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Forward-looking statements

This presentation contains forward-looking statements. All statements other than statements of historical

facts contained in this presentation, including statements regarding our future results of operations and

financial position, business and partnering strategy, prospective products, product candidates and

indications, regulatory submissions and approvals, ability to commercialize our products and product

candidates, research, clinical and development plans, timing, and costs, and likelihood of milestones and

success, plans and objectives of management for future operations, the potential receipt of any royalty

payments, our ability to obtain and maintain intellectual property protection for our products and product

candidates, and future results of current and anticipated products and product candidates, are forward-

looking statements. These statements involve known and unknown risks, uncertainties and other

important factors that may cause our actual results, performance or achievements to be materially

different from any future results, performance or achievements expressed or implied by the forward-

looking statements. Words such as "planned," "will," "may," "expect,ññpotential,òand similar expressions

are intended to identify these forward-looking statements. Because forward-looking statements are

inherently subject to risks and uncertainties, some of which cannot be predicted or quantified and some

of which are beyond our control, you should not rely on these forward-looking statements as predictions

of future events. For a further description of the risks and uncertainties that could cause actual results to

differ from those expressed in forward-looking statements, including risks relating to our business in

general, see our Annual Report on Form 10-K filed with the Securities and Exchange Commission on

May 9, 2017. Except as required by applicable law, we do not plan to publicly update or revise any

forward-looking statements contained herein, whether as a result of any new information, future events,

changed circumstances or otherwise.
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Adamas is rooted in time-dependent biology

We shape and time molecules to improve patient outcomes

We study

temporal patterns of 

disease activity and 

drug response

We invent drug 

profiles to match 

patterns of disease 

activity with drug 

response

We develop 

therapies with these 

novel profiles

We commercialize 

medicines with an 

efficient operational 

model
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Addressing significant patient needs
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US Market Growth Estimates (CAGR)

Epilepsy
(~400K Poorly Controlled POS Pts)

MS
(~200K Walking Impairment Pts)

Alzheimerôs Disease 
(~2.5M Moderate-Severe Pts)

Evaluate Pharma 2016 and Zacks Investment research 2014 for US Market Size and Growth Estimates (CAGR); Global Data Epidemiology Analytics 2016, IMS NDTI Data 2012, U.S. 

Census Bureau 2012; CDC 2005, Patel et al 2006, and Gordon et al 2004 for Prevalence estimates; *Diagnosed prevalence available for select disease areas;Parkinsonôs market estimates 

only represent motor complications (MC) and levodopa-induced dyskinesia (LID); MS market estimates only represent patients with walking impairment Alzheimer's market estimates and 

prevalence only represents moderate to severe patients; Epilepsy prevalence represents only the patients with poor seizure control; 

>40%

(Bubble size represents market size estimates in billions for patient sub=population within the broader Therapeutic Area)

Market Estimates in 2022 
(in dollars, prevalence, and market growth)

Parkinsonôs
(~400K MC Pts)

Parkinsonôs
(~200K LID Pts)

>1
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Actives / Products and 

product candidates
Target population Pre-IND Phase 1 Phase 2 Phase 3

NDA Rev/ 

launch

Commercial

rights

Amantadine

ADS-5102 (amantadine) Parkinsonôs - LID

MS walking impairment

Parkinsonôs - additional

Lacosamide

ADS-4101 (lacosamide) Epilepsy

Memantine

Namenda XR® 

Namzaric® (FDC)
Alzheimerôs dementia

Portfolio of commercial, mid- and late-stage assets

Namenda XR® is registered trademark of Merz Pharma GmbH & Co. KGaA; Namzaric® is trademark of Merz Pharma GmbH & Co. KGaA.

(US)
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ADS-5102 (amantadine) extended-release capsules

ÁPotential first and only FDA-approved medicine for treatment of 

levodopa-induced dyskinesia (LID) in people with Parkinsonôs

ÅDemonstrated significant reduction in dyskinesia1

ÅSimultaneously demonstrated reduction in OFF time in LID patients1

ÅManageable tolerability profile

ÁGlutamatergic therapy for people with Parkinsonôs disease

ÅAmantadine potential significantly limited by IR formulation

ÅADS-5102 is shaped and timed to produce high drug levels to manage 

daytime symptoms without driving sleep disturbances

ÁNew tool for physicians to manage Parkinsonôs disease in their patients

ÅCapable of driving new treatment paradigm2

First non-dopaminergic therapy for Parkinsonôs disease

Sources: 1. Pahwa et al, JAMA Neurology (2017); 2. Quantitative Research among 138 HCPôs treating Parkinson's Disease (MDS and Neurologist), 

Fielded Q1 2017;
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340 mg ER QD

100 mg IR BID

Evening Morning Evening

ADS-5102 profile designed to match patient needs

ÁLower rate of rise enables higher strength with similar AE profile

ÁGiven at bedtime, results in lower levels at night to reduce 

amantadineôs sleep-related adverse events

ÁHigh levels in the morning/daytime when CNS disease symptoms 

occur

274 mg sloped tempered, once-nightly, high dose version of amantadine

2x

274 mg ER QD

81 mg IR BID
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ÁParkinsonôs caused by loss of 

dopaminergic neurons

Å Symptoms include stiffness, tremor, 

disrupted sleep, other non motor

Å ~700K treated with levodopa to replace 

lost dopamine

Å 40% well controlled (in the beginning)

Parkinsonôs disease:  Dyskinesia and OFF

ÁOver time, ówearing OFFô and 

ódyskinesiaô occur, making motor control 

difficult

Å ~200K bothered by dyskinesia

Å Limits use of levodopa

Å Starts as early as 6 months; 90% of 

patients have after 10 years

No FDA-approved medicine for dyskinesia in Parkinsonôs

ON with troublesome LID

OFF OFF

Neurological

Response 

to L-dopa

ON w/o troublesome LID

2 dose cycle of levodopa 

during waking hours

3 dose cycle of levodopa 

during waking hours

Sources: Willis (2010); IMS (2013); Schrag (2006), Nutt JG, et al. N Engl J Med.(1984)Thiele, Neurobiology of Disease (2014); Shen, Science (2008) 

file:///C:/Users/gwent/Documents/Adamas/IPO_S1/Road Show/2CyclesVideo(1.1).mov
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d

Achieving good motor control becomes a balancing act

Physicians and patient have to choose between OFF and LID

Less 

L-

Dopa

Less OFF

More LID

More 

L-

Dopa

More OFF

Less LID

ñA critical factor in reducing óoffô time is not to simultaneously increase dyskinesia. 

If a drug can accomplish this, it would be a major advance in therapeutics. 

So far, no drug has accomplished this with corroborative evidence.ò 
1

Sources:  1.  Fahn, Jancovic, 2011;

file:///C:/Users/gwent/Documents/Adamas/IPO_S1/Road Show/2CyclesVideo(1.1).mov
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Time dependence in Parkinsonôs requires well timed solution

ADS-5102 profile

ÁHigher levels in the morning

ÁLower levels at night

Problem

ÁDyskinesia associated with 

glutamate dysregulation

ÁDyskinesia and OFF start upon 

awakening

ÁParkinsonôs disease disrupts sleep 

at night
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ADS-5102 clinical development program in LID

Statistically significant reduction in LID demonstrated across all trials*

Phase 2/3

EASED

Phase 3

EASE LID

Phase 3

EASE LID 3

Phase 3

EASE LID 2 

Randomized

4-arm

Placebo-controlled

80 in mITT                  

8-wks duration

Randomized              

2-arm 

Placebo-controlled    

121 in mITT               

6 month duration

Randomized               

2-arm

Placebo-controlled

75 in mITT                    

3 month duration

Open-label  

Safety Study 

223 subjects 

(Ongoing)

Up to 2-yrs duration                   

*LS Mean change from baseline, placebo adjusted
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EASE LID study: Reduction in UDYSRS by study visit

ADS-5102 met primary endpoint reducing dyskinesia at 12 weeks

LS: least-square; SE: standard error; Pahwa et al., JAMA Neurology (2017)
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Pooled Phase 3 results at Week 12

ADS-5102 reduced dyskinesia by ~30%

LS: least-square; SE: standard error;  Taken from Integrated Summary of Efficacy (ISE),  Submitted for publication (2017)
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Pooled Phase 3 results at Week 12

ADS-5102 reduced OFF time by 45%

LS: least-square; SE: standard error;  Taken from Integrated Summary of Efficacy (ISE),  Submitted for publication (2017)
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Pooled Phase 3 results at Week 12 

ADS-5102 increased On time without Troublesome Dyskinesia by ~40%

LS: least-square; SE: standard error;  Taken from Integrated Summary of Efficacy (ISE),  Submitted for publication (2017)
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EASE LID and EASE LID 3
Up to 25 Weeks

Adverse Reactions Placebo
%

ADS-5102
340 mg

%

Visual hallucination 3 18 

Dry Mouth 1 16 

Dizziness 1 16 

Peripheral edema 1 15 

Fall 7 13 

Constipation 3 13 

Nausea 3 8

Anxiety 2 7 

Livedo reticularis 0 6 

Insomnia 2 6 

Auditory hallucination 0 6 

Orthostatic hypotension 1 5 

ADS-5102 pooled safety data

ÁADS-5102 was generally well tolerated 

across all trials 

ÁTypes of adverse events (AEs) reported 

were consistent with known safety profile of 

immediate-release amantadine HCl

ÁMost AEs occurred early (first 4 weeks)

ÁPotential precautions and warnings 

observed with both ADS-5102 and 

immediate-release amantadine include: 

suicidality and depression, visual 

hallucinations, and dizziness
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Á90% of EASE LID completers 

enrolled 

ÁOnly 5% of ADS-5102 patients 

discontinued due to AEôs

ÁDurable benefit seen in MDS-

UPDRS Part IV (dyskinesia and 

OFF)1

EASE LID 2 two-year study with safety and efficacy

Durable effect of ADS-5102 in open-label study maintained for up to 88 

weeks

Source: 1. 88 week data to be presented at MDS on June 8th; submitted for publication (2017)
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ADS-5102 open-label cohort data

ÁPatients previously treated with amantadine HCl IR at 274 mg/day received 

benefit from 340 mg of amantadine HCl in ADS-5102 that is comparable to 

patients previously treated with placebo

Patients óswitchedô from amantadine IR to ADS-5102

Sources: data presented at MDS in June, 2017
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Preparing for launch of ADS-5102

Focused, efficient and nimble approach to commercial launch

Marketing

ÁTeam leadership in place

ÁDisease awareness campaign 

launched at MDS: ñOther side of PDò

ÁBranded campaign being finalized

ÁFull launch in January 2018

Sales

ÁRegional business directors (RBDs) 

to be hired 

Á~6,500 targets identified 

ÁMovement Disorder Specialists

ÁNeurologists

Á~60 reps to be hired by Adamas/CSO 

partner for commercialization 

Distribution and Access

ÁTeam in place

ÁExclusive pharmacy model, focus on 

seamless access experience from 

physician to patients/caregivers 

ÁPayor accounts being introduced to 

Adamas, consistent with FDA 

guidance

ÁProduct available in Q4 ó17

Medical Affairs

ÁAll Phase 3, Phase 1, and Preclinical 

manuscripts to be published pre-

launch

ÁEstablishing field based medical 

affairs team

ÁPresence in 2017 at AAN, MDS, ANA, 

SFN, WPC
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Prescribe Product X

For Untreated Patients taking
C/L

When considering C/L dose
adjustment

When adding a product with
C/L dose adjustment

When adding a product without
C/L dose adjustment

Share of LID patients to ADS-5102 
(by source)

After Product X Before Product X

ADS-5102 is well received by physicians

Á~200k patients in U.S. suffer with LID

ÁNo approved medication for LID

ÁPhysicians indicated that 54% of LID 

patients would be prescribed ADS-5102

ÁShare would come from:

ÅCurrently untreated LID patients taking 

C/L, whether considering dose adjustment 

of C/L or not (24%)

Å Patients being treated with add-on 

therapies (dopamine agonists, MAOBôs, 

amantadine IR, etc.), whether considering 

dose adjustment of C/L or not (26%)

ÁPayers appreciate value proposition:

Å Final price evaluation to occur in summer 

2017

Physicians report intent to use in 54% of LID patients

Quantitative Research among 138 HCPôs treating Parkinson's Disease (MDS and Neurologist), Fielded Q1 2017 

Question asked: Assuming the FDA-approval of Product X, how would you anticipate your overall treatment of ALL levodopa-induced dyskinesia (LID) 

patients to change in the next 12 months? 
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Launched Disease Awareness and Medical Education 

initiatives 

ÁReminding practitioners that Parkinsonôs disease involves more than 

just the dopamine pathway

ÅCurrent practice focused on one pathway ïdopamine

ÅPractice reflects lack of consideration for other involved pathways

ÅAs PD progresses, excess glutamate levels and increased activation of NMDA 

receptor occur

ÅTogether, loss of dopamine control and increased glutamate signals result in 

ñuncheckedò NMDA receptor / glutamate system resulting in LID and OFF episodes

ÅParkinsonôs disease patients require a comprehensive approach

ÁInitiated ñThe other side of Parkinsonôs diseaseò campaign 

ÅIntroduced via interactive exhibit at MDS meeting in Vancouver

ÅSupported via physician website pre-launch

ÁMedical Education Grants for independent medical education

ñA Tale of Two Pathwaysò
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Discover the ñOther side of Parkinsonôs diseaseò


