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Investment highlights @KNUPP

BIOSCIENCES

Focused on developing and delivering breakthrough treatments for
immunological and neurological diseases

Lead program oral dexpramipexole in clinical trials for eosinopdmsisociated
diseases

U.S. Phase 2 trial in moderate-severe asthma underway, resu€2020
UK Phase 2 trial in severe asthma to commenddH2020

Preclinical Kv7 platform delivering small molecule treatments for KCNQ?2
epileptic encephalopathy and other CNS hyperexcitability disorders

Plan to file IND for kBO61 in rare pediatric epilepsy by YE2020

Experienced management team with successful development and
commercialization track record in immunology and neuroscience



Management team with track record of blockbuster approvals @KNUPP
and |aunCheS BIOSCIENCES
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Robust pipeline of differentiated assets with blockbuster potential @KNUPP

BIOSCIENCES

Immunology DISCOVERY| PRECLINICAL PHASE 1 PHASE 2 PHASE 3

COMPOUND INDICATION

Dexpramipexole  Moderateto-severe —
eosinophilic asthma

Dexpramipexole  Severe eosinophilic asthnt&

Dexpramipexole  Hypereosinophilic syndrome

Neurology (Kv7 platform)

COMPOUND INDICATION

KB3061 KCNQ2 epileptic —
encephalopathy

Kv7 modulator Neuropathic pain -

Kv7 modulator Hearing disorders

Kv7 modulator ALS

MUK government funded Phase 2 trial to commence in 1H20230



Portfolio focus: Novel approaches to high unmet needs in @KNDPP

Immunological and neurological diseases

Dexpramipexole in immunology
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Only oral eosinophitlepleting drug

Profound eosinophil lowering in four
clinical trials

Significantly deisked, regulatory clarity

Phase 2 trial initiated in moderati®-
severe eosinophilic asthnaprojected
to become a $9B market segment

Patent protection to at least 2034

Highly differentiated target product
profile with unique MOA

Pipelinein-product potential

BIOSCIENCES

Kv7 platform in neurology
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Lead compound KkBO61 initiating IND
enabling studies

Genetically defined KCNQ2 epileptic
encephalopathynitial indication

Patent protection to at least 2035
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Significant inbound strategic partnering
interest

Platform delivering novel activators for
new indications



Dexpramipexole in eosinopkalssociated diseases



Dexpramipexole: Firsin-class oral drug delivering targeted @KN[_]PP
eosinophil depletion in bloocandtissue

Dexpramipexole

Novel mechanismEosinophil maturation inhibitor

Exceptional pharmacological and pharmaceutical
properties

v Greater than 98% orally bioavailable

v No highaffinity pharmacological interactions
identified

v Eliminated by the kidneys, not metabolized by the
liver

v Easy to synthesize and manufacture, low COGS

Differentiated product profile

v Equalto-better eosinophil lowering than biologics
in asthma

v Shown to induce disease remission and reduce
steroid dependency in hypereosinophilic syndrome

v Well tolerated for chronic use




Oral dexpramipexole delivered highly significant blood and tissue @KNI_]PP
eosinophil depletion in two Phase 2 trials

Sinusitis with nasal polyps Hypereosinophilic syndrome

94% lowering, BL to Month 6, p< 0.001 78% lowering, BL to Month 3, 30.01
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Laidlaw T et al. Laryngoscope. 2019 Feb;129(2E661
Panch et al. Blood. 2018 Aug ;132(5):50B. 7



Eosinophillowering effectiveness driven by unique mechanism of €8 KNOPP
action: eosinophil maturation inhibition (EMI)

Less Differentiated More Differentiated

Point of maturation inhibition

Eosinophilic Eosinophilic Eosinophilic  Eosinophilic  Eosinophilic Mature
myeloblast promyelocyte myelocyte metamyelocyte band cell eosinophil
Pretreatment Ontreatment

Aspirate

Aspirate
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Panch et al. Blood. 2018 Aug ;132(5)50B. 8



Regulatory approvals validate the eosinophil as a biomarker for @KNUPP
aSthma Cllnlcal Outcomes BIDSCIENCES

Higher blood eosinophil levels associated with
greater exacerbation risk

Adjusted Rate Ratio for Asthma Exacerbations

Eosinophil level: :
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Phase 2 dos@anging biomarker trial in moderaté¢o-severe asthma
IS enrolling and on track foBQ 202Qopline result

Key inclusiorcriteria:

A Asthma requiring ICS/LABA (GINA steps)3

A.t22R S2aAy2LIKAf
A Variable expiratory airflow limitation

02

Primary endpoint:
A Change in blood eosinophils

dzy Geco¥darg éhdpoints:

A FEV1, ACQ

S

Primary Assessment Phase

Eosinophil
Recovery
Phase
Oral dexpramipexol€&800 mg/day (n 25)
c Oral dexpramipexold50 mg/day (n 25)
=
>
o Oral dexpramipexol&5 mg/day (n =25)
Placebo (n 25)
Study
Visite V2 V3 V4 V5 V6 V7 \:
Study
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BIOSCIENCES
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for severe asthma startingH 2020
LY@S&aiGA3ard2N LINELR & E Y a5 SEHIBH asthmalsst: & Sovek | 0S8
orally active, and highly potentantS 2 3 A y 2 LIKA €t | ASy CDs
Primary endpoint: | UNIVERSITY OF

Rate of severe exacerbations,
defined as worsening of asthma
requiring OCS and/or antibiotics,

or hospital admission.

@’ LEICESTER

S%x UNIVERSITY OF

Eligibility: Dexpramipexole 300 mg/day (n = 50) )¥ OXFORD

22 exacerbations

in last year
GINA 4-5
AEC > 300 cells/pL Placebo (n = 50)
BEAT SEVERE ASTHMA
CONSORTIUM:
Sdymonth 01234 5 6 7 8 9 10 11 12 Prof Salman Siddiqui
Secondary analyses: Ch|ef |nvestlgat0r
(Leicester)
Time to first exacerbation Fractional exhaled nitric oxide (FeNO)
Asthma Control Questionnaire (ACQ-6) Sino-nasal outcome 22 test (SNOT-22) Pro_f Andrew Wardlaw
St Georges Respiratory Questionnaire Asthma Quality of Life Questionnaire (AQLQ) (Le|cester)
Post bronchodilator FEV1 CompEx defined moderate asthma events Prof lan Pavord (OXfOI’d)

Sputum eosinophils
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Oral dexpramipexole benefits from extensive safety database @KNDPP

and extended commercial exclusivity opportunity

15 studies, 120@atients

10 Phase 1 studies 3 Phase 2 studies
n=282 n=132
SAD to 300mg Phase 2 ALS study
10 months
MAD to 300mg n=102
Relative BA Phase 2 CRSWNP
Up to 12 months
Japanese PK n=20
Thorough QTc Phase 2 HES + extension
Up to 42 months
SAD/MAD to 600 mg n=10
Gmetidine DD Phase 3 studies
Warfarin DDI n=942
Food effect Phase 3 ALS study
Up to 18 months
Renal impairment n=942

BIOSCIENCES

Exclusivityin place to at least 2034

2020 2025 2030 2035

REGULATORY ELIGIBILITY (Start/end predicated on first approval)

EMA NAS DESIGNATION
_____ Y
FDA NCE DESIGNATION /\

PATENTS ALLOWED

U.S./EP/JPN/CN/AU/IL: COMPOSITIONS AND METHODS FOR TREATING asthma, HES
(also EGE, EOE, nasal polyps, urticaria) Pending: Canada, Brazil

U.S.: SYNTHESIS OF CHIRALLY PURE DEXPRAMIPEXOLE

U.S.: IMPROVED SYNTHESIS OF CHIRALLY PURE DEXPRAMIPEXOLE

Bozik M et al. Clin PharmacoR011;51(8:1177-85; Cudkowicz M et al. Nafled.2011;17(12:1652-6.
CudkowicMM et al.LancetNeurol.2013;12(1):105967;LaidlawT et al. Laryngoscop2019;129(2:E6166;Panchet al. Blood2018;132(%:501-09. 12



Significant new market segment being created in eosinophilic asthn@l(N[]PP
with all approved drugs requiring injection

News > Medscape Medical News > FDA Approvals

FDA Clears Benralizumab for
Severe Eosinophilic Asthma

Megan Brooks
DISCLOSURES | November 15, 2017

Sales performance: Sales performance:
£563 MM FY 2018 $295 MM FY 2018
£550MM YTD Sep2019 $498MM YTD Sep2019
Product level sales not reported 14,377MM YTD Sept 2019 (all indications)

Asthmasales not reported separately

Market ontrack to reach $2B+ in 2019
Market forecast to reach $9B annually

Sales performance: Company earnings reports

Market forecast: Bank of America Merrill Lynch. GlaxoSmithKline: Up to Neutral. Sept. 7, 2015. 13



