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Ionis Pharmaceuticals (IONS - $56.05) 

Investor Day Presentations Provide Greater Details of Next Wave 

Near-term Pipeline Advancements  

IONS hosted an Investor Day last Friday focusing mainly on the advanced clinical 

stage development programs and commercial products.  Highlights include:  

• The four programs enter pivotal studies in 2019 and a total of 10 possibly by 

2020 are the main focus. The four leading pipeline programs are ACKEA-APO(a)-

LRx in high risk CV patients with elevated Lp(a), IONIS-TTR-LRx in TTR 

amyloidosis (ATTR), IONIS-HTTRx (RG6042) in Huntington disease, and IONIS-

SOD1Rx (BIIB067) in amyotrophic lateral sclerosis (ALS) with SOD1 mutation. 

NVS potential opt-in decision on APO(a) program is scheduled in 1Q19, while 

Biogen (based on interim Phase I/II trial results) and Roche have decided to advance 

the SOD1 and HTT programs forward. Although the timeline for developing the 

APO(a) program would be longer, the potential pivotal study readouts of the other 

three programs possibly could be in the 2021/2022 timeframe.  If outcomes are 

positive, possible product launches could come roughly a year later. Potential good 

safety profile and infrequent dosing benefit of TTR-LRx could enhance IONS’s 

competitive position in the ATTR polyneuropathy market. Similarly, study design 

and factors, like Tafamidis use by physicians, will impact the TTR-LRx outlook in 

the ATTR cardiomyopathy treatment market. Both SOD1 and HTT programs have 

showed encouraging Phase II results, which we believe bode well for a positive 

outlook for the Phase III study. HTT Phase III (Generation HD1) study (n=660) is 

underway with treatment duration of 2 years. TFC (Total Functional Capacity) is the 

U.S. and cUHDRS (composite Unified Huntington Disease Rating Scale) is the 

global primary endpoint. In addition to the SOD1, BIIB also is running a Phase I/II 

study evaluating IONIS-C9Rx (BIIB078) in familial ASL with C9 mutation.    

• Implications. As a platform company dominating the antisense technology and with 

three products already or potentially about to be commercialized, significant 

investor interest has included the late stage pipeline potential success for future 

upside. Based on development timeline, we estimate pivotal study data readouts of 

a good portions (beyond the three discussed above) of developments could occur 

during the 2021/2022 timeframe with possible product launch in 2022/2023. Data 

readouts, commencement of late stage clinical programs, product sales and possible 

milestone payments, and partnerships are likely to sustain and propel IONS share 

value over the next few years.     

• Action. We are reiterating our Buy rating and $65 target price to reflect our bullish 

view on progress in IONS’s marketed and pipeline products. Our valuation is based 

on our DCF and probability-adjusted-NPV-driven, sum-of-the-parts analyses.  
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• Additional takeaways from other programs. IONS currently has 12 LICA 

programs in human clinical studies. Besides targeting liver via the GalNAc 

technology, IONS also is developing pancreas-LICA (GLP1) and other LICA for 

treating pancreatic and skeletal muscle disorders. Several other late clinical stage 

programs include:  

o IONIS-TMPRSS6-LRx in thalassemia with POC Phase II study scheduled to 

start in 2019 and possibly a pivotal study to start in 2020;  

o IONIS-DGAT2-LRx in NASH mainly for liver fat reduction. A Phase II POC 

study with non-LICA compound showed a ~27% more reduction of total 

liver fat vs. placebo (based on MRI-PDFF, p=0.003) after 3 months of 

treatment. Nearly 37% more patients experienced >30% liver fat reduction 

compared to placebo (p=0.02). A Phase I/II study evaluating the LICA 

version drug is scheduled to start in 2019 and a possible Phase II/III study on 

LICA drug could start in 2020;  

o IONIS-GHR-LRx in acromegaly Phase II study (n=42) is ongoing (started 

11/2018) with normalization of IGF-1 as efficacy endpoint, which possibly 

available in late 2019 or early 2020. We estimate a Phase III study could start 

in 2020 if the Phase II results are positive;  

o AZN partnered Danvatirsen (IONIS-STAT3-2.5Rx) demonstrated activity as 

single agent and in combination with PD1 in refractory H&N cancer. The 

program is under evaluation for in combination with IO agents in various 

types of tumors. It is possible to advance into Phase III study in 2019/2020;  

o BIIB partnered IONIS-MAPTRx (BIIB080) is undergoing a Phase I/II study 

(n=44) in mild Alzheimer’s disease (AD) with data expected in 2020.  

Reduction of tau protein (MAPT) could potentially also benefit patients with 

frontotemporal dementia (FTD with 50k to 60k patients in the U.S.). If the 

Phase I/II results are positive, BIIB plans to start a Phase II/III study 

evaluating IONIS-MAPTRx in FTD. Possible timeline for pivotal study result 

readouts of TMPRSS6, GHR, and possibly MAPT could also slate to the 

2022/2023 timeframe if the outcomes from the earlier Phase II studies are 

positive, based on our assessment. Further, NVS could potentially opt-in the 

Phase III development of ACKEA-APOCIII-LRx in high risk CV patients 

with elevated triglyceride as major risk factor in 2019.         
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Anticipated milestones in 2018 and beyond 

 

Source: Laidlaw & Company estimates and company presentation.  

  

Product Indication Event Timing Importance

Meeting with the FDA for future regulatory path 4Q18 ****

Potential EU approval 1H19 ****

Completion of patient recuritment of Phase III study 2018 ***

Report of Phase III study top-line results 2019 ****

Potential additional ROW approvals 2018 ***

Quarterely sales updates (recurring) 2018 ***

Tegsedi Inotersen )
Polyneuropathy due to hereditary TTR 

amyloidosis (hATTR-PN)
Quarterely sales updates (recurring) 2019 ***

Possibly start Phase I study 4Q18 ***

Possibly start pivotal study 2H19 ***

Potentially complete pivotal study 2021 ***

Cardiomyopathy due to TTR 

amyloidosis 
Possibly start pivotal study 2019 ***

Potential to report Phase IIb ESRD dose optimizing 

study 
2019 ***

Potential to start Phase III study or decision waiting for 

Lica product by Bayer
2019 ***

IONIS-FXI-LRx Novel anti-thrombotic agent Potential to report Phase I study results 2019 ***

Report Phase II dose optimization study results 2H19 ****

NVS start Phase III CV outcome study 2019 ****

IONIS-DMPK-2.5Rx Myotonic dystrophy 1 Develop the next gen. product 2018 ***

IONIS-PKKRx Hereditary angioedema Possibly to start a LICA version drug Phase I trial 2018 ***

IONIS-HTTRx (RG6042) Huntington disease Potentially report Phase II/III study results by Roche 4Q21/2022 ****

Rare hyperlipidermias Potentially report Phase II study results 2019 ***

Non-alcoholic fatty liver disease 

(NAFLD) with metabolic 

complications

Potentially report Phase II study results 2019 ***

Potentially start Phase II POC study 2019 ***

Potentially report Phase II POC study results 2H19/1H20 ****

Potentially pivotal Phase III study 2020 ***

Potentially complete EOP2 meeting 4Q18 ***

NVS potential opt-in decision 1Q19 ****

NVS potentially start Phase III CV outcome study 2019 ****

Determine next step in clinical development 2019 ***

Potentially start a Phase III study by AZN 2020 ***

Start Phase II study 2019 ***

Potentially start a Phase II/III study 2020 ***

Report topline Phase I/II study results 1Q19 ***

Potentially start pivotal clinical study 2019 ***

IONIS-C9Rx (BIIB078) Amyotrophic lateral sclerosis (C9) Report Phase II POC study results 2019 ***

IONIS-BIIB4 - 6Rx Neurodegenerative disease Report Phase I study results 2018 ***

Potentially report Phase II study results 4Q19/1Q20 ***

Potentially start Phase III pivotal study 2020 ***

IONIS-AGT-LRx Treatment-resistant hypertension Phase Ib study results 2H18 ***

AD/Frontotemporal dementia Potentially report Phase I/II study results 2020 ****

Frontotemporal dementia Potentially start Phase III study 2020 ***

IONIS-FB-LRx Geographic atrophy Start Phase II study 1Q19 ***

IONIS-HBVRx HBV
Potentially report Phase II study top-line results by 

GSK 
2019 ****

IONIS-AR-2.5Rx Cancer Start Phase II study with AZN 2018 ***

IONIS-KRAS-2.5Rx Cancer Start Phase II study with AZN 2018 ***

**** / ***** Major catalyst event that could impact share price very significantly while *** event is more informative 

IONIS-MAPTRx (BIIB080)

β-Thalassemia

Amyotrophic lateral sclerosis (SOD1)IONIS-SOD1Rx (BIIB067)

NASHIONIS-DGAT2-LRx

Head and neck cancer
IONIS-STAT3-2.5Rx 

(Danvatirsen)

ACKEA-ANGPTL3-LRx

High risk CV patients with elevated 

triglyceride as major risk factor 
ACKEA-APOCIII-LRx

ACKEA-APO(a)-LRx

High risk CV patients with elevated 

Lp(a) as major risk factor 

IONIS-TMPRSS6-LRx

AcromegalyIONIS-GHR-LRx

Familiar partial lipodystrophy (FPL)

Spinal muscular atrophy (infant 

/children)
Spinraza (Nusinersen)

Waylivra (Volanesorsen)

Familiar chylomicronemia syndrome 

(FCS)

Polyneuropathy due to TTR 

amyloidosis 
IONIS-TTR-LRx 

Atrial fibrillation of end-stage renal 

disease 
IONIS-FXIRx 
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Major risks 

Clinical risks of study failure could have significant impacts on IONS share 

value. Although many ongoing studies have provided encouraging clinical 

outcomes following prior studies; risks remain that some current trials might not 

meet study endpoints in order to advance forward. As such, the value of any such 

clinical asset could be significantly impaired and therefore IONS shareholder 

value could diminish. Such a negative impact could be more pronounced if the 

clinical program is in very advanced development stages or with high investor 

expectations. Regulatory risks are part of the clinical risks as even if a drug met 

its endpoints for pivotal studies. The regulatory agency might not grant approval 

and therefore, the drug cannot be commercialized. 

Commercial risk even if a therapeutic is approved, sales could be 

substantially below expectations. Even it is approved; the commercial sales of 

any drug could fall below expectations, resulting in diminishing IONS 

shareholder value. Factors that could impact on the commercial outlook of a drug 

could include execution of marketing and sales; competition from other drugs; 

potential change of the treatment paradigm; and unrealistic expectations or 

projections.  

Continued consummations of partnerships could be important. Given that 

partnerships are a critical part of IONS product development and 

commercialization strategy; failure to consummate future product development 

or product commercialization partnerships could put share value at risk. The 

alternative approach could require that the company raise capital from financial 

markets to support its operation if the company cannot generate profits from 

product revenues. 

Future capital raises could potentially dilute value of current shareholders. 

If it is not profitable, the company may need to raise capital from financial 

markets to support its operations; even if the company already has partners to 

provide milestone and other types of payments and/or product revenue. As such, 

the company might not always be able to raise capital from financial markets at 

favorable terms. Share dilution under this scenario could reduce the value of the 

investment to current shareholders of the company  

Although antisense drugs have been approved, this modality might not be 

broadly accepted and therefore limit its commercial potential. Although two 

antisense drugs are already approved and commercialized in the U.S. and other 

part of the world; this treatment modality remains with limited exposure to the 

medical world. As such, it is possible that going forward, antisense or other RNA-

based medication could have limited use due to market acceptance. Such a 

scenario could reduce the market potential of antisense drugs and have negative 

impact on IONS shareholder value. 
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Figure 1: Income Statement 

 

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

  

Ionis Pharmaceuticals – Income Statement
($'MM)

1Q18 2Q18 3Q18 4Q18E

RevenueKynamro profit share 0.0 0.0 8.4 9.9 11.0 12.1

Tegsedi (Inotersen or IONIS-TTRRx) revenue 0.0 0.0 -             -             -             3.8         3.8 68.3 145.0

Waylivra (Volanesorsen or IONIS-APOCIIIRx  & LRx) revenue 0.0 0.0 -             -             0.0 0.0 78.1

Spinraza (Nusinersen) revenue 0.0 112.5 41.1        56.7        70.0        72.0        239.7 291.2 334.3

Pipeline products - Prob. Adj -             -             -             -             0.0 0.0 16.8

R&D revenue under collaborative agreements 202.5 281.4 325.9 385.6 102.4      60.5        62.6        105.0      330.6 401.8 385.7
Licensing and royalty revenue 11.6 2.3 20.7 9.5 0.9         0.5         12.7        1.8         16.0 16.0 16.0

Total revenue 214.2 283.7 346.6 507.7 144.4      117.7      145.4      182.6      590.2 777.3 976.0

Costs of goods 0.0 0.5 0.5 8.2 26.8

Research and development 241.8 322.3 344.3 374.6 104.1 101.8 95.3 97.2 398.3 414.2 430.8

General and administrative 20.1 37.2 48.6 108.5 43.7 66.2 68.7 69.4 248.0 270.3 291.9

Total Operating Expenses 261.9 359.5 392.9 483.1 147.7 168.0 164.0 167.0 646.7 692.7 749.5

Operating Incomes (losses) (47.7) (75.8) (46.3) 24.5 (3.3) (50.3) (18.6) 15.6 (56.6) 84.6 226.5

Equity in net loss of Regulus Therapeutics Inc. 

Investment income 2.7 4.3 5.5 8.2 3.6 5.1 10.0 8.1 26.8 29.5 32.4

Interest expense (22.2) (36.7) (38.8) (44.8) (10.9) (11.1) (11.3) (11.3) (44.6) (49.1) (49.1)

Gain on investments, net 1.8 0.1 (0.0) 0.0 0.0 0.0 0.0 0.0 0.0 (27.0) (27.0)

Gain on investment in Regulus Therapeutics Inc. 19.4 20.2 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0

Loss on extinguishment of financing liability for leased facility (7.7)

Loss on early retirement of debt (8.3) (4.0) 0.0

Other expenses (3.5) (0.2) 0.0 (0.0) (2.0) (2.1) (2.3) (2.4)

Total Other Income, net (6.7) (12.1) (37.3) (47.8) (7.5) (5.9) (1.3) (5.2) (17.8) (46.6) (43.7)

Income before tax (54.4) (87.9) (83.6) (23.2) (10.8) (56.2) (19.9) 10.4 (76.5) 38.0 182.9

Tax 15.4 (0.4) (2.9) 6.0 (0.0) (0.4) (0.5) 3.8 3.0 (14.0) (67.7)

Net Income (Loss) GAAP (39.0) (88.3) (86.6) (17.3) (10.8) (56.6) (20.4) 14.2 (73.5) 23.9 115.2

Net loss attributable to noncontrolling interest in Akcea 11.3 9.4 16.2 15.8 14.2 55.6 58.4 61.3

Net Income (Loss) Applicable to Common Shareholders (39.0) (88.3) (86.6) (5.9) (1.4) (40.4) (4.6) 28.4 (17.9) 82.3 176.5

Net Earnings (Losses) Per Share—Basic and Diluted ($0.33) ($0.74) ($0.72) $0.08 ($0.01) ($0.29) ($0.03) $0.20 ($0.13) $0.60 $1.26

Shares outstanding—basic 117.7 119.7 120.9 124.0 125.3 128.7 143.3 145.3 135.7 137.7 139.7

Shares outstanding--diluted 118.8 119.7 120.9 126.1 125.3 128.7 143.3 145.3 135.7 137.7 139.7

Margin Analysis (% of Sales/Revenue)

Costs of goods 0% 0% 0% 0% 0%

R&D 113% 114% 99% 74% 72% 86% 66% 53% 67% 53% 44%

MG&A 9% 13% 14% 21% 30% 56% 47% 38% 42% 35% 30%

Operating Income (loss) -22% -27% -13% 5% -2% -43% -13% 9% -10% 11% 23%

Net Income -18% -31% -25% -1% -1% -34% -3% 16% -3% 11% 18%

Financial Indicator Growth Analysis (YoY%)

R&D revenue under collaborative agreements 40% 39% 16% 18% 1% -25% -28% -9% -14% -2% -4%

Licensing and royalty revenue 277% -80% 784% -54% -73% -2% 1350% -60% 68% 0% 0%

Total Revenue 45% 32% 22% 46% 31% 13% 20% 6% 16% 32% 26%

R&D 31% 33% 7% 9% 26% 22% 19% -24% 6% 4% 4%

SG&A 35% 85% 31% 123% 219% 197% 157% 52% 129% 9% 8%

Marketing and sales 5% 6% 5%

Operating Loss -8% 59% -39% -153% -124% 2909% -234% -1020% -331% -250% 168%

Total Other Income, net -55% 82% 207% 28% 421% -36% -92% -49% -63% 161% -6%

Pretax Income -18% 62% -5% -72% -411% 412% 406% -188% 229% -150% 382%

Net Income -36% 126% -2% -93% -141% 260% 367% 936% 202% -559% 114%

EPS -40% 123% -3% -111% -141% 225% -1578% 790% -265% -553% 111%

Yale Jen, Ph.D.  212-953-4978

Source: Roth Capital Partners Research and NovaBay's SEC filings

2017 2018E 2019E 2020E2014 2015 2016
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Laidlaw & Company Rating System* 
% of Companies 
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With This Rating 

% of Companies for which Laidlaw & Company 

has performed services for in the last 12 months 

Investment Banking Brokerage 

Strong Buy 

(SB) 

Expected to significantly outperform the sector over 12 
months. 

0.00% 0.00% 0.00% 

Buy (B) Expected to outperform the sector average over 12 months. 59.65% 22.81% 3.51% 

Hold (H) 
Expected returns to be in line with the sector average over 12 
months. 

7.02% 1.75% 0.00% 

Sell (S) 
Returns expected to significantly underperform the sector 
average over 12 months. 

0.00% 0.00% 0.00% 
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This report does not provide individually tailored investment advice and has been prepared without regard to the individual financial circumstances and objectives of 

persons who receive it. Laidlaw & Co (UK), Ltd. recommends that investors independently evaluate particular investments and strategies, and encourages investors to 
seek the advice of a financial adviser.  The appropriateness of a particular investment or strategy will depend on an investor's individual circumstances and objectives.  

The securities, instruments, or strategies discussed in this report may not be suitable for all investors, and certain investors may not be eligible to purchase or participate 

in some or all of them.  This report is not an offer to buy or sell or the solicitation of an offer to buy or sell any security/instrument or to participate in any particular 

trading strategy. 

Associated persons of Laidlaw & Co (UK), Ltd not involved in the preparation of this report may have investments in securities/instruments or derivatives of 

securities/instruments of companies mentioned herein and may trade them in ways different from those discussed in this report.  While Laidlaw & Co (UK), Ltd., prohibits 
analysts from receiving any compensation. Bonus or incentive based on specific recommendations for, or view of, a particular company, investors should be aware that 

any or all of the foregoing, among other things, may give rise to real or potential conflicts of interest. 

With the exception of information regarding Laidlaw & Co (UK), Ltd. this report is based on public information.  Laidlaw & Co (UK), Ltd makes every effort to use 

reliable, comprehensive information, but we make no representation that it is accurate or complete and it should not be relied upon as such.  Any opinions expressed are 

subject to change and Laidlaw & Co (UK), Ltd disclaims any obligation to advise you of changes in opinions or information or any discontinuation of coverage of a 
subject company.  Facts and views presented in this report have not been reviewed by, and may not reflect information known to, professionals in other Laidlaw & Co 

(UK), Ltd business areas.  Laidlaw & Co (UK), Ltd associated persons conduct site visits from time to time but are prohibited from accepting payment or reimbursement 

by the company of travel expenses for such visits.  The value of and income from your investments may vary because of changes in interest rates, foreign exchange rates, 
default rates, prepayment rates, securities/instruments prices. market indexes, operational or financial conditions of companies or other factors.  There may be time 

limitations on the exercise of options or other rights in securities/instruments transactions.  Past performance is not necessarily a guide to future performance.  Estimates 

of future performance are based on assumptions that may not be realized.  If provided, and unless otherwise stated, the closing price on the cover page is that of the 

primary exchange for the subject company's securities/instruments. 

Any trademarks and service marks contained in this report are the property of their respective owners. Third-party data providers make no warranties or representations 

of any kind relating to the accuracy, completeness, or timeliness of the data they provide and shall not have liability for any damages of any kind relating to such data.  
This report or any portion thereof may not be reprinted, sold or redistributed without the written consent of Laidlaw & Co (UK), Ltd.  This report is disseminated and 

available primarily electronically, and, in some cases, in printed form. 
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