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Forward -Looking
Statement

This presentation (the ƠPresentationơ) has been prepared by Spexis AG (Ơthe Companyơ and together with its subsidiary, Ơweơ, Ơusơ or the ƠGroupơ) solely 
for informational purposes. 

Certain statements in this Presentation are forward -looking statements, beliefs or opinions, including statements relating to, a mong other things, the 
Company's business, financial condition, future performance, results of operation, potential new market opportunities, growth strategies, and expected 
growth in the markets in which the Group operates. In some cases, these forward -looking statements may be identified by the use of forward -looking 
terminology, including the terms Ơtargetsơ, Ơplansơ, Ơbelievesơ, Ơestimatesơ, Ơanticipatesơ, Ơ expectsơ, Ơintendsơ, Ơmayơ, Ơwillơ or Ơshouldơ or, in each case, 
their negative or other variations or similar expressions. By their nature, forward -looking statements involve a number of risks , uncertainties and 
assumptions that could cause actual results or events to differ materially from those expressed or implied by the forward -looking statements. These 
risks, uncertainties and assumptions could adversely affect the outcome and financial consequences of the plans and events de scr ibed herein. Actual 
results may differ materially from those set forth in the forward -looking statements as a result of various factors (including, but not limited to, future 
global economic conditions, changed market conditions, intense competition in the markets in which the Group operates, costs of compliance with 
applicable laws, regulations and standards, diverse political, legal, economic and other conditions affecting the Groupƞs market s, and other factors 
beyond the control of the Group). Neither the Company nor any of its respective directors, officers, employees, agents, affil iates, advisors or any other 
person is under any obligation to update or revise any forward -looking statements, whether as a result of new information, futur e events or otherwise. 
You should not place undue reliance on forward -looking statements, which speak of the date of this Presentation. Statements cont ained in this 
Presentation regarding past trends or events should not be taken as a representation that such trends or events will continue in the future. Some of the 
information presented herein is based on statements by third parties, and no representation or warranty, express or implied, is made as to, and no 
reliance should be placed on, the fairness, accuracy, completeness or correctness of this information or any other informatio n or opinions contained 
herein, for any purpose whatsoever.
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Spexis AG
(SIX:SPEX)

Life-Changing 
Macrocycle 
Therapeutics for 
Rare Disease & 
Oncology Patients

Balixafortide :
ÅBest -in-class CXCR4i
Å8 clinical trials in >500 

subjects to date 
ÅNow under P1b/2a 

development for 
pancreatic cancer

Inhaled Murepavadin:
ÅNovel OMPTA -antibiotic
Å9 i.v. clinical trials in

~290 subjects to date
ÅPositive P1 CF trial data

reported in Jan 2023

Excellent value growth potential :
ÅAssets highly de-risked
ÅMultiple clinical shots -on-goal
ÅCutting -edge macrocycle platform
ÅStrong PoC data generated on macrocycle drug conjugate (MDC) & 

macrocycle radio -conjugate (MRC) as next -gen alternative to ADCs

Macrocycle focus:
Å Extensive macrocycle platform with both peptidic & non-peptidic libraries
Å 20+ years leadership in fully synthetic macrocycle chemistry enabling 

unparalleled flexibility & optimizability of macrocycle -conjugates
Å 3 in-house macrocycle products taken into clinical thus far , two through P3
Å Significant radioconjugate & drug conjugate potential

Lonodelestat :
ÅBest -in-class neutrophil 

elastase inhibitor
ÅPhase 2 ready

IMI ƛInnovative Medicines Initiative (EU research initiative)
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Most therapeutics are either:

The Spexis 
Story:
~20 Years & $400M 
Invested in 
Developing & 
Validating World -
Class Macrocycle 
Libraries & Products

Small Molecules

~90% of drugs
Potent but inflexible

Biologics

e.g. vaccines, antibodies
Difficult to scale, modify

100 ƛ500 molecular weight
Small Molecules

10k ƛ200k molecular weight
Biologics

Macrocycles possess advantages of BOTH classes:

ÅCan hit difficult drug targets inside & outside cells

ÅUnique drug -like profiles: favorable PK/PD, oral bioavailability, good 
stability & cell permeability

Thanatins Balixafortide
Example Spexis 

Macrocycles
500 -2ƞ000 MW

Lonodelestat

Acquired by P3 Trial, licensed by P2-ready

Murepavadin

P3 Trial
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Pharma Interest in Macrocycles is Increasing: 
Spexis is Uniquely Positioned to Take Advantage

2023
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Spexis Pipeline: Robust, Late -Stage, De -Risked, Validated
Potential for Significant Near -Term Value Generation

Program Research Preclinical Phase 1 Phase 2 Phase 3 Partnership / Funding

Oncology/
Rare Disease

Balixafortide

Neutrophil 
Elastase 
Inhibition

Lonodelestat

Cystic 
Fibrosis & 
nCFBE

Murepavadin IV

Murepavadin Inhaled

Macrocycle 
platform

Pancreatic ductal adenocarcinoma
(PDAC)

Anti -infective program (CARB -X 
sponsored), acq by Basilea

Macrocycle -Drug Conjugates ( MDCs)
Macrocycle -Radio Conjugates (MRCs)

nCFBE 

Multiple respiratory indications

CF ƛcystic fibrosis; nCFBE ƛnon-CF bronchiectasis

Potential in priority AMR indications
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Spexis Macrocycles:
Validated Clinically & Via Partnerships

ÅPEMFinder ®: Highly diverse & well -characterized bioactive peptide library (~30k)

ÅMacroFinder ®: Scaffold -rich small molecule -like macrocycle library (~20k)

Å25 yrs & >$400M R&D investment to date

Compound (aa) Indication Target family Stage Partner

Balixafortide (16) Oncology GPCR; CXCR4 P3

Murepavadin (14) Antibiotic b-barrel protein P1 completed

Lonodelestat (13) CF; NCFB Serine protease P1 completed

Thanatin analogues Antibiotic b-barrel protein Preclinical

SPX6926/7174 (6) Oncology GPCR; CXC-CK Preclinical

SPX7200/7178 (16) Conf. GPCR Preclinical

SPX7085/7172 (6) Oncology GPCR; chemokine Preclinical
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Spexisƞ 
Macrocycles
Validated on 
Many Target 
Classes

Å PEMFinder ®: Highly diverse & well -characterized bioactive peptide 
library (~30k)

Å MacroFinder ®: Scaffold -rich small molecule -like library (~20k)

Target Family List Screened for PEMFinder / Macrofinder :

1. GPCRs: CXCR4 [1][2]; CXCR7[3]; CCR10[4]; FPR1[5] (there is 
published material for all of them); others

2. Enzymes: Serine proteases: human Neutrophil elastase (HNE)[1]; 
Cathepsin G; Tryptase; others. Cystein proteases: Caspase 1

3. -̡Barrel proteins (Gram -negatives): BamA[6]; LptD /E[7]; LptA [8]

4. LRPs (low -density lipoprotein receptors) 

5. Checkpoint inhibitors

6. Integrins

7. Receptor tyrosine kinases

Refs. [1]  A. Luther et al. Curr. Opin. Chem. Biol. 2017, 38 :45-51 ; Review; [2]  S. J. DeMarco et al. Bioorg . Med.Chem. 
2006, 14, 8396 -8404; [3]  A. K. Azab et al. Blood 2014, 124, 1905 -1914;  [4] F. Daubeuf et al. Resp. Res. 2025, 16:77; [5] Q. 
Zhang et al. Nature, 2010, 484, 104 -107; [6] A. Luther et al. Nature 2019, 576, 452 -458;  [7] N. Srinivas et al. Science 2010, 
327, 1010-1013; [8] M. Schuster et al. Sci. Adv. 2023, 9, eadg 3683 
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Spexis vs
Macrocycle 
Competitors

ÅSpexis is not the only company pursuing macrocycle -conjugation 
approaches but a ll macrocycles are not created equal

ÅModern macrocycles are engineered by either biosynthetic or fully 
synthetic chemistry -based approaches

ÅCompetitive MDC programs largely use biosynthesis

ÅFor engineering drug conjugates, fully synthetic chemistry has 
critical advantages

ÅBiosynthetic hits often very hydrophobic, large macrocyclic 
peptides with limited optimization potential (low cell 
permeability & limited oral bioavailability)

ÅSynthetic chemistry enables smaller, more optimizable hits

ÅSpexis has 25+ years experience in macrocycle synthetic 
chemistry, with multiple macrocyclic clinical candidates advanced 
through P3 trials


