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Forward-looking statements

This presentation (and the accompanying oral discussion) contains forward-looking statements within the meaning of the Private Securities Litigation Reform

Act of 1995. All statements other than statements of present and historical facts contained in this press release, including without limitation, statements

regarding our expected cash burn and future financial results, the expected timing of trials and results from clinical studies of our product candidates and the

potential of our product candidate to treat nonsense mutations are forward-looking statements. Forward-looking statements can be identified by the words

ñaim,òñmay,òñwill,òñwould,òñshould,òñexpect,òñexplore,òñplan,òñanticipate,òñcould,òñintend,òñtarget,òñproject,òñcontemplate,òñbelieve,òñestimate,òñpredict,ò

ñpotential,òñseeks,òor ñcontinueòor the negative of these terms similar expressions, although not all forward-looking statements contain these words.

Forward-looking statements are based on management's current plans, estimates, assumptions and projections based on information currently available to

us. Forward-looking statements are subject to known and unknown risks, uncertainties and assumptions, and actual results or outcomes may differ materially

from those expressed or implied in the forward-looking statements due to various important factors, including, but not limited to: our ability to progress any

product candidates in preclinical or clinical trials; the uncertainty of clinical trial results and the fact that positive results from preclinical studies are not always

indicative of positive clinical results; the scope, rate and progress of our preclinical studies and clinical trials and other research and development activities; the

competition for patient enrollment from drug candidates in development; the impact of the global COVID-19 pandemic on our clinical trials, operations,

vendors, suppliers, and employees; our ability to obtain the capital necessary to fund our operations; the cost of filing, prosecuting, defending and enforcing

any patent claims and other intellectual property rights; our ability to obtain financial in the future through product licensing, public or private equity or debt

financing or otherwise; general business conditions, regulatory environment, competition and market for our products; and business ability and judgment of

personnel, and the availability of qualified personnel and other important factors discussed under the caption ñRiskFactorsòin our Quarterly Report on Form

10-Q for the quarter ended June 30, 2021, as any such factors may be updated from time to time in our other filings with the SEC, accessible on the SECôs

website at www.sec.gov and the ñFinancials& Filingsòpage of our website at https://investors.eloxxpharma.com/financial-information/sec-filings.

All forward-looking statements speak only as of the date of this presentation and, except as required by applicable law, we have no obligation to update or

revise any forward-looking statements contained herein, whether as a result of any new information, future events, changed circumstances or otherwise.

This presentation also contains estimates, projections and other information concerning our industry, our business, and the markets for certain diseases,

including data regarding the estimated size of those markets, and the incidence and prevalence of certain medical conditions. Information that is based on

estimates, forecasts, projections, market research or similar methodologies is inherently subject to uncertainties and actual events, or circumstances may

differ materially from events and circumstances reflected in this information. Unless otherwise expressly stated, we obtained this industry, business, market

and other data from reports, research surveys, studies and similar data prepared by market research firms and other third parties, industry, medical, and

general publications, government data and similar sources.
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Uniquely positioned to transform Eloxx and create significant 
value for shareholders

Right new 

leadership with 

a track record 

of success

Powerful 

technology 

platforms to 

target the 

human 

ribosome

Focused on 

high unmet need 

mutationally driven 

rare diseases 

and cancers

Programs with 

existing clinical 

validation that

derisk drug 

development 
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Acquisition of Zikani Therapeutics in April 2021:
First key step in transforming Eloxx

Acquired privately held Zikani Therapeutics in April 2021 for 7.6M common shares

Expanded investor base including Roche Venture fund

Upgraded senior management by bringing Zikani CEO and Head of R&D with track 
records of success

Added novel TURBO-ZMTM platform and preclinical rare disease and oncology 
pipeline built on oral macrolide based Ribosome Modulating Agents (RMAs)

Strengthened Board 
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New Eloxx leadership team with track record of turnarounds

Sumit Aggarwal
President and CEO

Å20+ years investing and 
transforming healthcare 
companies

ÅRaised >$150M

ÅBiotech Investor

Dr. Vijay Modur
Head of Research & Development

Å20+ years in translation 
and drug development 

ÅLed Venglustat rare 
disease program at Sanofi

Dr. Ali Hariri
SVP & Chief Medical Officer

ÅSignificant experience in 
rare disease product 
development

ÅExpertise across a range 
of therapeutic areas

Daniel Geffken
Interim Chief Financial Officer

Å30+ years building 
companies

ÅClosed $2B in equity and 
debt financings for public 
and private companies
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*Class 1 CF: Cystic fibrosis patients with class1 mutations; FAP: Familial adenomatous polyposis; CRC: Colorectal cancer

Deep pipeline of synergistic potential first-in-class therapies

Target Indication Discovery
Early

research
Lead

optimization
IND

enabling
Phase 1 ï

first in human
Phase 2

Nonsense 
readthrough: 
rare disease

CFTR Class 1 CF

Collagen VII 
A1/LAMB3

RDEB/JEB

CFTR Class 1 CF

Nonsense 
readthrough: 

oncology

APC FAP

APC CRC

Undisclosed
Pan cancer/

IO combination

Protein 
translation 
inhibition

Onco-ribosome 
& mito-ribosome 

mutations
Undisclosed RMA

RMA

ZKN013

RMA(s)

ZKN013

ELX-02 (Fast Track)

ZKN074/ZKN157/Additional
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RMA: Ribosome Modulating Agent; ERSG: Eukaryotic Ribosome Selective Glycoside

Two platform technologies uniquely positioned with potential 
to correct protein translation defects

Ribosome = ñprotein factoryò: Potential to correct mRNA and ribosomal mutations

Ribosome
large subunit

Ribosome
small subunit ERSG

Inhibit protein 
translation    

mRNA

RMA (designed 
with TURBO-ZMÊ)

Amino acid

Restore full 
length proteins



/8

Clinically relevant readthrough reported in over 36 different rare diseases

Diseases Evidence
Readthrough Agent(s) Tested

Macrolides Aminoglycosides

Familial Adenomatous Polyposis (FAP) Clinical1 Ery, Tyl Gen

Cystic Fibrosis Class 1 Clinical2 Tyl Gen, G418

Duchenne Muscular Dystrophy Clinical3 Gen

Dystrophic Epidermolysis Bullosa (RDEB) Clinical4 Gen, G418

Lysosomal Storage Disorders, e.g., MPSI (Hurler), cystinosis ex vivo5 Gen, G418

Rett Syndrome ex vivo5 Ery Gen

Spinal Muscular Atrophy (SMA) ex vivo5 Azm, Ery Gen

Ataxia-Telangiectasia (ATM) ex vivo5 Ery Gen

Usher syndrome/retinitis pigmentosa (RP) in vivo Preclinical6 Gen, G418

1Kariv, R. Ann. Oncol. 2018, 29, suppl3; 2Sermet-Gaudelus, I. BMC Med. 2007, 5, 5; 3Malik, V. Ther. Adv. Neurol. Disord. 2010, 3, 379; 4Woodley, D. J Clin Invest. 2017;127(8):3028, 
5Caspi, M., J Mol Med (Berl). 2016 Apr;94(4):469-82; 6Goldmann, T, Hum Gene Ther. 2011 May;22(5):537-47.

Strong evidence of readthrough activity with ribosome 
binding macrolides and aminoglycosides

Macrolides: Erythromycin (Ery); Tylosin (Tyl); Azithromycin (Azm)

Aminoglycosides: Gentamicin (Gen); Geneticin (G418)
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Large and broad potential applications for ribosome targeted 
genetic therapies

Readthrough 

= ñFunctional 

Gene 

Therapyò RMA

ERSG

Protein 

Translation 

Inhibition
RMA

Stop codon readthrough in rare diseases 
and cancer

Å10ï12% of patients across >1800 rare diseases

Å6ï10% of cancer patients have nonsense 
mutations in tumor suppressor genes

Å20ï30% of neoantigens in cancer patients
have nonsense mutations

Onco- and mitoribosomal cancers: 

ÅMyc amplified lymphomas ï(e.g., MALT, Burkitt, 
DLBCL)

ÅHereditary Ribosomopathies 

ÅHPV associated cancers (Head & Neck, Cervical)

ÅTriple Negative Breast, KRAS mutated Pancreatic 
Cancer, etc.
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Class 1 Cystic 
Fibrosis
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Data adapted from: J Med Chem. 2012 Dec 13;55(23):10630-43.

ERSGs designed to more safely expand human ribosome 
selectivity over antibiotic aminoglycosides

ELX-02 and other ERSGs
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Class 1 CF (patients with nonsense mutations) opportunity and clinical rationale

1 Allelic frequency based on CFTR2 database (July 2020); CF population data based on 2019 Patient Registry Report.
2 Sermet-Gaudelus, I. BMC Med. 2007 Mar 29;5:5

Development of ELX-02 in high unmet need Class 1 Cystic 
Fibrosis supported by gentamicin clinical results

No currently 

approved

drugs to 

treat CFTR 

nonsense 

mutations 

Nonsense allele frequency of global 
CF patient population

N=12% of all CF patients1, $1.5-3B TAM

23%

3%

7%

13%

17%

37%

73 remaining 
nonsense alleles

E60X

R1162X

R553X

W1282X

G542X

Class 1 CF

Gentamicin treatment 9 patients 
(10 mg/kg iv, qd for 15 days)2

Change in sweat chloride (mM/L)

109

85

Placebo Gentamicin

-22%
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Swelling response in Class 1 and Class 2 CF patient organoids when treated with 
ELX-02 vs. Symdeko

*Not a head-to-head comparison. Only shows results from experiments done on different days across different patient organoids where ELX-02 or Tezacaftor/Ivacaftor were active

ELX-02 swelling response in Class 1 CF organoids 
comparable to Symdeko in Class 2 organoids

Organoid swelling (0.8 ɛM forskolin)*

G542X; 
G542X

G542X; 
Class 2

G542X;
 F508del

G542X;
 F508del

F508del;
F508del
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Swelling response in G542X CF 
patient organoids1

Ussing chamber results heterozygous 
G542X/Fdel508 HBE cells

1Ordinary one-way ANOVA with Tukeyôs multiple comparison testing was used; **** p<0.0001 versus vehicle control, ## p<0.01 versus next lower concentration, #### p<0.0001 versus next lower 
concentration. Data represent >40 biological replicates per group from 2 or 4 independent patient organoids, respectively.

Strong ELX-02 activity in preclinical models across mutation 
as single agent and in combination with Kalydeco (VX-770)

*p<0.05, **p<0.01

HBE cells were incubated for 2 days with ELX-02 
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CF patient organoid swelling observed in response to Kalydeco and Orkambi

Cell Rep. 2019 Feb 12;26(7):1701-1708.e3.

Clinical correlation with CF patient organoid swelling de-risks 
drug development

Organoid swelling vs. sweat chloride change Organoid swelling vs. FEV1 change 

Organoids vs. FEV1 (n=35)Organoids vs. SCC (n=33)



/16 ClinicalTrials.gov Identifier: US Trial NCT04135495, EU/IL Trial NCT04126473

* From baseline to Day 7 of treatment periods 1-3, and Days 7 and 14 of treatment period 4

ELX-02 Phase 2 CF trial designed to evaluate safety and short 
term sweat chloride reduction

0.3 mg/kg 

SC QD for 7 days 

Dose 1

0.75 mg/kg 

SC QD for 7 days 

Dose 2

1.5 mg/kg 

SC QD for 7 days 

Dose 3

Up to 3 mg/kg 

SC QD for 14 days 

Dose 4

1.5mg/kg QD + 

Kalyedco for 4 weeks

Combination (new)

Population

ÅUp to 24 CF patients with a G542X mutation on one or both alleles 

Primary outcome measures

ÅSafety, tolerability, and pharmacokinetics

Secondary outcome measures 

ÅChange from baseline in sweat chloride concentration*

ÅChange from baseline in percent predicted forced expiratory volume (ppFEV1)*

Locations

ÅEurope, Israel & USA, opening additional sites in Canada and Australia

ÅFirst patient 
expected to be 
dosed in 
combination 
arm by end of 
2021

ÅSafety Review 
Committee has 
allowed dose 
escalation up to 
top dose

ELX-02 Phase 2 program principally designed for safety and dose finding in CF patients, with 
sweat chloride as PD biomarker
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Larger and longer 

ORKAMBI Ph3 trial 

showed +2.6% FEV1 change 

leading to its approval

FEV1 improvement is 

not significant for 

any dose group in 

small short trial
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Placebo

Lumacaftor 200 mg once per day + ivacaftor 150 mg every 12 h (N=20)

Lumacaftor 200 mg once per day + ivacaftor 250 mg every 12 h (N=18)

* W/DRL = Withdrawal period

Lancet Respir Med. 2014 Jul;2(7):527-38. 

5 mmol sweat chloride reduction with ELX-02 monotherapy 
trial would support activity similar to ORKAMBI

Orkambi Ph 2 (Cohort 1) trial ïChanges in sweat chloride

MONOTHERAPY COMBINATION W/DRL*

Sweat chloride change at day 21 was decreased (ï10·9 mmol/L) for high dose group

FEV1ïPh2

P2 trials for Kalydeco and Orkambi found changes in sweat chloride to be less variable 
in small studies than FEV1/ppFEV1, which were not significant in many cohorts

FEV1ïPh3

Treatment in homozygous delta F508 CF patients
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ELX-02 Inhalation program rationale

ELX-02 inhalation Rat PK study (AUC0-24hr

(hr*ng/mL)
Opportunity with inhaled ELX-2 delivery

>100X lung to plasma exposure with inhaled delivery can 
open path to significantly higher activity

New Update 

Potential to improve activity of ELX-02 
as both single agent and in combination

ÅIncreased drug exposure associated with 
higher efficacy in preclinical models

ÅELX-02 subcutaneous formulation suitable for 
inhalation administration

ÅInhaled therapy is standard of care for CF

ï Tobramycin, aztreonam, dornase alfa

46,300

Plasma

7,540,000

Lung

+16,185%
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RMA Preclinical 
programs: 
RDEB/JEB, 
CF and FAP
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TURBO-ZMÊ: Applying macrolide SAR to RMA design

TURBO-ZMÊ (TUning the RiBOsome with Zikani Molecules) 
platform has potential to fully unlock macrolide activity

Optimize for:

ÅReadthrough

ÅProtein translation inhibition

Interact with the 

peptide sequence

Modulate:

ÅPK

ÅSafety: cardiac, liver

ÅOral bioavailability

RMA core required 

for ribosomal bindingA

B C
D

F
E

TURBO-ZM

Essential for 
ribosomal binding

Modulate cytoplasm and 
mitochondrial ribosome 
binding activity
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Zikani RMA Library (2000+)

Growing library of RMAs with drug-like properties


