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Company: Synergy; SGYP 
Financials 
Market Cap: $889M 
Cash: ~$109M 
Burn: $38.5M/Q 
 
Near-term Binary Events:  

 Topline Ph3 data of Plecanatide in patients with IBS-C in 4Q16 

 PDUFA date of Plecanatide for patients with CIC on January 29th  
 
Investor’s note: Synergy has two near-term events that are largely met with optimism in the 
investment community. However, overall sentiment is mitigated by their lack of experience in 
launching commercial products. 
 
Background and context: Synergy Pharmaceuticals is a late stage company with a focus in 
gastrointestinal (GI) indications. Their program is built around the physiologic role of guanylin and 
uroguanylin in regulating normal GI function. Guanylin and uroguanylin are naturally occurring 
peptides that regulate fluid secretion into the lumen of the intestine. This effect is mediated through 
guanylate cyclase-C (GC-C) expressed on enterocytes. Subsequent to engagement of this receptor, 
the enterocyte becomes activated and produce the secondary messenger cyclic guanosine 
monophosphate (cGMP). Elevation in cGMP leads to inhibition of Na+/H+ exchange and activation of 
cystic fibrosis transmembrane regulator (CFTR). The functional outcome of this signaling cascade is 
extracellular secretion of water. Modulating this pathway has the potential to alter fluid imbalances 
and bowel dysfunction. Based on the hypothesis that fluid imbalance is causally associated with 
constipation, Synergy has developed a uroguanylin analog to be used to treat both chronic idiopathic 
constipation (CIC) and constipation-predominant, irritable bowel syndrome (IBS-C).  
 
Commercialization strategy and readiness plan 
The available clinical data strongly support plecanatide efficacy and tolerability. Market sentiment 
remains neutral in large part because Synergy has not attracted a strategic partner for 
commercialization. Investors see this as concerning given the lack of commercialization experience 
within the team. However, Synergy has made significant efforts to build a commercialization team 
from the ground up. Chief Commercial Officer Troy Hamilton will lead this team. He joined Synergy in 
early 2016 after holding positions at Shire and J&J where he led global brands in several GI 
indications. He has a previous track record of successfully launching commercial products, including 
LIALDA™ while at Shire which now contributes to over 10% of Shire’s annual revenue.  
 
They have also hired external companies for their advertisement campaign and sales force. 
Contracting their sales force is interesting because it gives flexibility and suggests they are willing to 
either implement their commercialization strategy, or sell the company should an appropriate suitor 
approach them. Talks of a buyout have been ongoing for the last 6 months, but could become more 
likely as we near the PDUFA date in late January.    
 
 
 



Linzess™ and plecanatide share a similar product profile  
Mechanistically, plecanatide works very similarly to the already approved Linzess™. Linzess™ has 
achieved the lion’s share of the market so far and represents the most appropriate comparable. While 
it is unwise to compare between clinical trials, placebo-adjusted efficacy data is very similar between 
plecanatide and Linzess™. This is unsurprising given that they both function as GC-C agonists. 
Beyond efficacy, safety and tolerability profiles are also very similar between the two, with a slight 
tolerability advantage with plecanatide.  
 
Markets 
There is an estimated 45M adults who suffer from either CIC or IBS-C in the US. This market is 
currently being served by the two FDA-approved therapies for constipation, Linzess™ and Amitiza®. 
As previously mentioned, Linzess™ penetrates a larger market share which is expected to separate 
further in the future. Sales of Linzess™ were $164M in the third quarter of 2016, representing an 
increase of 40% y/y and an annualized ~$650M. Amitiza® sales were $109M in the third quarter of 
2016, representing a 7% increase y/y. In total, the prescription constipation market has increased 
dramatically since these therapies gained marketing approval. In just the last two years, the total 
prescription market in the US has nearly doubled. This is largely due to the marketing efforts for 
Linzess™.  The growth of this total addressable market suggests new entrants are growing the 
market rather than consuming it. These market dynamics are important as plecanatide approaches its 
own marketing approval, as they are indicative of a market capable of accommodating a number of 
therapeutics. Furthermore, according to IMS Health, of the 45M adults with CIC or IBS-C in the US, 
the vast majority (~95%) are still not being served by current therapeutics.  
 
Near-term Binary Events 
The first of two Ph3 clinical trials reported results on Dec. 9th, 2016. While this data was overall 
supportive of efficacy and tolerability, the price spiked +20% and then dropped to close at -5%. This 
price movement was unusual and we speculate that it may have been related to an exercising of 
warrants and convertible notes. However, the inability for the positive spike to hold was not related to 
negative clinical data from our analysis thus far. 
 
Synergy expects to report topline data from an additional Ph3 clinical trial this quarter testing 
plecanatide in patients with IBS-C. This data is unlikely to move the price significantly since it is also 
largely expected. The next meaningful inflection point will most likely be gaining marketing approval 
following the PDUFA date in January. Even though this may also be partially baked into the current 
price, it represents a significant hurdle that will enable subsequent sNDA filing for plecanatide in IBS-
C. Together, that could mean plecanatide gains marketing approval for IBS-C as early as the 
beginning of 2018.  
 
Summary 
Synergy Pharmaceuticals has established that their lead program is safe and effective in treating 
constipation. Their path to a commercial product is clearly laid out and has a good chance of success. 
To prepare for launch, they have brought on an experienced team, very familiar with GI therapeutics 
and contracted the appropriate sales force. The current constipation market is growing and currently 
represents a significant commercial opportunity. The marketing efforts of approved drugs have 
increased overall awareness that can now be leveraged by next generation therapeutics like 
plecanatide. With full ownership of their pipeline, and a valuation <$1B, Synergy is currently priced 
attractively.   
 
For more information see: http://www.synergypharma.com/ 
 

http://www.synergypharma.com/


Disclaimer:  
This material has been prepared by AMP Biopharma Research (“ABR”). This document is for information and illustrative 
purposes only and does not purport to show actual results. It is not, and should not be regarded as investment or legal 
advice or as a recommendation regarding any particular security or course of action. Investment opinions expressed 
herein are current opinions as of the date appearing in this material only and are subject to change without notice. 
Reasonable people may disagree about the opinions expressed herein. In the event any of the assumptions used herein 
do not prove to be true, results are likely to vary substantially. All investments entail risks. There is no guarantee that 
investment strategies will achieve the desired results under all market conditions and each investor should evaluate its 
ability to invest for a long term especially during periods of a market downturn. No representation is being made that any 
account, product, or strategy will or is likely to achieve profits, losses, or results similar to those discussed, if any.  
No part of this document may be reproduced in any manner, in whole or in part, without the prior written permission of 
ABR. This information is provided with the understanding that with respect to the material provided herein, that you will 
make your own independent decision with respect to any course of action in connection herewith and as to whether such 
course of action is appropriate or proper based on your own judgment, and that you are capable of understanding and 
assessing the merits of a course of action. ABR does not purport to and does not, in any fashion, provide tax, accounting, 
actuarial, recordkeeping, legal, broker/dealer or any related services. You should consult your advisors with respect to 
these areas before making any investment decisions. 
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