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Gemphire Therapeutics   (GEMP - $13.23) 
Initiation of Coverage – A Potential Blockbuster in Development 
We are initiating coverage of Gemphire Therapeutics (GEMP) with a Buy rating 
and a $20 price target. GEMP’s lead product candidate is gemcabene, an orally 
available small molecule pill that has the potential to be one of the most 
interesting new entrants in the cardiovascular disease (CVD) space, with true 
blockbuster ($1B+ sales) potential. Gemcabene has shown dramatic LDL-C and 
triglyceride (TG) lowering potential in Phase 2 trials when used with standard 
statin therapy, as well as lowering a variety of other key markers of CVD. 
gemcabene has shown no drug-drug interactions and a very clean safety profile in 
18 clinical trials of 895 patients. We believe gemcabene has the potential to 
become standard of care for the ~14M patients in the US alone who are unable to 
reach their LDL-C or TG goal on standard statins. GEMP is also looking at 
gemcabene in Homozygous Familial Hypercholesterolemia (HoFH) and 
Heterozyg12ous Familial Hypercholesterolemia (HeFH) as well as potentially in 
Nonalcoholic Steatohepatitis (NASH). With multiple key Phase 2b data readouts 
through 2017 we believe that GEMP is a compelling early stage CVD opportunity 
with significant upside potential. We value GEMP with a Buy rating and a $20 
price target based on $18/share for the gemcabene program and $2/share for cash 
(end ’17) and technology value. 

• Gemcabene could become adjunctive standard of care. Gemcabene’s 
impressive clinical data to date in lowering LDL-C and TG in multiple CVD 
conditions (~14M in US) and also potentially in NASH (~7M in US). 
Gemcabene’s differentiated MOA, efficacy/safety profile, and once a day oral 
delivery could lead to substantial cost savings at an estimated price of 
~$3.2K/annually vs over $14K/annually for the newly launched injectable 
PCSK9 products. 

• Massive safety database with solid efficacy to date. A collection of 18 
trials (11 Phase 1 and 7 Phase 2) in 895 patients have shown gemcabene’s 
ability to decrease not only LDL-C by ~30% but also hsCRP by ~40% and 
TG by ~40%. Gemcabene showed no drug-drug interaction and an additive 
effect to statins (25-31% LDL-C lowering). 

• Initiate with a Buy rating, $20 PT. Our price target is based on gemcabene 
at $18/share and cash (end ’17) & tech value at $2/share. 
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Dec FY  1Q 2Q 3Q 4Q FY P/E  
FY18E  (1.00) (1.13) (0.85) (0.90) (3.80) NA  
FY17E  (0.66) (0.52) (0.51) (0.50) (2.15) NA  
FY16E  (0.61) (0.60) (0.40) (0.84) (2.50) NA  
FY15  .NA NA NA NA (3.14) NA  

         

Source: Laidlaw & Company estimates  
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5 Key Reasons to own Gemphire Therapeutics 

1. Gemcabene targets huge markets. It is hard to overstate the size of the 
markets GEMP is targeting.  In contrast to Esperion’s (ESPR) ETC-
1002, which is pursuing the statin intolerant population, GEMP’s 
gemcabene is casting a much broader net.  GEMP is targeting an orphan 
indication, HoFH (~2,000 in US and ~45,000 in ROW), as well as more 
common conditions such as HeFH (~1.5M in US and ~30M ROW), 
ASCVD (~7.5M in US and ~45M ROW), SHTG (~3.5M in US and 
~75M ROW) and potentially NASH (~7M in US) adding up to >20M 
people in the US and >200M ROW.  On top of its impressive 
safety/efficacy, its drastically lower price vs. the PSCK9 inhibitors 
(~$3,200 vs >$14,000 annually) could make gemcabene the drug of 
choice for 2nd line treatment with statins in CVD. 
 

2. Gemcabene has demonstrated impressive safety and efficacy to 
date. In over 18 trials (11 Phase 1 and 7 Phase 2 trials) with a combined 
total of 895 patients gemcabene has shown no drug-drug interactions 
and a solid safety profile. In aggregate over a variety of Phase 2 trials, 
gemcabene decreased not only LDL-C by ~30% but also hsCRP by 
~40% and TG by ~40%.  Gemcabene had an additive effect to statins of 
25%-31% LDL-C lowering, a significantly positive effect. 
 

3. There are multiple upcoming catalysts over the next four quarters. 
All four indications are in line for transformative catalysts in the near 
term.  HoFH is expected to report Phase 2b data by 1H17 and HeFH, 
ASCVD and SHTG are all expected to report Phase 2b data in 2H17. 
With an impressive list of key near term catalysts we believe that 
multiple value inflection points are possible over 2017. 
 

4. We see Gemphire as a potential take-out candidate. Gemcabene’s 
differentiated MOA, impressive safety/efficacy profile and cost 
efficiency, in our view, makes it a likely take out candidate.  It’s ability 
to take market share from MRK’s Zetia, REGN’s Praluent, AMGN’s 
Repatha, and AZN’s Crestor just to name a few should make it a very 
attractive M&A target for larger pharma in the space. 
 

5. A solid management team with a proven track record. Gemphire has 
a strong management team with very valuable experience in the field of 
dyslipidemia.  Dr. Charles Bisgaier, co-founder and Chief Scientific 
Officer, previously co-founded the original Esperion (acquired by PFE 
in 2003), contributed to the development of ETC-1002, and participated 
in the discovery of the world’s bestselling drug – Lipitor (atorvastatin).  
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Figure 1. Upcoming Potential Catalysts 

 

Source: Company reports; Laidlaw and Company estimates  

Valuation 
We value GEMP at $20 based primarily on our expectations for gemcabene for 
the treatment of ASCVD and SHTG. We project a 2021 launch of gemcabene 
with worldwide sales reaching the $1B mark by year 4 of launch. We anticipate 
GEMP will partner gemcabene for launch, and we estimate an 18% royalty on 
top line sales to paid to GEMP from the partner. Given that royalties drop 
straight to the bottom line as cash, we place an 8x multiple on our anticipated 
$180M in gemcabene royalties in 2024, discounted back 7 years at 30% (to 
account for the risks associated with this Phase 2b asset). We value gemcabene 
at $18/share on a sum of the parts, with cash (end ’17) and technology value of 
$2/share for our $20 price target. 

Figure 2. Sum-of-the-Parts Analysis 

 

Source: Company reports; Laidlaw and Company estimates 

  

Event Expected Timing
Phase 2b trial data for HoFH (COBALT-1) 4Q16 - 1H17
Phase 2b trial start for HeFH & ASCVD (ROYAL-1) 2H16
Phase 2b trial start for SHTG (INDIGO-1) 2H16
Phase 2b trial data for HeFH & ASCVD (ROYAL-1) 2H17
Phase 2b trial data for SHTG (INDIGO-1) 2H17

Sum-of-the-parts valuation
Segment Valuation Per share

(000's) value
Gemcabene $229,946 $18.00
Cash (end of '16E) $28,062 $2.00

$258,008 $20.00

2017 fully diluted shares out (000) 12,856
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Company Description  
Gemphire Therapeutics is a clinical-stage biopharmaceutical company 
headquartered in Michigan focused on developing and commercializing 
therapies for the treatment of dyslipidemia, a serious medical condition that 
increases the risk of life threatening cardiovascular disease.  Dyslipidemia is 
generally characterized by an elevation of low-density lipoprotein cholesterol 
(LDL-C), or bad cholesterol, triglycerides, or fat in the blood, or both.  
Gemphire licensed its lead asset, gemcabene (CI-1027), from Pfizer in 2011 and 
is developing it as a novel, once-daily, oral therapy, for patients with high 
cardiovascular and pancreatitis risk who are unable to achieve normal levels of 
LDL-C or triglycerides with statins or other therapies.  GEMP is focused on a 
broad spectrum of indications for dyslipidemia patients ranging from the orphan 
indication of Homozygous Familial Hypercholesterolemia (HoFH) to more 
prevalent conditions, such as Heterozygous Familial Hypercholesterolemia  
(HeFH), Atherosclerotic Cardiovascular Disease (ASCVD) and Severe 
Hypertriglyceridemia (SHTG) as well as strategies for leveraging gemcabene’s 
additive LDL-C lowering characteristics and lack of drug-drug interaction with 
statins to pursue combination therapies, the foundation of the treatment 
paradigm for dyslipidemia patients.     
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Gemcabene – Potential combination of choice with statins 

GEMP’s lead product candidate, gemcabene, is a novel, once-daily, oral therapy 
designed to target known lipid metabolic pathways to lower levels of LDL-C, 
hsCRP and triglycerides.  It consists of a monocalcium salt of a dialkyl ether 
dicarboxylic acid to be used as an adjunctive therapy.  To date, gemcabene has 
been tested as a a single agent and in combination with statins in 895 subjects in 
18 completed clinical trials, including 7 Phase 2 trials.  In these, gemcabene has 
been well-tolerated compared to placebos (no myalgia as monotherapy, no liver 
toxicities, no significant affect on kidney function, no QTc prolongation, no 
clinically meaningful change in blood  pressure, no food effect), effective in 
consistently lowering Low Density Lipoprotein-Cholesterol (LDL-C) by ~30%, 
high-sensitivity C-Reactive Protein (hsCRP) by ~40%, and triglycerides (TG) 
by ~40%, and has shown additive effect with statins by lowering LDL-C an 
additional 25%-31%. 

Gemcabene shares many of the attributes of statin therapy, including broad 
therapeutic applications, convenient route of administration and cost efficiency.  
Where oral combination therapy is the foundation of the treatment paradigm for 
dyslipidemia patients, existing data suggest gemcabene may have additive LDL-
C lowering and no drug-drug interaction with statins, giving it the potential to be 
developed as a fixed-dose combination at low to high doses of statins.  As part 
of GEMP’s future product development strategy, they plan to formulate and 
manufacture gemcabene in combination with statins and/or other lipid-lowering 
agents at low cost and at various fixed doses.  

GEMP licensed global rights to gemcabene from Pfizer in April 2011.  The data 
from their 18 completed Phase 1 and 2 trials and multiple preclinical studies 
have provided them with good insight into gemcabene’s mechanism of action, 
lipid lowering and safety profile.  Also, recent approvals of cardiovascular 
therapies such as the PCSK9s drugs Praluent (Alirocumab) and Repatha 
(Evolocumab) in gemcabene’s target indications have provided them with a 
better understanding of current FDA views on approval of new cardiovascular 
drugs.    

Gemcabene has a dual mechanism of action that involves blocking the overall 
production of hepatic triglyceride and cholesterol synthesis and enhancing the 
clearance of very low density lipoproteins (VLDL).  Based on prior clinical 
trials, the combined effect for these mechanisms has been observed to result in a 
reduction of plasma VLDL-C, LDL-C, triglycerides and hsCRP, as well as 
elevation of high-density lipoprotein cholesterol (HDL-C). 

 

Cardiovascular disease & Dyslipidemia 
Cardiovascular diseases (CVDs) are a major health concern, causing more 
deaths globally than any other diseases as ~17.5M people died from CVDs in 
2012, representing 31% of all global deaths (WHO, 2016).  Dyslipidemia is 
generally viewed as an important predictor of cardiovascular events including 
heart attack and stroke, and a cause of cardiovascular disease.  It comprises one 
of the largest therapeutic areas with annual worldwide drug sales of ~$15.4B in 
2013 (Global Data, 2015).  GEMP estimates that more than 40% of Americans 
have LDL-C or TG, or both, above a normal range, which is <100mg/dL and 
<150mg/dL respectively.  Statins, such as Lipitor, marketed by Pfizer, and 

Gemphire Therapeutics Page 5 of 35 Jim Molloy 
 jmolloy@laidlawltd.com 

 



 
September 6, 2016 

 
Laidlaw & Company 

Est. 1842 
 
Crestor, marketed by AstraZeneca, among others, are standard of care for LDL-
C lowering, while fibrates, prescription fish oils and niacin are standard of care 
for triglyceride lowering.  Although these drugs are highly prescribed and 
capable of reducing LDL-C and triglyceride levels, many patients are unable to 
effectively manage their dyslipidemia with currently approved therapies and are 
in need of better treatment alternatives.  For example, approximately 40% of 
patients on statins are unable to meet their LDL-C lowering goal, and doubling a 
statin dose has shown to incrementally lower LDL-C levels by a nominal 
percentage (approximately 6% based on historical evidence), while increasing 
safety and tolerability concerns.  An even higher percentage of patients with 
severe hypertriglyceridemia do not achieve triglyceride levels low enough to 
reduce the risk of developing co-morbidities such as pancreatitis.  

 

Figure 3: Relation between plasma cholesterol and coronary risk 

 

Source: Dyslipidemia- from Prevention to Treatment, 2012 

 

Clinical Trials for gemcabene to date show substantial promise, 
with remarkably low drug/drug interactions 
Phase 1 Trials 
Two open label, multiple dose Phase 1 trials were conducted to assess PK of 
gemcabene in combination with high intensity statins.  In Trial 1027008 (Figure 
4), 900 mg of gemcabene was co administered with 80 mg Zocor (simvastatin) 
in 20 healthy volunteers.  In trialA41441002 (Figure 5), 300 mg and 900 mg of 
gemcabene were co administered with 80 mg Lipitor (atorvastatin) in 20 healthy 
volunteers.  As presented in Figures 4, 5 and 6, the PK profiles with and without 
900 mg gemcabene were observed to be similar, suggesting no clinically 
relevant drug/drug interactions with either 80mg simvastatin or 80mg 
atorvastatin 
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Figure 4: Gemcabene’s effect on Simvastatin 

 

Source: Company reports 

Figure 5: Gemcabene’s effect on atorvastatin 

 

Source: Company reports 

Figure 6: Gemcabenes effect on Simvastatin (1027-008) and Atorvastatin (A4141002) 

 

Source: Company Presentation 

 

Phase 2 Trials 
In trials 1027-018, gemcabene was observed to have significantly lowered LDL 
C from baseline at 300 mg and 900 mg by 25% (p=0.005) and 31% (p<0.001), 
respectively.  Of clinical interest, patients treated with gemcabene were 
observed to have significantly lowered hsCRP, Apolipoprotein B (apoB) and 
total cholesterol.  At 900 mg, patients treated with gemcabene were observed to 
have significantly lowered hsCRP by 54% (p<0.001).  At 300 mg and 900 mg, 
patients treated with gemcabene were observed to have significantly lowered 
total cholesterol by 18% (p=0.008) and 22% (p<0.001), respectively.  It was 
further observed that all four patients treated with 900 mg gemcabene on high 
intensity statins have a mean LDL C reduction of 24%.  In addition, patients on 
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low intensity (n=5) and moderate-intensity (n=12) statins were observed to have 
a mean LDL C lowering of 41% and 24% respectively.  Across all clinical trials, 
the pharmacodynamics response observed at 900 mg is similar to the anticipated 
target dose of 600 mg of gemcabene. 

 

Figure 7: Safety and Efficacy of Gemcabene in Hypercholesterolemic Patients on Stable Statin Therapy 

 

Source: Company reports 

 
Figure 8: Percent change from Baseline in Patients with Hypercholesterolemia on Stable Statin Therapy (Trial 1027-018) 

 

Source: Company presentation 

 
In trial 1027-004, patients with triglyceride levels greater than 200mg/dL 
(hypertriglyceridemic patients), treated with gemcabene at 150 mg and 300 mg 
were observed to have lowered triglycerides by 27% (p=0.002) and 39% 
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(p<0.001), respectively compared to baseline.  Although patients treated with 
gemcabene at 600 mg and 900 mg were observed to have lower triglycerides, 
the lowering effect was not significant when compared to placebo potentially 
due to a bell-shaped curve effect.  Therefore, the anticipated dose for treatment 
of patients with elevated triglycerides levels is 300 and 600mg.  Notably, 
patients treated with gemcabene were observed to have significantly lowered 
LDL C by 19% (p<0.001) and 20% (p<0.001) at 600 mg and 900 mg, 
respectively, compared to baseline.  A post hoc analysis of the nine patients with 
severe triglyceride levels (≥500 mg/dL; baseline means of two weeks prior and 
time zero was approximately 600 mg/dL) treated with 150 mg and 300 mg 
suggest gemcabene has the potential to lower triglycerides by as much as 60%. 

 
Figure 9: Safety and Efficacy of Gemcabene in Patients with low HDL-C and either normal or elevated Triglycerides 

 

Source: Company Reports 

 

Figure 10: Percent Change from Baseline in Patients with High to Sever Hypertryglyceridemia (Trial 1027-004) 

 

Source: Company Website 
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As previously expressed, gemcabene has been evaluated in 895 patients to date 
and has completed toxicity and efficacy studies with consistent results in 18 
clinical studies (11 Phase 1 studies including safety and tolerability, PK and 
dose response and PK combo with statins; 7 Phase 2 studies including add on 
for patients not at goal on stable statins, monotherapy high TG patients, and 
monotherapy combination statin studies).  Clinical evidence of efficacy of 
gemcabene in reducing LDL-C levels has been demonstrated in multiple clinical 
trials.  Gemcabene’s clinical profile has shown it provides an additional 25% to 
31% lowering LDL-C on top of background maximal stable statin therapy 
(Study 018).  If approved, gemcabene may provide a tolerable and convenient 
oral treatment option for dyslipidemia patients.  In addition, because gemcabene 
has been shown to substantially lower an anti-inflammatory marker hsCRP, it 
may potentially further benefit cardiovascular health of patients. 

Clinical programs target both orphan markets & massive 
markets alike 
 
Figure 11: Clinical Indications 

 

Source: Company Reports 

 
Homozygous Familial Hypercholesterolemia (HoFH) – An Orphan 
Indication that could be first past the post 
HoFH is a rare genetic disease that is usually caused by mutation in both alleles 
of the LDL receptor gene responsible for removing LDL from the blood.  As a 
result, HoFH patients exhibit severly high LDL-C levels, are at very high risk of 
experiencing premature cardiovascular events, such as a heart attack or stroke, 
and develop premature and progressive atherosclerosis.  LDL-C levels in HoFH 
patients are typically in the range of 500 mg/dL to 1,000 mg/dL, compared to a 
normal target range of 70 mg/dL to 100 mg/dL.  LDL is generated in the 
circulation by the depidation and modification of very low density lipoproteins 
(VLDL) secreted by the liver.  Apolipoprotein B100 (apoB100) is the major 
structural apoprotein of VLDL and LDL.  LDL is cleared from the circulation 
by hepatic LDLR with apoB100 acting as the ligand for the receptor.  The major 
phathophysiological abnormality in HoFH is decreased LDL clearance although 
hepatic overproduction of apoB100-containing lipoproteins may further 
exacerbate the hyperlipidaemia.  Unless treated, most patients with HoFH do not 
survive adulthood beyond 30 years of age.  There are approximately 2,000 
HoFH patients in the United States and approximately 45,000 patients in the rest 
of the world, with a prevalence rate of one in 160,000.  The prevalence of HoFH 
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is markedly increased in certain regions of the world and may be as high as one 
in thirty thousand in some populations.  Populations with a very high prevalence 
include Afrikaners in South Africa, French Canadians, Christian Lebanese and 
Japanese from the Hokuriku district. 

Current available treatments for HoFH generally include a combination of 
dietary intervention, statins, ezetimibe and other approved LDL-C lowering 
therapies, including lipoprotein apheresis. However, even when combination 
therapies are utilized, many patients still have high LDL-C levels and are still at 
high risk of cardiovascular disease. The FDA has approved two non-statin 
therapies for HoFH, Juxtapid, marketed by Aegerion Pharmaceuticals, and 
Kynamro, marketed by Sanofi. Although these drugs have demonstrated 
efficacy, they have significant safety and tolerability issues, including boxed 
warnings for liver toxicity on the product labels. Recently, the FDA has also 
approved Amgen's PCSK9 inhibitor, Repatha, for HoFH patients, but this 
therapy has limitations due to its mechanism of action reliant on functional 
LDLreceptors. In clinical trials, Repatha has shown substantially less LDL-C 
lowering from baseline in patients with HoFH compared to LDL-C lowering in 
patients with other hypercholesterolemia indications.  

On February 6, 2014, gemcabene received orphan drug designation by the FDA 
for treatment of HoFH. GEMP believes that pursuing the HoFH indication may 
enable gemcabene to reach the market sooner than for other indications due to: 
(1) approval pathway based on a single, small Phase 3 trial; (2) no requirement 
for cardiovascular outcomes trials; and (3) potential for priority review by the 
FDA in light of the unmet medical need in this orphan population. Furthermore, 
we believe that gemcabene's potential to treat patients in the most severe 
segment of the dyslipidemia market on top of statins and other lipid-lowering 
therapies (including ezetimibe and Repatha) will enhance brand awareness 
among key thought leaders and physicians. 

 

Figure 12: Estimated number of individuals worldwide with HoFH  

 

Source: European Heart Journal, 2014 

We are anticipating Phase 2 data for HoFH in end’16/early’17.  With an n of 8 
in this trial, and a likely similar small n in the Phase 3 trials, this indication 
could serve as a proxy for the approvability of gemcabene as it will likely be the 
first indication to the FDA. 
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Figure 13:  Phase COBALT-1 trial design for HoFH patients 

 

Source: Company reports 

 
Atherosclerotic Cardiovascular Disease (ASCVD) - The Primary 
reason to own Gemphire, in our opinion 
ASCVD represents patients who have had a cardiovascular event and are unable 
to meet their LDL-C lowering goal less than 70 mg/dL with maximally tolerated 
statin therapy.  This population also includes many patients who, in addition to 
not being able to meet their LDL-C lowering goal, have elevated triglyceride 
levels greater than 150 mg/dL and less than 500 mg/dL, categorized as mixed 
dyslipidemia.  If both cholesterol and triglyceride levels are high, it is difficult 
for physicians to optimize the right combination of current therapies to reach 
lipid level goal, as for many patients, lowering the level of one may increase the 
level of the other.  According to the National Cholesterol Education Program 
Adult Treatment Panel III and Third Joint European Task Force guidelines, 
nearly 40% of patients already being treated with statins are unable to achieve 
their goal levels of LDL-C and triglycerides, and of this population, 
approximately 50% of the patients have had a cardiovascular event.   

GEMP estimates that approximately 7.5M patients in the US and 45M patients 
in the rest of the world have a need for additional therapies to effectively and 
safely bring them closer to their LDL-C and triglyceride lowering goals.  
Currently approved treatments for both primary hypercholesterolemia and 
ASCVD include statins, ezetimibe, bile acid sequestrants, niacin, fibrates and 
recently approved PCSK9 inhibitors.  While these drugs have demonstrated 
efficacy in lipid-lowering in this population, they do not sufficiently address the 
patients with mixed dyslipidemia who need to lower both LDL-C and 
triglycerides. With 9-11M people in the US with ASCVD, we see this as the 
main reason to own GEMP.  Even assuming a much more moderated roll out 
than some of the other “recent” LDL lowering drugs (Zetia, Vytorin, Crestor, 
PCSK9’s) we think this market could drive gemcabene to true “blockbuster” 
($1B+ sales) status.    
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Figure 14: Prevalence of standard lipid abnormalities among U.S. adults 

 

Source: Journal of Clinical Lipidology, 2012 

 
Figure 15:  Phase 2 ROYAL-1 clinical trial design for ASCVD patients 

 

Source: Company reports 

 

Severe Hypertriglyceridemia (SHTG) – Gemcabene could be the 
best triglyceride lowering option on the market 
Elevated triglycerides are often caused by an inherited disorder or exacerbated 
by uncontrolled diabetes mellitus, obesity, hypothyroidism and sedentary habits.  
A recent scientific statement on “Triglycerides and Cardiovascular Disease” 
issued by the American Heart Association based on a review of the pivotal role 
of triglycerides in lipid metabolism, reaffirmed that triglycerides are not directly 
atherogenic, but represent an important biomarker of cardiovascular disease.  
Patients with severe triglycerides greater than 500 mg/dL, or SHTG, have 
increased risk of developing pancreatitis, a painful and potentially life-
threatening inflammation of the pancreas, and Type 2 diabetes.  There are 
approximately 3.4M patients in the US with SHTG (Am J Cardiol, 2011).  
Currently available treatments consist of dietary modifications to lower the 
intake of fatty foods and the use of fibrates, prescription fish oils and niacin.  
These treatments are often inadequate in lowering triglyceride levels below 500 
mg/dL, the level at which patients are at an increased risk for developing 
pancreatitis.  Due to the severely elevated triglyceride levels in this patient 
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population, reducing triglyceride levels below 500 mg/dL may require 
reductions in triglyceride levels of 40% or more.  Current therapies, even in 
combination, are often insufficient in achieving such a result.  In addition, many 
of the existing treatments do not combine well with statins for treating SHTG 
and use of pharmacological intervention is low among those with SHTG.  

 

Figure 16: Use of specific dyslipidemia agents in adults with SHTG 

 

 

Source: Am J Cardiol, 2011  
 

Figure 17: Phase 2 INDIGO-1 clinical trial design for SHTG patients 

 
Source: Company reports 
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Heterozygous Familial Hypercholesterolemia (HeFH) – Another 
significant target patient population opportunity 
The HeFH patient population is generally comprised of individuals who have 
one defective gene that leads to elevated LDL-C levels between 190 mg/dL and 
500 mg/dL.  With this disorder, the liver is unable to regulate the LDL-C in a 
typical manner.  HeFH is an autosomal dominant disorder.  It is estimated that 
fewer than 10% of persons affected by this disorder are properly diagnosed.  
Many cases of HeFH go undetected until the undiagnosed individual suffers 
myocardial infarction (MI), or a heart attack.  Individuals with FH have 20 times 
the risk of early heart disease of the general population.  These patients are also 
prone to cardiovascular events.  The incidence of patients with HeFH is 
estimated to be one in 200, and accordingly, GEMP estimates there are 
approximately 1.5M patients with HeFH in the United States and 30M in the 
rest of the world.  Currently approved treatments for patients with HeFH include 
statins, ezetimibe, bile acid sequestrants and the recently approved injectable 
PCSK9 inhibitors.  Despite the availability of various treatments, many patients 
are still unable to achieve recommended LDL-C levels. 

Figure 18: Estimated number of individuals worldwide with HeFH  

 

Source: European Heart Journal, 2013 

Figure 19: Phase 2 ROYAL-1 Clinical trial design for HeFH patients 

 

Source: Company reports 
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Mechanism of Action of Gemcabene Appears to be 
Straightforward  
As depicted in Figure 20, gemcabene’s potential molecular targets are 
apolipoprotein C-III (ApoC-III) and Acetyl Co-A Carboxylase (ACC).   

 
Figure 20: Gemcabene novel mechanism of action 

 

Source: Company Presentation 

Gemcabene has a mechanism of action that involves: (1) enhancing the 
clearance of VLDL; and (2) blocking the overall production of hepatic 
triglyceride and cholesterol synthesis. Based on prior clinical trials, the 
combined effect for these mechanisms has been observed to result in a reduction 
of plasma VLDL-C, LDL-C, triglycerides and hsCRP, as well as elevation of 
HDL-C. Gemcabene-calcium rapidly converts to gemcabene free acid when 
added to media or administered to animals and humans. Gemcabene distributes 
to the liver where it has its effect as the active molecule. 

Gemcabene enhances the clearance of VLDL by decreasing the production of 
messenger RNA (mRNA) of the ApoC-III gene, thereby decreasing the 
production of the apoC-III protein. ApoC-III protein is known to be causal in 
cardiovascular disease. ApoC-III is a small protein that inhibits hepatic uptake 
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of triglyceride-rich particles such as VLDL. VLDL are catabolized to VLDL 
remnants in plasma. The VLDL remnants are either cleared from the plasma via 
remnant receptors or mature to LDL. The reduction in apoC-III exposes 
Apolipoprotein E (ApoE). ApoE is essential for the normal catabolism of 
triglyceride-rich particles. This favors the enhanced clearance of the VLDL 
remnants via ApoE remnant receptors and reduces the formation of LDL 
particles, while also breaking down triglycerides by lipoprotein lipase to deliver 
more fatty acids to muscle and adipose tissue. GEMP have observed in 
preclinical studies that gemcabene significantly clears VLDL in the plasma with 
corresponding reductions in the liver apoC-III mRNA levels and apoC-III 
plasma protein levels in rats. In a hypertriglyceridemic human clinical trial, 
gemcabene was shown to significantly decrease both apoC-III and triglycerides. 

Gemcabene blocks the overall production of hepatic triglycerides and 
cholesterol. Given its structural similarities to long-chain fatty acid, gemcabene 
may act as an inhibitor of ACC targeting the rate-limiting enzyme in fatty acid 
synthesis, subsequently leading to a decreased hepatic triglyceride production. 
Gemcabene may also inhibit one or more enzymes in the cholesterol synthesis 
pathway leading to less cholesterol in the cell. This decrease in liver cholesterol 
activates processing of sterol regulatory element binding proteins (SREBPs), 
thereby increasing the number of LDL receptors displayed on the liver cell. The 
newly produced LDL receptors remove LDL from the blood. In preclinical 
studies in primary rat hepatocyte and mice models, gemcabene was observed to 
inhibit both triglyceride and cholesterol production. 

In addition, GEMP believes gemcabene may result in the reduction of 
inflammation, inflammatory markers and triglycerides (as a result of reduced 
apoC-III production) in the plasma of a patient in an inflammatory state. C-
reactive Protein (CRP) is an inflammatory marker protein. CRP levels increase 
in response to inflammatory states and are associated with medical conditions 
such as atherosclerosis and other cardiovascular diseases, arthritis, hypertension, 
obesity, insulin resistance, and fatty liver disease. CRP expression is regulated 
by proteins in the nucleus of cells known as nuclear hormone receptors (NHRs). 
In inflammatory states, cytokines, such as interleukin-6 (IL-6) and interleukin 
(IL1-b), activate NHRs, such as C/EPB-b, C/EPB-d and nuclear factor kappa B 
(NF-kB), and lead them to bind to the CRP promoter and increase CRP mRNA 
production. Based on preclinical studies, gemcabene may inhibit the interaction 
of these NHRs on the CRP promoter and therefore reduce CRP mRNA 
production. Gemcabene has also been shown in preclinical studies to inhibit 
tissue necrosis factor-a (TNF-a) induced expression of the inflammatory 
cytokine IL-6 in human coronary artery endothelial cells and in a human 
hepatoma cell line. Overall, gemcabene may not only decrease the expression of 
CRP, but may also decrease the expression of the inflammatory cytokine IL-6 
resulting in a reduction of inflammation. Gemcabene has been shown to reduce 
the level of CRP in human clinical trials, to decrease inflammation in a mouse 
model of arthritis, and to decrease pain in a rat model of thermal hyperalgesia. 

The apoC-III promoter also contains a NF-kB binding site, and as such, the 
apoC-III gene may be upregulated under a chronic inflammatory state. 
Gemcabene's ability to reduce apoC-III mRNA levels may result from 
gemcabene inhibiting NF-kB interaction with its binding site on the apoC-III 
promoter. GEMP is further exploring this common transcription factor NF-kB 
as a binding site for gemcabene to reduce hsCRP and apoC-III. In contrast, 
gemcabene has not been shown to directly or strongly bind to PPARs.   
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GEMP is also exploring the utility of gemcabene in Nonalcoholic 
Steatohepatitis (NASH) and/or Nonalcoholic Fatty Liver Disease (NAFLD) 
given its MOA that decreases production of apoC-III protein and may inhibit 
ACC, which has been observed to result in the lowering of triglycerides in the 
plasma and may reduce liver fat.  They plan to test gemcabene in an established 
NASH preclinical model for further proof of concept.  

 

Figure 21: Mechanisms of Action evidence 

                  

Source: Company presentation 

 

PPAR issue should resolve in 2H17 
Gemcabene is currently on a partial clinical hold because it has been suspected 
to be considered a PPAR agonist, which prevents GEMP from dosing beyond 6 
months.  Their two-year rat carcinogenicity data is expected in 2H17.  We 
expect the toxicology data to look clean, as GEMP has shown that gemcabene 
has minimal to no activity as an agonist to PPAR in murine and human models. 
In any event it shouldn’t serve as a gating factor to approval as Phase 2 data 
shouldn’t be reading out until then. 

Dyslipidemia Landscape 
 
In 2015, two PCSK9 inhibitors, Praluent (Alirocumab) and Repatha 
(Evolocumab), were approved in the US and EU.  These approval signals seem 
to indicate the FDA’s continued view that LDL-C lowering is an acceptable 
surrogate endpoint for traditional drug approval in certain lipid indications and 
that cardiovascular outcomes trials (CVOTs) would not be required for such 
approvals.  The FDA however noted that one should accept very little risk from 
a novel LDL-C lowering drug when approving for a broad population only 
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based on its effects on LDL-C.  The approved PCSK9 products are described 
below.  Their FDA-approved labels indicate that their effects on the 
cardiovascular morbidity and mortality have not yet been determined.   

On 08/27/15, Repatha developed by Amgen, was approved in the United States 
for use along with diet and maximally tolerated statin therapy in adults with 
HoFH, HeFH and ASCVD, who need additional lowering of LDL-C.  Then on 
07/24/15, Praluent, developed by Regeneron (REGN) and Sanofi (SNY), was 
approved in the US for use as adjunct to diet and maximally tolerated statin 
therapy for the treatment of adults with HeFH and ASCVD, who require 
additional lowering of LDL-C.  On 07/21/15 and 9/28/15, the European 
Commission approved Repatha and Praluent respectively, each with a broader 
label compared to that in the United States.  The approved indications in Europe 
included the treatment of adults with primary hypercholesterolemia or mixed 
dyslipidemia as: 1) combination therapy with maximally tolerated dose of statin 
or statin and other lipid-lowering drugs; or 2) monotherapy or combination 
therapy with other lipid-lowering drugs in patients who are statin-intolerant, or 
for whom statin is contraindicated.  Repatha is also approved for the treatment 
of HoFH in adults and adolescents aged 12 years and over in combination with 
other lipid-lowering drugs.  These drugs are projected to reach $2.5B to $3B in 
sales by year 5 of launch. 

Figure 22: Novel PCSK9 treatments: Repatha & Praluent 

 

Source: AMGN & REGN company websites 

In November 2014, at the American Heart Association meeting, Merck 
announced data for ezetimibe from its IMPROVE-IT cardiovascular outcomes 
trial which was conducted over seven years. The data showed that the addition 
of ezetimibe to 40 mg simvastatin achieved the trial's primary endpoint, 
reduction in composite outcome events, comprised of cardiovascular death, 
myocardial infarction (MI), unstable angina requiring hospitalization, coronary 
revascularization and stroke, by 6.4% more than patients who received 
simvastatin alone (p=0.016). Overall, there was a significant 10% reduction in 
the risk of cardiovascular death, nonfatal MI, or nonfatal stroke. Based on data 
from the IMPROVE-IT trial, ezetimibe is the first nonstatin cholesterol-
lowering agent to demonstrate an incremental clinical benefit on top of a statin. 
According to the Expert Consensus Decision Pathways, which were issued in 
April 2016 to complement existing American College of Cardiology guidelines, 
ezetimibe generally is recommended as the initial add-on agent to statin therapy, 
based upon its demonstrated efficacy in ASCVD risk reduction, tolerability, 
safety and single tablet daily dose.  

In August 2015, Esperion announced guidance from its end of Phase 2 (EOP2) 
meeting with the FDA for its LDL-C lowering product candidate, ETC-1002. 
The FDA's confirmation to Esperion was "that LDL-C remains an acceptable 
clinical surrogate endpoint for the approval of an LDL-C lowering therapy, such 
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as ETC-1002 in patient populations who have a high unmet medical need, 
including patients with HeFH and ASCVD, who are already taking maximally 
tolerated statins yet require additional LDL-C reduction and where there is a 
positive benefit/risk ratio." In September 2015, Esperion announced final 
minutes from its EOP2 meeting and added "Any concern regarding the 
benefit/risk assessment of ETC-1002 could necessitate a completed 
cardiovascular outcomes trial before approval." GEMP believes this report of 
the EOP2 meeting minutes was consistent with recent PCSK9 drug guidance. A 
new Phase 2 study of ETC-1002 in combination with high-intensity statins was 
also added to ETC- 1002's development program creating delays in ETC-1002 
Phase 3 program. ETC-1002 maintains a dual market strategy: (1) monotherapy 
for primary patients with statin intolerance, and (2) high risk ASCVD and HeFH 
patients on maximally tolerated statins.  

In January 2016, Esperion focused its strategy on the statin intolerant indication 
and announced it will consider the add-on statin market for ASCVD and HeFH 
with partners.  

In April 2016 at the American College of Cardiology meeting, the GAUSS-3 
study was presented, showing strong evidence that muscle-related statin 
intolerance is a real and reproducible condition. It is estimated that 5 - 20% of 
patients with high cardiovascular risk refuse to take statins after reporting 
muscle pain or weakness following statin use. 

 

Figure 23: Statins and Muscle Pain 

 

Source: Statin myopathies: Pathophysiological and Clinical Perspectives. Steven K . Baker, et. al 

 

At the same meeting in April 2016, researchers announced the clinical trial 
results from ACCELERATE for evacetrapib, the third failure in a class of drugs 
known as cholesteryl ester transfer protein (CETP) inhibitors, explaining that 
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the clinical trial was discontinued after preliminary analysis showed it did not 
reduce rates of major adverse cardiovascular events and also showed increased 
hypertension. The first such drug, torcetrapib, was abandoned in 2006 after a 
Phase 3 clinical trial revealed it increased the risk of cardiovascular events and 
death. Development of a second CETP inhibitor, dalcetrapib, was stopped in 
2012 when a large Phase 3 clinical trial found the drug to be ineffective. In 
October 2015, Amgen acquired Dezima Pharma B.V., a Netherlands-based 
company with an oral CETP inhibitor in Phase 2 development. In 2012, 
Amarin's drug Vascepa (icosapent ethyl) was approved with a triglyceride 
endpoint as an adjunct to diet to reduce triglyceride levels in adults with SHTG, 
one of the target indications we are pursuing. In a different patient population in 
April 2015, the FDA concluded that, for regulatory approval purposes, there are 
insufficient data at this time from randomized controlled outcomes trials to 
support a reduction in serum triglycerides as the single surrogate for reducing 
cardiovascular risk in adult patients on statin therapy with mixed dyslipidemia 
and high triglycerides (200-499 mg/dL). As a consequence, the FDA did not 
approve the supplemental NDA (sNDA) for Vascepa. However, in August of 
2015, Amarin was granted a favorable ruling and was able to disseminate a 
summary of the ANCHOR study results as well as the reprints regarding the 
potential cardioprotective effect of EPA in patients with high triglycerides. In 
March 2016, the FDA and Amarin proposed a settlement allowing Amarin to 
engage in truthful and non-misleading speech promoting the off-label use of 
Vascepa to treat patients with persistently high triglycerides. As of first quarter 
2016, the sales of PCSK9 drugs have been limited post-launch as a result of the 
high price of the drug and difficulties with reimbursement. 

Inflammation plays a significant role in the propagation of atherosclerosis and 
susceptibility to cardiovascular events. Of the wide array of inflammatory 
biomarkers that have been studied, hsCRP (or CRP) has received the most 
attention for its use in risk reclassification of cardiovascular disease. Recently, 
at the 2015 European Society for Cardiology meeting, Merck presented a post-
hoc analysis of the IMPROVE-IT trial which confirmed the importance of 
lowering both LDL-C and hsCRP levels to below 70 mg/dL and 2 mg/L, 
respectively, with a 27% relative risk reduction in cardiovascular events 
occurring in patients that were able to attain target levels compared to those 
patients who achieved neither of the target levels. These findings support the 
potential for novel non-statin therapies that can demonstrate clinical efficacy in 
both LDL-C and hsCRP reduction. Gemcabene's ability to substantially lower 
hsCRP in conjunction with LDL-C may offer further benefit to the 
cardiovascular health of patients. 
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Competition  
 

Figure 24: Competitive landscape 

 

Source: Company reports 

 

This industry is highly competitive and subject to rapid and significant 
innovation and change. Statins are the most commonly used therapy to lower 
LDL-C in the dyslipidemia market. They are used by patients with HoFH as 
well as HeFH and ASCVD. Branded statins include AstraZeneca's Crestor 
(rosuvastatin), Merck's Zocor (simvastatin) and Pfizer's Lipitor (atorvastatin) 
among others. Generic statins are marketed by several companies including 
Apotex Inc., Mylan N.V. (Mylan), Dr. Reddy's Laboratories Ltd. and Lupin 
Pharmaceuticals, Inc. (Lupin) among others. Non-statin based therapies are also 
used to lower LDL-C in dyslipidemia patients. Merck's Zetia (ezetimibe) is a 
common non-statin therapy that is often combined with statins for HoFH, HeFH 
and ASCVD patients. Merck's Vytorin and Liptruzet are fixed-dose combination 
therapies that combine ezetimibe with statins. Non-statin therapies are combined 
with statins to improve LDL-C lowering or to offer other efficacy benefits, 
including Daiichi Sankyo Inc.'s Welchol, a bile acid sequestrant and niacin. 
Non-statin therapies are also used to treat HoFH. These therapies include 
Aegerion's Juxtapid, a once-daily oral microsomal triglyceride transfer protein 
(MTP) inhibitor and Ionis and Genzyme Corporation's, Kynamro, a once-
weekly injectable apoB antisense therapy. These agents have boxed warnings 
associated with liver toxicity and significant tolerability issues on their labels. 
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Amgen's Repatha, an injectable PCSK9 inhibitor, was recently approved for 
HoFH, HeFH and ASCVD, and Sanofi's and Regeneron's PCSK9 inhibitor, 
Praluent, was recently approved for HeFH and ASCVD. There are multiple 
product candidates in late stage development for HoFH, HeFH and ASCVD. 
MBX-8025 (Phase 2) and Regeneron's RGEN-1500 (Phase 2) are in 
development for the treatment of HoFH. For hypercholesterolemia, including 
HeFH and ASCVD, drugs in development include oral CETPi, Merck's 
anacetrapib (Phase 3), Eli Lilly and Company's evacetrapib (recently 
discontinued Phase 3), and Amgen/Dezima's TA-8995 (Phase 2), current 
Esperion's oral product, ETC-1002 (completed Phase 2), The Medicines 
Company/Alnylam Pharmaceuticals, Inc.'s injectable PCSK9 inhibitor, ALN-
PCSsc (completed Phase 1), and Pfizer's injectable PCSK9 inhibitor, 
bococizumab (Phase 3). 

 

Gemcabene pricing and dosage should position it very favorably vs the 
new injectable PCSK9 inhibitors Repatha & Praluent 
A recent study published in the Journal of the American Medical Association 
(Cost effectiveness of PCSK9 inhibitors for Heterzygous FH or ASCVD by Kazi, 
MD, MSc, MS, et. al) evaluated the cost-effectiveness of PCSK9 inhibitors in 
patients with HeFH and ASCVD on the US health care spending. The study 
found that - assuming 2015 prices - PCSK9 inhibitors used in FH or ASCVD 
patients didn’t meet generally acceptable incremental cost-effectiveness 
thresholds and were actually estimated to increase US health care costs 
substantially.  The report concluded that the annual cost of therapy would need 
to come down from >$14,000 to ~$4,500 to meet a $100,000 per quality-
adjusted life-year (QALY).  We see GEMP’s orally available gemcabene, which 
we anticipate should be priced around ~$3,200 annual cost of therapy, as a very 
attractive and cost-effective therapy vs. the costly injectable PCSK9 inhibitors. 

 

Patent protection could last in the 2030’s 
GEMP's patent estate includes patents either wholly owned or in-license from 
PFE. On a worldwide basis GEMP has four issued U.S. patents, eight pending 
U.S. patent applications, 23 issued patents in foreign jurisdictions including 
Canada, France, Germany, Great Britain, Ireland, Italy, Mexico and Spain and 
15 pending patent applications in foreign jurisdictions including Australia, 
Canada, China, Europe, Hong Kong, Japan and Mexico. While patent longevity 
can be a challenging issue to fully characterize, we believe GEMP has the 
potential to have patent protection until at least 2026-2027 on data exclusivity 
allowances alone, and potentially into the 2030’s. See GEMP’s patent estate 
below. 

Figure 25: Patent Estate 

 

Source: Company Reports 
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Launch Expectations are modest compared to recent statin launches 
Gemcabene is targeting an ~14M population in the US alone for HoFH, HeFh, 
ASCVD, and SHTG, and we believe it is relevant to examine how the most 
recent launches of second line Zetia, the Zetia/Zocor combo Vytorin, and some 
other recent statin launches looked over their initial launch period for 
comparison. 

We project that gemcabene could reach the ~$2B sales level that Zetia hit, 
although we model in a much more moderated launch path with gemcabene 
getting to ~$2B in the 10th year after launch, where Zetia passed $2B in annual 
WW sales by its 5th year on the market. See Figure 26 below. 

Figure 26: Gemcabene launch vs. historic statin launches 

 

Source: Laidlaw estimates, company reports 

We also looked at our launch estimates vs. the current consensus projections for 
the PCSK9 over the coming 5 years, and again we believe our launch estimates 
are conservative by comparison. 

Figure 27: Gemcabene launch vs. cons. projected PCSK9 launches 
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Source: Laidlaw estimates, consensus estimates  
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Major Risks 
Exogenous events could impact our outlook. We believe pharmaceutical 
companies have the least control over competitive, political, and regulatory 
risks. Although we have incorporated competitive assumptions into our 
forecasts, there may be other risks beyond the scope of our analysis. Changes in 
the drug reimbursement system, as well as any political or regulatory 
amendments, may significantly influence the earnings power of these 
companies. 

Actual clinical results and the FDA’s conclusions may deviate from 
expectations. Many of our assumptions are based on a review of incomplete 
clinical trial data available in the public domain. Often, our conclusions are 
drawn from early stage data, which may not be reflected by pivotal studies. 
Furthermore, the FDA’s conclusions may not coincide with our own, materially 
changing our revenue and earnings assumptions.  

Compliance issues, product recalls, and other mandates by regulatory authorities 
could materially change our expectations. Regulatory compliance issues, 
ranging from accounting irregularities to defective manufacturing practices, 
could materially change our assumptions and earnings outlook. Unanticipated 
product recalls and labeling changes could also have adverse consequences on 
our earnings assumptions.  

Legal risks could lead to additional liabilities and revenue loss. In addition to the 
expenses incurred by patent challenges, product liability and other legal suits 
could occur and lead to additional liabilities and revenue loss, which could 
substantially change our financial assumption 
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Management 
 

Mina Sooch, President and CEO.  Prior to joining Gemphire Therapeutics, she 
served from 2012 to 2014 as the CEO of ProNAi (NASDAQ: DNAI), a clinical-
stage oncology company, and a board director from its founding in 2004 
through 2014.  Prior to her operating role, she has spent over a decade in life 
sciences venture capital through founding of Apjohn Ventures and also as EIR 
at Northcoast Technology Investors.  Also, she co-founded three start-ups 
(Afmedica, ProNAi, and Nephrion/Cytopherx).  Mina received a MBA from 
Harvard Business School in 1993.  She graduated summa cum laude and 
commencement speaker from Wayne State University in 1989 with a B.S. in 
Chemical Engineering.  

Jeff Mathiesen, CFO.  Prior to joining Gemphire Thereapeutics, he served as 
CFO of Sunshine Heart, Inc., leading the medical device company through its 
transition from the Australian capital markets to the U.S., which included a 
successful IPO and equity financing totaling approximately $100M.  Mr. 
Mathiesen has more than 20 years of experience as CFO of publicly traded 
companies, including two successful IPOs.  Mr. Mathiesen graduated cum laude 
from the University of South Dakota with a B.S. degree in Accounting. 

Charles Bisgaier, PhD, Chairman & Chief Scientific Officer. Dr. Bisgaier 
was an Associate Research Fellow in the Department of Vascular and Cardiac 
Disease at Warner-Lambert/Parke-Davis. There he participated in the discovery 
and/or development of gemfibrozil (LOPID®), atorvastatin (LIPITOR®) and 
gemcabene (AKA CI-1027 and PD 72953).  Subsequently, Dr. Bisgaier co-
founded the first Esperion Therapeutics (1998-2004), which was then acquired 
by Pfizer. Notably, he was a major influence in the discovery, research and /or 
development of many small molecules with potential utility for metabolic 
syndrome including ETC-1002 which was licensed by the new Esperion (ESPR) 
from Pfizer.  He reveived a Ph.D in biochemistry from George Washington 
University and studied lipoprotein  metabolism within the Specialized Center of 
Research (SCOR) for atherosclerosis at Columbia University College of 
Physicians and Surgeons. 

Seth Reno, Chief Commercial Officer. Mr. Reno serves as our Chief 
Commercial Officer and has over 25 years of experience in the Bio-
Pharmaceutical industry. He has extensive experience in building commercial 
capabilities to successfully commercialize both small and large molecules across 
a range of therapeutic areas. Mr. Reno spent ten years at AstraZenca across a 
number of roles in Sales, Commercial Operations, Managed Markets and Brand 
Team. He led the Commercial Insight’s team for the dyslipidemia franchise, 
most notably the successful launch of Crestor’s atherosclerosis indication. He 
also led the insight work for several mixed dyslipidemia fixed dose 
combinations in development with industry partners. Prior to Joining 
AstraZeneca in 2001, Mr. Reno Spent eleven years at Wyeth in commercial 
operations and sales account management successfully building B2B 
relationships across Federal, Trade, Military and Commercial accounts. Mr. 
Reno holds a B.S. in Human Resources from University of Delaware and a 
MBA from Strayer University. 
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Figure 28: Potential clinical trial timelines 

 
Source: Company reports; Laidlaw & Company estimates 

Gemphire Therapeutics Inc.
Potential clinical trial timeline estimates

2016E 2017E 2018E 2019E 2020E 2021E

 1QA  2QE  3QE 4QE  1QE  2QE  3QE 4QE  1QE  2QE  3QE 4QE  1QE  2QE  3QE 4QE  1QE  2QE  3QE 4QE  1QE  2QE  3QE 4QE 

Homozygous Familial Hypercholesterolemia (HoFH) - Orphan Drug Designation
COBALT-1
Phase 2b phase 2b data
Phase 3 phase 3 data
NDA filing, FDA approval, launch NDA FDA LAUNCH - US
Partner for all three indications partner
EU filing, approval & launch MAA EMA LAUNCH - EU

Hypercholesterolemia - HeFH & ASCVD
    ROYAL-1

Phase 2b phase 2b data
Phase 3 phase 3 data
Partner for all three indications partner
NDA filing, FDA approval, launch NDA / MMA FDA / EMA LAUNCH - US/EU

Severe Hypertriglyceridemia (SHTG)
INDIGO-1
Phase 2b phase 2b data
Phase 3 phase 3 data
Partner for all three indications partner
NDA filing, FDA approval, launch NDA / MMA FDA / EMA LAUNCH - US/EU
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Figure 29: Quarterly Income Statement 

 
Source: Bloomberg LP; Company reports; Laidlaw & Company estimates 

  

Gemphire
Quarterly income statement

2015A 2016E 2016E 2017E 2017E
 ($000's except per share) Year  1QA  2QE  3QE 4QE Year  1QE  2QE  3QE 4QE Year

SG&A 3,177 1,050 1,250 1,250 1,500 5,050 1,500 1,500 1,750 1,750 6,500
R&D 3,991 1,176 1,200 1,300 4,750 8,426 3,750 4,000 4,000 4,250 16,000
Acqrd IPR&D 908 0 0

Operating income/(loss) (8,076) (2,226) (2,450) (2,550) (6,250) (13,476) (5,250) (5,500) (5,750) (6,000) (22,500)

Interest (exp) income (762) 127 50 50 50 277 50 50 50 50 200
Conv note extinguish (198) 0 0
Other 7 (4) (4) 0
Total other loss (953) 123 50 50 50 273 50 50 50 50 200
Adj-Net income/(loss) (9,029) (2,103) (2,400) (2,500) (6,200) (13,203) (5,200) (5,450) (5,700) (5,950) (22,300)

Series A convert premium (2,968) (149) (150) (150) (150) (599)
Other convert premium (1,047) 0
NI/(loss) as reported (13,044) (2,252) (2,550) (2,650) (6,350) (13,802)

Adj-EPS ex-non-cash ($3.14) ($0.61) ($0.60) ($0.40) ($0.84) ($2.50) ($0.66) ($0.52) ($0.51) ($0.50) ($2.15)
EPS as reported ($4.54) ($0.65) ($0.64) ($0.42) ($0.86) ($2.61)

Shares out (000) 2,875 3,469 3,969 6,269 7,419 5,281 7,919 10,419 11,169 11,919 10,356
Fully diluted shares (000) 5,100 5,567 6,119 8,519 9,919 7,531 10,419 12,919 13,669 14,419 12,856

-
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Figure 30: Annual Income Statement 

 
Source: Bloomberg LP; Company reports; Laidlaw & Company estimates 

  

Gemphire 
Annual income statement
 ($000's except per share) 2015A 2016E 2017E 2018E 2019E 2020E 2021E Comments

 Revenues
Gemcabene royalty $19 $124 $40,775 HoFH launch 4Q19,

other indications 2021
Total sales $19 $124 $40,775 Royalties from partner
COGS 0 0 0 0 0 0 0 partner manufactures drug

Gross margin 0 0 0 0 19 124 40,775
SG&A 3,177 5,050 6,500 9,250 19,000 18,000 24,000
R&D 3,991 8,426 16,000 50,600 42,600 49,500 50,750

Operating income/(loss) (8,076) (13,476) (22,500) (59,850) (61,581) (67,376) (33,976)

Interest expense (762) 277 200 300 300 400 400
Conv note extinguish (198) 0 0 0 0 0 0
Other 7 (4) 0 0 0 0 0
Total other loss (953) 273 200 300 300 400 400

Adj-Net income/(loss) (9,029) (13,203) (22,300) (59,550) (61,281) (66,976) (33,576)

Series A convert premium (2,968) (599) 0 0 0 0 0
Other convert premium (1,047) 0 0 0 0 0 0

NI/(loss) as reported (13,044) (13,802) 0 0 0 0 0

Adj-EPS ex-non-cash ($3.14) ($2.50) ($2.15) ($3.80) ($2.80) ($2.70) ($1.15)
EPS as reported ($4.54) ($2.61)

Shares out (000) 2,875 5,281 10,356 15,669 21,919 24,794 29,169
Fully diluted shares (000) 5,100 7,531 12,856 18,419 24,919 27,794 32,419

Cash balance $3,620 $20,562 $37,987 $88,132 $117,991 $51,580 $18,754
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Figure 31: Balance Sheet 

 
Source: Bloomberg LP; Company reports; Laidlaw & Company estimate 

  

Gemphire
Balance sheet

($000's except per share) 2015A 1Q16A 2Q16E 3Q16E 2016E 2017E 2018E 2019E 2020E 2021E

Current Assets
Cash and equivalent $3,620 $1,629 $1,405 $31,115 $20,562 $37,987 $88,132 $117,991 $51,580 $18,754

Total Current Assets 3,643 1,653 1,430 31,140 20,612 38,062 88,212 118,081 51,705 18,979
Deferred offering costs 847
Deferred tax assets 10 5 5 5 5 10 10 20 20 20
Total Assets 4,500 1,658 1,435 31,145 20,617 38,072 88,222 118,101 51,725 18,999

Current Liabilites 
Total Current Liabilites 8,927 2,252 2,500 2,500 2,750 3,250 3,750 4,000 4,250 4,500

Total Liabilities 8,927 2,252 2,500 2,500 2,750 3,250 3,750 4,000 4,250 4,500
Shareholders' Equity 
Series A shares 7,953
Common shares 12 12 12 12 12 15 20 20 25 25
Additional paid in capital 0 13,929 15,858 48,068 43,640 82,892 192,087 282,997 283,342 283,942
Accumulated deficit (12,392) (14,535) (16,935) (19,435) (25,785) (48,085) (107,635) (168,916) (235,893) (269,468)
Total SE (deficit) (4,427) (594) (1,065) 28,645 17,867 34,822 84,472 114,101 47,475 14,499
Total liabilities & SE 4,500 1,658 1,435 31,145 20,617 38,072 88,222 118,101 51,725 18,999
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Figure 32: Cash flow Statement 

 

 

Source: Bloomberg LP; Company reports; Laidlaw & Company estimates

Gemphire
Statement of cash flows

($000's except per share) 2015A 1Q16A 2Q16E 3Q16E 2016E 2017E 2018E 2019E 2020E 2021E

Operating Cash Flow 
Net Income/Loss (9,029) (2,103) (2,400) (2,500) (13,203) (22,300) (59,550) (61,281) (66,976) (33,576)

Changes in Assets & Liabilites 1,446 51 100 125 250 475 495 240 215 150
Cash from operations (5,433) (2,056) (2,300) (2,375) (12,953) (21,825) (59,055) (61,041) (66,761) (33,426)

Investing Activities
PP&E
Cash from investing 0 0 0 0 0 0 0 0 0 0

Financing Activities 
Proceeds conv notes 5,560 101 125 125 150
Proceeds conv notes - rltd parties 1,856 50 50 50 50
Series A conv pref stock 1,522
Common stock 3 29,785 29,785 39,350 109,300 91,000 500 750
Deferred offering costs (205) (86) (90) (90) (90) (100) (100) (100) (150) (150)
Cash from financing 8,736 65 85 29,870 29,895 39,250 109,200 90,900 350 600
Change in cash 3,303 (1,991) (2,215) 27,495 16,942 17,425 50,145 29,859 (66,411) (32,826)
Cash, start of period 317 3,620 3,620 3,620 3,620 20,562 37,987 88,132 117,991 51,580
Cash, end of period 3,620 1,629 1,405 31,115 20,562 37,987 88,132 117,991 51,580 18,754
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The analyst responsible for the content of this report hereby certifies that the views expressed regarding the company or companies and their securities accurately 
represent his personal views and that no direct or indirect compensation is to be received by the analyst for any specific recommendation or views contained in this 
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