron Therapeutics (NASDAQ: HRTX) is a biopharmaceutical company with an 

upcoming ‘PDUFA date,’ June 26, 2020, in which the FDA will make a decision as to 

whether or not their candidate (drug) for postoperative pain, HTX-011 (Bupivacaine with 

Meloxicam), will be approved for marketing and sale. This opportunity allows for an 

investment opportunity that will be highly volatile and potentially lucrative. In this article 

we argue our thesis that the FDA will approve HTX-011 and this will cause a significant 

rise in the company’s stock price upon announcement of approval. This is also known as a 

catalyst event driven investment opportunity. 
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Thesis and Safety Net: 

 

The process of investing in event-driven situations has many layers of complexity, 

sometimes advantageous to the investor, due to the excessive number of variables at play. The 

time leading up to the event is filled with disequilibrium opportunities that allow for certain 

positions to be exploited and additional advantages to be created. In the case of Heron 

Therapeutics, we believe that this upcoming event is a multi-variable one that considers elements 

that stretch beyond the traditional in market conditions, however, an event that is insulated from 

the current negativities from the macro and propagated by situationally positive qualities. The 

catalyst benefits from the rapidly evolving institutional dynamics in the healthcare system that 

are changing for an overall moral good. An important column of argumentative support for 

HTX-011’s success derives from that of the opioid pandemic, as we have mentioned repeatedly. 

There are hidden (and visible) drivers behind the FDA that are motivating a subtle revolution 

behind pain management treatment, including postoperative pain. This is an implicit point of 

support that we use in buttressing the approval of HTX-011, a point that does not identify itself 

in a numerical nor clearly visible manner. Combining this with the more pragmatic expressions 

that the initial rejection was based on non-medicinal complications leads us to calculate that 

there is an 80% probability of success for HTX-011 being approved by the FDA for 

marketing and application. 

 

We have identified a price discrepancy within Heron Therapeutics (NASDAQ: HRTX) 

stock. The theoretical premise of this investment relies on there being a measured price 

differential, more specifically, a pricing arbitrage opportunity in Heron’s stock price. In a way, 

this move is based on a catalyst, but more than that, there is an insurance priced in (as of the time 

of this writing) through simple arbitrage. A bit over a year ago, on May 1, 2019, Heron 

announced that the Food and Drug Administration (FDA) issued a control response letter (CRL) 

to them on April 30, 2019 for their postoperative pain candidate HTX-011, bupivacaine with 

meloxicam. A CRL essentially serves as a letter of rejection for a candidate and implies 

problems or complications with the drug being critiqued by the FDA. The CRL issued to Heron 

Therapeutics, for HTX-011, demonstrated that the FDA was unable to approve the new drug 

application (NDA) for the drug in its current state, at the time, due to issues regarding non-

clinical data. This led to the FDA asking for additional information on manufacturing and control 

processes, which would then allow Heron to proceed to resubmission. Upon news of the CRL, 

Heron stock fell from their April 30, 2019 high of $24.56 a share to a low of $16.20 a share on 

May 1, 2019 (a 34% drop). In the later days after May 1, 2019 the stock recovered to a close that 

was above $17.00 a share. This is the situation that presents a solidified buying opportunity with 

a relatively comfortable downside potential, we say relatively due to the high instability in 

biotechnology markets, and an elevated proportion of upside increment assured. The price of 

Heron is currently under $17.00, hovering around that price and moving intermittently, however, 

slowly having risen from the COVID-19 market crash lows. The pricing differential that 

constitutes this bet as being a safe opportunity is that of the failure of HTX-011 (the drug 

candidate currently being assessed for approval) already having been priced in. As of market 

close for May 20, 2020 there is a $0.55 per share differential that can be assumed as a safety net; 

this is not optimal nor ideal, but for situations where there are immense levels of volatility, like  
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for clinical catalysts such as this one, it can be assumed to have more security than most other 

investments in this realm.  

 

Investment Philosophy: 

 

In more rudimentary cases, it would be a worthwhile feat and simultaneously, a complex 

process, to delve into the intricacies of the pathophysiology of the disorder being treated and the 

pharmacology of the drug being utilized by the company being analyzed. This particular 

situation does not beget these analyses due to the fact that the clinical progression timeline is far 

advanced, and more specifically (as will be mentioned throughout), it would be impractical to 

pursue such a timely process. That being said, upon request and even for the development of 

further evidence, it will be done proceeding to publication of this paper, but only upon the initial 

message being broadcasted in order to bring awareness to the upcoming catalyst. The way that 

this situation is being focused from an investment perspective is that of one that is purely event-

driven; the following information in the paper is primarily accumulated for the purpose of 

demonstrating to potential investors that there is some sort of downside protection, albeit rather 

unnecessary given the circumstances.  

For the most part, there is a quasi-extensive elaboration because simply telling people to 

‘buy this stock now!’ would be crude and irrational, more than that, it would be an intellectual 

irresponsibility and diminish the stance of the company under false premises. This is not to say 

that the writers have any form of deep loyalty to the company, but it is important to be thorough 

and present the information to the best of one’s abilities. The fact that this is a catalyst driven 

play is evidence that the post-catalyst performance of this company will be of little relevance, 

given that it is closer to being a volatility play; an investor can partake in this event through 

equity or through option buying (or selling). However, this encompasses an interesting paradox 

that implicitly supports the stance; if the FDA approves this drug, as we predict, then the 

forecasted commercial performance of the drug will fulfill the long-term investor (if they decide 

to ‘play’ this that way). Of course, upon disapproval, one might find little value in the 

investment, however, that is why the entire argument for the downside protection exists in this 

paper, to assure the investor that there is an implicit hedge, albeit a weak one, in one form or 

another. All of this is to say, that this has the qualities of a catalytic volatility play more than that 

of a value investment or a growth investment (to name two common pedagogies).  

 

Pharmacological Recount: 

 

Unlike many of its clinical stage peers, Heron Therapeutics benefits from the fact that it 

already has two prior candidates that were approved by the FDA in its pipeline, Sustol and 

Cinvanti. We will describe both so the reader can understand what assets the company has on 

hand.  

Sustol’s FDA approval came in on August 2016, it is used in combination with 

antiemetics in adults in order to prevent nausea and vomiting that occur as a side effect of initial 

and repeated medium emetogenic chemotherapy or anthracycline and cyclophosphamide 

combination chemotherapies. From this, one can gather that it is supposed to treat side effects 

that come from cancer treatments. Regarding Sustol’s mechanism of action, it is an extended-

release, injectable 5-HT3 receptor antagonist that uses Heron’s proprietary drug platform,  
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Biochronomer Technology, in order to maintain granisetron levels during therapy for longer than 

5 days. Sustol began selling in October of 2016.  

Heron’s second drug, Cinvanti, was approved by the FDA on November 2017. Heron’s 

supplemental NDA for Cinvanti was approved on October of 2019 to expand its usage and 

dosage to include 130 mg single-dose regimen in patients partaking in medium emetogenic 

chemotherapy, similar to Sustol. Cinvanti is also recommended in combination with other 

antiemetic agents to prevent nausea and vomiting that is associated with moderately emetogenic 

cancer chemotherapy as a single-dose regimen. It is also approved for treating nausea and 

vomiting with MEC in 3-day regimens. Cinvanti is an IV formulation of aprepitant, whose 

mechanism of action is as an NK1 receptor antagonist. Cinvanti is the first and only IV 

formulation of an NK1 receptor antagonist indicated for the prevention of acute and delayed 

nausea and vomiting associated with HEC and nausea and vomiting associated with MEC that is 

free of synthetic surfactants. Cinvanti commenced to be sold in January of 2018 and in February 

2019 the FDA expanded Cinvanti’s application beyond initial 30-minute IV infusion to include a 

2-minute IV injection. This is all sourced from the company’s most recent 10Q. We will not be 

exploring the market opportunities for these assets as they are not of deep importance, however, 

we want to clarify to readers what the company has approved and that their drug platform is a 

strong one. 

 To get into what can be labeled as the ‘meat’ of the company, HTX-011 is the most 

important asset with regard to the upcoming catalyst event for Heron Therapeutics and likely the 

only one that truly matters for the sake of our analysis. HTX-011 is a non-opioid, dual-acting, 

fixed-dose combination of the local anesthetic bupivacaine with meloxicam, an NSAID. 

Meloxicam is administered in a lower dose in this formulation. HTX-011 is the only extended-

release local anesthetic that has demonstrated competency in phase 3 studies through 

significantly reduced pain and opioid use through 72 hours compared to mono-therapeutic 

bupivacaine, which is the current standard of care (SOC) local anesthetic for postoperative pain 

control (it is generally accepted by anesthesiologist that bupivacaine is a useful comparator for 

SOC groups). Since HTX-011 is the focal driver of the catalyst, which should occur on June 26, 

2020, it will be what most of this report pays attention to. 

 HTX-011 is the first treatment in Heron’s ‘Pain Management Product Portfolio,’ one will 

notice that Heron dedicates itself to both cancer related maladies and pain management, HTX-

011 is the first of the latter. A large benefit that can be seen in HTX-011, at least from the get-go, 

is the issue that it is tackling from a more macroeconomic perspective which forms an important 

component in our belief as to why it will be approved by the FDA. It is the issue of opioids; as 

most know, the United States is currently undergoing an opioid addiction crisis, however, we 

will recount some of the information on the topic.  

In 2018, overdoses involving opioids killed nearly 47,000 people, 32% of which were 

with prescription opioids; as a matter of fact, 2 out of 3 drug overdoses in total involved opioids 

in 2018. In 2018, about 168 million opioid prescriptions were filled at retail pharmacies, with the 

total opioid prescription rate being 51.4 prescriptions per 100 people; one opioid prescription 

was written for every 1.95 persons (2 people). In 2018, the average morphine milligram 

equivalents (MME) per day per opioid prescription dispensed in the U.S. was over 40. Every 

day, over 1,000 people are treated in ER departments for misusing prescription opioids. The 

CDC estimates that prescription opioid misuses in the U.S. cost over $78.5 billion per year, 

which is an all-encompassing number that includes the costs of care, lost productivity, addiction  
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treatment and criminal justice involvement. In short, opioid abuse is a very problematic situation 

and it is in the best interest of the FDA to reduce their usage whilst still maintaining clinical 

efficacy in applied drugs.  

HTX-011’s origins come from wanting to overcome these difficulties that opioids have 

brought upon the country. Of course, the reader will note that what HTX-011 intends to treat is 

not exactly in the realm of what opioid abuse falls under, however, drug usage and drug abuse 

have proven to be a slippery slope that starts in one place and ends in another; in other words, we 

expect that if opioid use by medical practitioners and regulators can be avoided, they will be.  

This brings into the conversation what HTX-011 intends to treat: post-operative pain. 

HTX-011 aims to deliver ‘superior pain relief’ while reducing the quantity of systemically 

administered pain medications like opioids. HTX-011 is a dual medication, in that it combines an 

anesthetic, a potent one at that, with a local anti-inflammatory agent directly upon the site of 

tissue injury. The real question here is one of functionality, does HTX-011 work? Yes. HTX-011 

has its study results published and those bring to light its clinical efficacy and utility. We will 

also take into consideration the scope of HTX-011’s practical implications and its commercial 

viability, later on, as it is something important, but less important than whether or not it truly 

works (for a variety of reasons). 

 

Clinical Analysis: 

 

In a paper titled ‘HTX-011 Reduced Pain Intensity and Opioid Consumption Versus 

Bupivacaine HCl in Herniorrhaphy: Results From the Phase 3 EPOCH 2 Study,’ the authors 

recount the findings from the clinical trial of EPOCH 2, which was one of Heron’s principal 

phase 3 studies. This is a herniorrhaphy study in which the analgesic efficacy and safety of HTX-

011 was evaluated, specifically in subjects undergoing uniliteral open inguinal herniorrhaphy (a 

type of surgery). The study screened 668 participants and ended up randomizing and dosing 418; 

164 were treated with HTX-011, 82 were treated with the placebo (saline injection) and 172 were 

treated with bupivacaine, which is the SOC. For each group, at least 97% of participants 

completed the study. The study group populations were all relatively similar in terms of baseline 

characteristics (sex, race, weight, age, etc.).  

Safety is always a concern when it comes to developing new treatments, so this will be 

addressed head-on: the number of adverse events for the subject groups were nearly the same, 

standing in a range between 73% and 74.4% for all three groups. Similarly, severe adverse 

events (SAEs) were experienced by a range 2 to 3 people in each group. This demonstrates that 

there is a generally similar safety profile for all the participants who were dosed. No one died, 

that’s always a good sign. In terms of opioid related AEs, the HTX-011 group experienced the 

least amount of AEs at 32.5% of participants, compared to 43.9% of participants for placebo and 

42.2% of participants for Bupivacaine.  

Regarding the efficacy, now that safety has been established, the primary endpoint 

utilized was the mean area under the curve (AUC) of the numeric rating scale (NRS) of pain 

intensity scores through 72 hours for the HTX-011 compared to the other groups. As a summary, 

all the primary and secondary endpoints were statistically significant, at an alpha value of 0.05, 

in favor of HTX-011. HTX-011 demonstrated superiority over bupivacaine HCL and placebo, 

whilst maintaining significantly reduced opioid consumption in patients. A significant reduction 

of 21% for pain intensity over 72 hours was observed when HTX-011 was compared to  
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bupivacaine with a p value under 0.0001. Total opioid consumption through 72 hours was 

significantly reduced by 25% when compared with bupivacaine at a p value of 0.024. Now, the 

following figure might make the reader enter into a bit of doubt the completely, undoubtedly 

chance-based proportion of opioid-free subjects when comparing the HTX-011 group and the 

bupivacaine group due to the fact that 51% of the HTX-011 group and 40% of the bupivacaine 

group were free of opioids, however, at a p value of 0.0486. This is good, but not great, ideally 

one wants to aim for a p-value below 0.03 in these types of situation, but regardless, as long as it 

is under 0.05, statistical significance is met. We absolve from mentioning specific placebo 

comparisons for purposes of redundancy; for all endpoints, the HTX-011 group outperformed its 

comparator in placebo at statistically significant proportions. The following two graphs 

summarize the study in an efficient manner. 

 

Figure 1 

 

Looking at the additional studies that led to the progression of HTX-011 through its 

clinical pipeline we can get additional information as to how effective this drug is; however, the 

reader may find it redundant granted that the FDA decided to progress HTX-011 forward 

anyway. Despite that, let’s take a look at another phase 3, this time the “HTX-011 reduced pain 

intensity and opioid consumption versus bupivacaine HCl in bunionectomy: phase III results 

from the randomized EPOCH 1 study,” otherwise known as the EPOCH 1, we previously looked 

at EPOCH 2. This study is similar as the EPOCH 2 study, as one could assume from the similar 

titles, their study methods were relatively alike, and their primary endpoints were also similar; 

together EPOCH 1 and 2 were designed to serve as the critical studies for HTX-011’s clinical 

development. “The primary efficacy endpoint was mean area under the curve (AUC) of the 

Numeric Rating Scale (NRS) of pain intensity scores through 72 hours (AUC0-72) for HTX-011 

compared with saline placebo.” Assessing this study, there were a total of 675 participants who 

were screened, with 412 who were randomized and dosed accordingly; three separate groups, 

two experimental and one placebo. 157 in HTX-011 therapy, 155 in bupivacaine and 100 in 

saline placebo, all had 98.1% or higher completion rates. HTX-011 met its primary endpoint and  
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all of its secondary endpoints; in the HTX-011 group, compared to the bupivacaine group, there 

was a 18% reduction in overall pain intensity over 72 hours, at a p value under 0.001. Over 72 

hours after treatment course, total opioid consumption was significantly reduced by 25% in the 

HTX-011 group, compared to those who took bupivacaine, with a p value of 0.002. 29% of 

HTX-011 group subjects were opioid free after 72 hours compared to 11% of the bupivacaine 

group, with a p value under 0.001. The safety profile was very similar for both the HTX-011 

group members and the SOC (bupivacaine members), with similar rates of SAEs for both, with 

placebo having less due to no medication being applied (although not by much). Findings can be 

well summarized by the following graph: 

 

 

 

Figure 2 

 

Both of the previously discussed studies are cited by Heron as being their pivotal phase 3 

studies for HTX-011. We will now explore more data to further scaffold the clinical efficacy of 

HTX-011, more specifically, its utility as a replacement to opioids and as a deterrer of their 

usage. Two additional studies should be mentioned here, Study 209 and Study 215, for total knee 

arthroplasty (TKA) and herniorrhaphy, respectively. However, their clinical relevance is 

minimal. Despite that, the authors invite the reader to explore these studies on their own, granted 

that the clinical pipeline progressed efficiently without these studies and their mention serves 

best as an addendum of sorts, for these reasons, they will be excluded. 

 

Bupivacaine and Practical Efficacy: 

 

There is a concern regarding that HTX-011 is measured up against a standard of care that is not 

appropriate, that being that it is being compared to bupivacaine instead of bupivacaine plus 

adrenaline (epinephrine). In order to properly assess this situation, we must understand how 

postoperative pain is dealt with and how it is treated. 

 Postoperative pain is caused by surgery and the practitioner’s aim is to alleviate it as soon 

as possible in order to reduce suffering and promote the healing process and rehabilitation in  
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order to prevent further complications in the patient. It is estimated that over 230 million people 

undergo surgery each year worldwide and the number is increasing annually. This turns the 

matter into a very relevant one. Furthermore, many patients must deal with the development of 

chronic pain, which in some cases, has been traced back to incorrectly treated or undertreated 

acute postoperative pain. A 2017 writing expresses the following regarding the use of opioids as 

the standard for postoperative pain: 

 

“Opioid analgesics have long been considered a gold standard of postoperative analgesia. With 

the introduction of new drugs, a number of studies have questioned their privileged position. 

Criticism has focused on two major drawbacks: firstly, the adverse effects of opioid analgesics, 

especially nausea, vomiting, urinary retention, and prolonged postoperative ileus, and secondly,  

the fact that safe doses relieve pain, but only to a certain degree. Therefore, multimodal 

analgesia is gaining ground – that is the use of multiple medications and various techniques.” 

 

This same documentation expresses the utility that can arise from the usage of local 

anesthetics, such a bupivacaine, being used alongside systematically administered analgesics, 

such as meloxicam. This type of combination potentiates the analgesic effects of the local 

blockade, whilst acting to eliminate discomfort in the area not affected by the blockade. An 

advantage that meloxicam has compared to other NSAIDs that could be used in combination 

therapy with bupivacaine is that meloxicam has a very long duration of action; in general, 

though, NSAIDs have better pain control than other drugs. Released clinical data does not take 

into account the specific dosage of meloxicam relative to bupivacaine, however, this is not much 

of a concern, given that peripheral analgesics, like NSAIDs, have a ceiling effect, and increasing 

the drug dose does not increase its effectiveness at certain levels. This is the same reason why 

NSAIDs are so effective when combined with opioids; dosage is not much of a high-level 

concern. On the financial angle, monotherapy for bupivacaine is incredibly cheap, at a vial of 

bupivacaine costing about $2.10; this is a similar scenario for meloxicam, costing under $0.02 

per dose. Of course, upon FDA approval and patent-formation this pricing situation becomes a 

different story.  

The reasoning behind incorporating meloxicam with bupivacaine for treating 

postoperative pain makes intuitive sense clinically, given that the reduction of inflammation 

caused by the meloxicam allows the bupivacaine to work much more effectively. Noteworthy 

concerns for HTX-011 compared to bupivacaine treatment also arise from the fact that in the 

studies performed, comparable dosage was not exerted and for this reason HTX-011 performed 

so well against its comparator. Of course, one should note that although the goal is for HTX-011 

to function better than bupivacaine alone, or even bupivacaine with epinephrine (which was not 

addressed directly in the studies), the lack of opioid usage throughout the 72 hours is the prime 

focus as to why HTX-011 appeals so much over its comparator, rather than (highly) elevated 

levels of efficacy when compared.  

When dosing for bupivacaine, one must be careful not to dose above 300 mg, as this will 

trigger local anesthetic systemic toxicity, also known as LAST. However, given that no patients 

in the EPOCH 1 study (nor EPOCH 2) experienced LAST as an adverse event, we can assume 

that perhaps the meloxicam protected them from this. This concern derives from the fact that 

there was no specified dosage, however, it is not too problematic given that the adverse event 

directly correlated with this situation did not arise after administration.  
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The purpose of administrating bupivacaine with epinephrine is to prevent systemic 

absorption and extend the duration of action. The use of bupivacaine with epinephrine, although 

seen as useful in treating postoperative pain, is not the recognized standard of care, at least for 

the sake of this argument. It may be useful to utilize a comparable situation for the sake of this 

analysis; looking at Pacira Biosciences’ Exparel, which is FDA approved, we can detect whether 

or not the FDA believes that sole bupivacaine hydrochloride is a proper SOC for postoperative 

pain treatment.  

Exparel is described as a bupivacaine liposome injectable suspension; its allotted purpose 

is “to control pain and reduce or eliminate the use of opioids for acute postsurgical pain.” This is 

familiar to us; an advantage that Exparel offers over its comparators is that of a longer-acting 

local formulation that can be administered as a single dose. For the sake of time consumption, 

however, as the studies are widely available, it will be useful to summarize Exparel’s 

applications in postoperative pain treatments via a review paper. If this does not suffice, it should 

be once more noted that the FDA approved Exparel into marketing and distribution. A pooled 

analysis from Dasta et al demonstrated that in 9 studies evaluating the application of liposomal 

bupivacaine through endpoints for opioid consumption and intensity of pain scores, clinical 

efficacy was demonstrated to a point of statistical significance. In the 9 studies reviewed in the 

paper, the Exparel (liposomal bupivacaine) group, when compared to the bupivacaine HCl group 

(SOC), reported significantly less pain over a 72-hour period. Additionally, Exparel patients 

received an average of 12.2 mg of opioid versus 19 mg of opioids in the bupivacaine group at a p 

value under 0.001. Exparel was deemed safe, as only 50% of the experimental group reported 

adverse events versus 74% of the bupivacaine group.  

Why is this data being mentioned, you might wonder? It is to demonstrate that there are 

other studies that utilized the same comparator and were approved successfully; it is our 

calculation that the FDA favors a move out of opioids for pain management. More so than this, 

the development of platform-proprietary treatments in the pain management biotechnology space 

(in Exparel’s case DepoFoam and in HTX-011’s case Biochronomer) are functioning well and 

receiving solid backing, additionally, the general markets are being receptive to this move away 

from opioids and the further development of proprietary drug platforms into other applications. 

One might also find comfort in Pacira Biosciences’ (NASDAQ: PCRX) $1.9 billion valuation 

with a similar pipeline to that of Heron Therapeutics (similar enough for the sake of shorthand 

comparison). 

 
Core Argument and Simple Probability: 

 

The authors consider all of the previously mentioned information to be simply 

supplementary to the following statements, granted that very little else matters more than the 

most pragmatic cornerstone of the argument in support of HTX-011, the issuance of its CRL. 

Interestingly enough, Sustol was also issued a CRL on March 28, 2013 prior to its August 10, 

2016 approval, so we know that Heron Therapeutics has experience in fixing problems with 

CRLs. Heron was issued a CRL which led to its stock dropping over 30%, however, this was a 

market overreaction granted that the CRL was not granted due to clinical inefficacies or 

treatment complications, but rather, supply chain and chemistry-related inefficiencies. This is 

something that Heron has felt that they have needed to clarify to shareholders various times, and  
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for good reason; manufacturing problems are miniscule compared to clinical 

inefficiencies. The FDA’s support for this can be seen through their decision to rapidly advance 

their PDUFA date through having fast-tracked Heron’s HTX-011, initially. Recent speculation 

has demonstrated that the FDA and Heron have likely had their manufacturing problems 

resolved, given that the FDA has not requested any new information in a while. The PDUFA 

date of June 26, 2020 will decide whether or not HTX-011 will be move into market, however, 

granted that the only problem in the initial CRL was manufacturing related and not related to the 

actual drug itself, we have confidence in that the FDA will approve HTX-011’s candidacy this 

time around. Moreover, we note that the FDA’s environment is complicated right now and we 

will assume leniency; there is no sort of fundamental argument here, but rather one of intuition. 

The COVID-19 epidemic has led to various complications in the regulatory system, this, 

combined with the trend in the past 20 years of the FDA steering away from conservative 

approaches and much more lenient grants of approval, has demonstrated that HTX-011 is a 

candidate likely for approval. 

To now address this matter from a more informal, yet academic, angle of probability, we 

will recount what the simplistic statistical probabilities of success are for drug candidates under 

this context. We warn the reader that this is not meant to be some sort of intricate statistical 

analysis, but one of non-compounded probability meant to add security to the investor’s process 

of making a decision for whether or not investing in Heron. To start off, we will offer a 

reassuring figure that arises from simple clinical development success rates. HTX-011 can be 

described as being in its ‘NDA to Approval’ phase, in which it has an 85.3% probability of being 

approved into market (this number arises from a broad study performed on all clinical candidates 

from 2000 to 2015). Granted that anesthesiology does not truly encompass any of the studied 

sub-divisions, we will categorize it in the ‘Other’ category, as none of the other categories 

provide a surrogate we are confident in (i.e. metabolic, endocrine, respiratory, etc.). The 

likelihood of success from ‘NDA to Approval’ for the ‘Other’ sub-group is that of 88.4%, which 

is slightly above the average. Using the clinical development success rate for the sub-category of 

all diseases that were approved in their second review by the FDA, like HTX-011, we find that 

the probability is 80%. Granted that these probabilities are above 50%, it is assured that this type 

of bet, assuming that the only things being considered are their relativistic positioning in clinical 

trials and nothing else, demonstrates that this ‘bet’ on Heron Therapeutics is more secure than a 

simple coinflip. 

 

Market Demographics and Epidemiology: 

 
Although the purposes of this paper are not for calculating the net present value of HTX-

011, a market valuation for this clinical asset might clarify some doubts as to whether or not 

HTX-011’s success would be feasible and a marketing success. We will now perform an 

oversimplified disease-range analysis for the sales potential of HTX-011. Granted, we would like 

to clarify that we are only taking into consideration the drug’s market positioning in the United 

States and not in Canadian nor European markets; we address this because in March of 2019 the 

European Medicines Agency (EMA), the equivalent of the FDA for the European Union, 

validated HTX-011’s marketing authorization application (MAA) which validates HTX-011’s 

submission and signifies that the EMA has granted eligibility for the Centralized Procedure for 

HTX-011. This simply means that it is in the process for marketing approval and a response by  
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the EMA Committee for Medicinal Products for Human Use are expected for the second half of 

2020. For Canadian markets, in December 2019, HTX-011 was granted Priority Review status 

by Health Canada, which gives it a 6-month review target for approval; decision is expected by 

the third quarter of 2020. Because of this, we will prioritize the American (U.S.) potential of 

HTX-011.  

 To begin this examination, we will perform a broad, top-down analysis of the market for 

HTX-011. It is helpful to utilize a comparable drug analysis (CDA) for this drug by comparing 

some similar market competitors and to see their potential. This analysis will be expedited for the 

sake of data constraints and relative estimation. It is estimated that the global postoperative pain 

management market is expected to be worth $45,861.8 million or $45.8 billion, with a CAGR 

(growth rate) of 5.1% through 2018 to 2026. The North American market specifically makes up 

about $12.5 billion with a CAGR of 4.4%. The FDA is promoting abuse-deterrent opioid 

initiatives in order to reduce the usage of opioids in this market segment, primarily due to the 

opioid crisis, as previously mentioned. By 2030, the global burden of cancer is expected to grow 

to 21.70 million due to a growing ageing population in the globe (particularly in developed 

nations like in North America and Europe). The prevalence of postoperative pain in the general 

population is estimated to be between 3% and 4%.  

Key players in this large segment are Teva Pharmaceuticals, Mylan, which are largely 

generic producers, Pfizer, GlaxoSmithKline, Novartis, Allergan, the four of which are considered 

to be ‘Big Pharma’ companies, Endo International, Pacira Pharmaceuticals, Egalet and Janssen 

Pharmaceuticals also play key roles. Purdue Pharma is important and should be mentioned, 

however, more as a case study as to how complex and antagonistic the FDA has grown against 

opioid usage; Purdue Pharma is largely known for producing opioid pain medications like 

hydromorphone, oxycodone, fentanyl, codeine and hydrocodone. Mainly controversial for 

owning the patent for Oxycontin, an extended-release formulation of oxycodone that has served 

as a key player in the American opioid crisis. Cumulative revenues for Oxycontin are said to be 

close to $35 billion from 1995 to 2017. Since December of 2019 the company has filed for 

Chapter 11 restructuring (bankruptcy) which is sure to leave a large gap in the pain management 

market. The authors invite the reader to explore this subject more on their own.  

The aforementioned other companies have key players in the pain management market, 

however, to a lesser extent; Pfizer owns pregabalin, also known as Lyrica, for neuropathic pain, 

sales were $4.6 billion in 2014, however, Pfizer only had exclusivity for Lyrica until 2018. 

Novartis own Termalgin and Voltaren, however, they are for acute and mild pains. Many big 

pharma pain management drugs have since turned into generics which have largely reduced their 

profitability, however, in their ‘patent days’ they were quite lucrative. The war on opioids is 

quite clear by the FDA’s recent reactions and stance against companies who produce them. This 

can best be seen with companies like Endo International, who produce opioids, and have 

continued to face lawsuits from governmental sources (Ohio, Missouri and Mississippi), those of 

which who blame Endo for playing a relevant role in the opioid epidemic. The grand majority of 

this company’s revenues have been sourced from, primarily, opioids. In the middle of 2017, the 

FDA demanded that Endo withdraw Opana ER, a formulation of oxymorphone hydrochloride 

(an opioid), from the market due to its link to hepatitis C and HIV outbreaks. This was 

recognized as one of the initial steps the FDA took to manually remove opioids from the public 

markets (keep in mind this was in 2017, not too long ago). This rejection of Opana by the FDA 

has done damage to Endo’s revenues, this damage has been reflected in their stock price, as the  
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company has depreciated by over 75% since the beginning of 2017, from around $16.50 to a bit 

under $4 a share.  

Egalet, also known as Depomed, but best known as Assertio Therapeutics as of August 

15, 2018, however, recently recognized as Zyla Life Sciences as of a recent merger, is a 

company that specializes in neurological diseases and pain management. The authors note that 

the name changes are confusing but have done to the best of their ability to clarify this. We will 

note that this is a common tradition in the realm of biotherapeutics/biotechnology, we encourage 

you to explore some other name changes for yourself. To summarize Assertio’s market 

positioning, we will refer to it as Assertio as this is what it is currently listed as, we must go back 

to December of 2017, when Assertio announced its intention to move away from the opioid 

market and separate itself from Nucynta, an opioid analgesic (benzenoid) acquired from Johnson 

& Johnson for $1.05 billion in early 2015, due to growing concerns (FDA pressures) from the 

opioid crisis. Again, we encourage the reader to explore what damage this did to Assertio’s 

revenue, but we believe this divestment is best summarized in the company’s stock performance 

from December of 2017 to today; in the middle of December of 2017 the company was trading at 

$8.38 per share (a year prior at about $20 per share) to a current share price of $0.87. This 

company is also listed by some information outlets as being at high risk of bankruptcy.  

Regarding Janssen Pharmacaceutica (Belgian company), the company is embedded into 

Johnson & Johnson’s infrastructure; for this reason, we will address it as if it was Johnson & 

Johnson (JNJ). JNJ has had quite the mix-up in the opioid epidemic; they are a large company, 

being valued at approximately $390 billion, they are incredibly diversified. For this reason, we 

will only address their involvement in the pain management ‘department,’ particularly with 

opioids; the company recently was asked to pay $572 million, mandated by an Oklahoma judge, 

for purposes regarding ‘their part in the opioid crisis.’ This penalty was later reduced to $465 

million, however, the larger point still stands, opioids are a highly problematic situation. Suffice 

it to say, we can assume that JNJ has been steering away from opioids.  

This leaves the question of non-opioids in the market, what is the state of non-opioid 

treatment in the pain management industry? A recent report from BCC Research titled ‘Non-

opioid Pain Treatment: Global Markets to 2024’ states in its highlights that ‘the global market 

for non-opioid pain treatments should grow from $13.8 billion in 2019 to $31.8 billion by 2024 

at a compound annual growth rate (CAGR) of 18.3% for the period of 2019-2024.’ This can 

largely be attributed to the broader macroeconomic and regulatory stance against opioid 

treatments that relevant medical agencies have taken against opioids; compare this rate of 

growth, 18.3%, to that of the broader pain management market, 5.1%, and the reader will note 

that it is more than three times that. This can be seen as an opportunity for a shift in market 

ownership, a benign one at that.  

   

Financial Perspective: 

 

Assessing the financial operations of Heron is a relevant key in those who seek long term 

investments, albeit, the purposes of this document is for the upcoming catalyst, however, the 

company’s financial situation serves to reduce investor anxiety. A common problem amongst 

clinical stage companies is that of cash burn and general liquidity; in Heron’s case these can be 

assessed by looking at some key fundamental metrics that paint a healthy picture of the 

company. As of their most recent quarter in March 31, 2020, Heron has a current ratio of 4.53  
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and a total amount of cash on hand of $103.285 million. Calculated cash burn puts Heron at 

being able to survive for two additional quarters, which assumes that they have no revenue 

change and that they do not raise any additional money. Cash per share for Heron can be 

calculated to be at $1.14, as Heron has around 90.64 million shares outstanding (Other sources 

cite Heron as having cash per share at as high as $4, however, our calculation was done directly 

from the most recent 10Q). From this calculation we can assume that the public markets value 

Heron’s clinical assets at around $15.31 per share or $1.38 billion. Another estimate measures 

cash burn to be $11 million monthly and net cash at $224.2 million and enterprise value at $1.1 

billion, however, this measure may be delayed; we include this here because a secondary opinion 

is useful, however, this is much more optimistic than what we previously stated. Regarding 

liquidity, Heron stock is relatively liquid to its float, with average daily volume ranging from 

slightly above 990,000 to 1.32 million shares per day; total float is measured at 86.45 million. In 

this scenario, we can take that there is not much of a balance sheet hedge and that much of 

Heron’s upcoming catalyst event will result in a highly volatile move, as much of their value is 

ingrained into their clinical assets. We will do our best to rationalize and calculate how much the 

price swing will be for Heron stock through calculating it on an options basis; in this case, we 

cannot utilize a traditional swing calculation based on options pricing as the PDUFA date is a 

week after the options’ monthly (June) option expires, however, we will present to you the most 

recent pricing (May 21, 2020) for this process. We will present what the options market is 

valuing the swing of the binary event to be at; we will show the June contract, the July contract 

and then an average. We want the reader to keep in mind that this is a soft estimate and can be 

discarded as constituting an academic analysis, however, anecdotally, this is typically a good 

way to receive a ‘ballpark estimate’ of what the swing will be like on the upside and the 

downside. As of May 21, 2020, market close: 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Figure 3 

 

To summarize, based on the average of the June and July chain, the option market for 

HRTX estimates a 33.7% downside and a 33.7% upside; in short, we can interpret it as a 50% 

equal probability binary event. We suggest the reader checks the amount of puts and calls being 

held for further information; again, this is an impromptu and informal method of estimate that is  
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provided for theoretical clarity. We believe that as the relevant binary event, the PDFUA date, 

gets closer, the spreads will represent the dichotomy more accurately. For now, though, this can 

serve as a rough estimate as to what the market is currently ‘thinking.’  

Although specifically falling under the category of technical analysis, which is defined as 

the evaluation of price action of a company’s stock, this still constitutes financial analysis. We 

will peruse and discuss what we have deemed to be important elements, however, the authors 

will note that this is not a priority, given the following reasons: biotechnology companies do not 

respect the typical technical analysis movements that other tradeable assets may react to due to 

their complications in liquidity (smaller companies generally, Heron has to its advantage its $1 

billion+ valuation) and generally rigid price action in inactive trading periods. Also, in situations 

of unorthodox financial climate, i.e. COVID-19, technical analysis succumbs to fundamental 

forces, this is a more macroeconomic principal but one that should be mentioned, nonetheless. 

Because of this, no RSI nor MACD nor any similar tools will be used nor incorporated into the 

reasoning behind this analysis.  

Upon clarification of this, analyzing implied volatility rates compared to general 

historical volatility can provide a reasonable estimate for how much anticipation the market has 

for this upcoming event; it can serve as an anxiety measure, a numerical representation, that can 

be used to gauge what the general interest is in the markets. For relevance, we look back at the 

last 3 years, as anything further back is relatively irrelevant and unnecessary. The reader will 

find that implied volatility has only reached its current levels previously about a month and a half 

ago, about a year ago (when the CRL was issued in May 2019) and in early 2017 when the IV 

reached a peak. Historical volatility, a lagging indicator, is not a great predictor of volume shifts, 

but serves utility only under the context of comparison for implied volatility; this serves to be 

useful for option traders who want to make sure that they are not overpaying for a certain 

contract. We dislike the choice of options in scenarios like this due to liquidity and spread 

concerns; open interest may be too low for there to be a proper trade off. Figure 4 shows the 

price action and IV and HV measurements, courtesy of ThinkOrSwim by TD Ameritrade. 

 



DISCLAIMER: The authors of this article have a conflict of interest and will benefit 

financially if the price of HRTX stock rises. Please reference the Disclosure. The authors 

are not registered investment advisors and this writing does not qualify as financial advice. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Figure 4 

 

Although less important, yet realistically insuring, Jim Simons’ Renaissance 

Technologies fund purchased 870,892 shares, or about $12.3 million worth of Heron stock 

recently. Nothing too crazy, however, enough to cause a look. On another note, all analysts that 

currently cover the company (Heron) have it rated as a ‘Buy’ with an average target price of 

$39.33 per share, according to MarketWatch. We can assume that the equity researchers that 

cover this stock are more skilled and educated with the subject matter than us, and although 

common agreement is not an insurer of truth it should give the investor some security to know 

that every single investment bank and equity researcher that performs coverage on Heron 

Therapeutics has issued a ‘Buy’ notice on the company. In this sense, we do not take a contrarian 

risk but just increase support for the argument. 

 

Conclusion: 

 

After taking into consideration all of the available information, the authors can conclude 

with an 80% level of confidence, that HTX-011 will be approved by the FDA for sale and 

marketing for postoperative pain on June 26, 2020 or before. There were various different facets 

of the equation that were not discussed in this process, however, that is what additional 

exploration is for on the reader’s behalf. We have no particular price target, as the fact that this is 

a binary event implies a short-term investment, but the particular volatility translates into 

variable price estimates; more practically, we are assuming an increase between 100% of the 

current stock price to as high as 200%, depending on where the price of HRTX stock is by mid-

June. 
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