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1. AcexHealth helps s tart-ups  avoid making critical errors in the early s tages of
development from which it could be difficult or impos s ible to recover.

2. AcexHealth focus es on making s tart-ups  more inves table through a thorough
as s es s ment and development of s trategies in areas critical to s ucces s in the
health technology s pace (bus ines s model, regulatory, development s trategy, 
indication for us e, ...

1. Mentors from the US and acros s the EU are s elected whos e experience and 
expertis e match the s tart-up’s technology (Biotech, Medtech, digital Health, …) 
and bus ines s area to be addres s ed (Strategy, Development, Regulatory, IP , …).

AcexHealth Mission
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Module 3 -Regulatory
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Transforming Andalusian Startups into successful 
enterprises

Some of our 10+ SMEs  
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K-VAX
Vaccine against invasive infections by K. pneumoniae

Vaxdyn is developing a new drug entity within the vaccines class, for global distribution beginning with EMA approval

K-Vax – inactivated recombinant 
endotoxin-free whole-cell vaccine for 
prevention of invasive infections by 
Klebsiella pneumoniaeCONFIDENTIALAND TRADESECRETS
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1. INTRODUCTION OF VAXDYN’S  TECHNOLOGY & K-VAX
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1. INTRODUCTION OF VAXDYN’S  TECHNOLOGY & K-VAX

Mode of action of K-Vax

Clinical s trategy: vaccination of high-ris k groups  for rais ing immunity preventing invas ive K. 
pneumoniae infections
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2. REGULATORY ACTIONS
Current s tage of the project: preclinical s tage

Initiation Firs t in Human trial

Regulatory actions :

• Vaxdyn & CARB-X had a regulatory (pre-s cientific advice) meeting with the Paul-Erlich Ins titute (PEI) o

PEI team led by Volker Öppling (QC & As s es s ment of Human Vaccines at EMA, Senior Expert at PEI)

Vaxdyn expos ition as s is ted by Biopharma Excellence by Pharmalex (Munich, GER)

• The meeting provided endors ement of Vaxdyn’s s trategy and valuable input from regulators

Topis  dis cus s ed: Non-clinical PoC; CMC-manufacturing plan; Clinical plan

The PEI acknowledged the novel and innovative character of the Acinetobacter platform technology. It further
encouraged Vaxdyn to reques t a formal Scientific Advice
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K-Vax : 1 vaccine for the 2 profiles  demanded by the WHO

The solution : Klebsiella vaccine

Prevention of 80K neonatal 
deaths & 400K neonatal sepsis1

1. Prevention of neonatal sepsis 
by Klebsiella pneumoniae

2. Prevention of disease by 
Klebsiella pneumoniae in adult 

population at risk
Prevention of 320K deaths & 14M 

DALYs2

2. Kim et al. 2023 (Global and regional burden of attributable and as s ociated bacterial antimicrobial res is tance avertable by vaccination: modelling s tudy” BMJ  Glob Health 2023;8:e011341.

1. Kumar et al. 2023 Global, regional, and national es timates  of the impact of a maternal Klebs iella pneumoniae vaccine: A Bayes ian modeling analys is . PLoS Med 20(5): e1004239.

Global Market $6 billion by 20353,4

3. Spellberg & Rex 2013.  The value of s ingle-pathogen antibacterial agents . Nat Rev Drug Dis cov. 12(12):963

4. Globaldata & Avance Market analys es  2023
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1. INTRODUCTION OF LENTISTEM’S TECHNOLOGIES

LentiStem is R&D company focused on immunogenetherapy to provide the optimal activity control of 
living drugs such as CAR-T cells

The product: iTRUCKs19.18 that are CAR-T cells
generated by the co-transduction of two different
Lentiviral vectors: one LV for expressing the CAR
against CD19 antigen and a second for externally
control of the expression of IL18.

The product: AWARI CAR-T cells against R/R
CD19+ tumors whose CAR expression
mimics a more physiological behavior in
order to provide a more controlled and less
exhausted product.
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TCR-like platform: AWARI CAR-T cells for R/R CD19+ tumors

Regulatory preclinical phase (on -going)
• Production of 3 batches of AWARI CAR-T 

cells under GMP conditions
• Manufactured GMP-grade LVs.
• Current in vitro evaluation of the best type of 

CD19+ tumor (density, LLC, LL-B, NHL, 
Burkitt’s) as candidate for AWARI treatment 
vs ARI-0001 treatment.

Evaluation of safety/efficacy on a Phase I/II Clinical Trial
• Patients that do not fulfil commercial CAR -T criteria 

under Refractory/relapse CD19+ disease.
• Evaluation over 20 patients with dose scalation in a 

cohort of 3+3 patients.
• Data comparison with published data from ARI -0001 

clinical trial.

This product will be evaluated in an independent PUBLIC CLINICAL TRIAL by the Instituto de Salud 
Carlos III (ICI22/00015). Principal Investigator: Dra. Concha Herrera, Hospital Universitario Reina 

Sofía (Córdoba)

If data comparison is positive (equal 
efficacy and lower side effects or superior 
efficacy and equal side effects)

• We would like to propos e a in human 
comparis on of ARI-0001 vs  AWARI 

2. REGULATORY ACTIONS

• Q: Is it OK to compare ARI-
0001 (hospital exemption)
vs AWARI?



CONFIDENTIALAND TRADESECRETS
The information included in this file is intended exclusively for its addressee. It contains information that is CONFIDENTIALand protected by a professional privilege or
whose disclosure is prohibited by law. If this file has been received in error, you should know that it is forbidden to read, copy or use it. It is also prohibited to send this
file to third parties without expressed authorization by the sender.

Lent-On-Plus® for controlled TRUCKs releasing IL-18

2. REGULATORY ACTIONS

• IL-18 regulation in vitro and in vivo
• Controlled activation state on T  cells
• IL-18-dependent macrophages polarization
• Controlled cytotoxicity in aggres s ive tumor cells

Ready to start with regulatory preclinical 
evaluation against aggressive R/R CD19+ 
lymphomas with tumor microenviroment .
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3. Regulatory questions intro-Lent-On-Plus® platform: iTRUCKS19.18

ADVANTAGES OF LOP
• Minimal dosis of antibiotic (in vitro: picogram/ml, lower to exert an effect as  antibiotic; in vivo: 100 

ng/ml dis s olved in orally water).
• Absence of transactivators (current ab s ys tems us e trans activators and exert s evere cellular toxicity)

Experimental design for Ab-inducible TRUCKs19.18 dose in humans
-Anti -CD19-CAR is going to be expres s ed always in the membrane Loss of CD19+ cells in blood
-Effect as  antibiotic?         Evaluation of microbiota in fecal material. 
-Effect as an inductor?        Detection of secreted IL18 in blood.

The product : thes e iTRUCKs 19.18 are CAR-T cells generated by the co-trans duction
of two different Lentiviral vectors : one LV for expres s ing the CAR agains t CD19
antigen and a s econd for externally control of the expres s ion of IL18 after minimal
dos e of antibiotic under clinician criteria.

Selection criteria of patients : R/R patients low expres s ion of CD19 and aggres s ive
lymphoma.



• Possible Problem I: the CAR-T cell product is generated with two LVs.
• BUT: IL-18 exert its effect independently of the CAR: BENEFITIAL

bystander effect .

• Q: Is it OKto use two lentivirus to generate the CAR-T?

• Possible Problem II: the inductor is antibiotic
• BUT the system is extremely sensitive to AB.
• Which is the best administration route in humans?

• We have determined that the minimal amount of Ab provided orally was 100ng/ml in
mice, sufficient to achieve expression.

• Q: Does the EMA agrees that our phase I/II trial design is aligned with EMA’s evidence
generation standards? Should we ask at academia@ema.Europe.eu? A Scientific
Advice Meeting for SME?

3. Regulatory ques tions  for Lent-On-Plus ®  platform in clinical trials : 
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AEMPS vs EMA?
Phase I in Spain



CONFIDENTIALAND TRADESECRETS
The information included in this file is intended exclusively for its addressee. It contains information that is CONFIDENTIALand protected by a professional privilege or
whose disclosure is prohibited by law. If this file has been received in error, you should know that it is forbidden to read, copy or use it. It is also prohibited to send this
file to third parties without expressed authorization by the sender.

1. INTRODUCTION OF OLAVIDE NEURON TX & ONESTX-1
Biotechnology company dedicated to the development of drugs that delay aging and cognitive decline 
for patients affected by neurodegenerative diseases

ONESTX-1 is a steroid sulfatase inhibitor that was tested as investigational product (Phase II) for
oncological indications in the past by Pharma, showing an excellent safety profile in daily
administration for 6 months protocols .

Relevantpreclinical and CMC development has been transferred to ONESTXfrom previous sponsor

The IVD company Biomedal SL became Seed Capital investor in 2022 to boost the project to clinical
development.

ONESTX-1: A Novel mechanism of action, first -in-class drug for Neurodegenerative Diseases

✔Anti-aging effect in C. elegans (increas es lifes pan).

✔Anti-aging effect in mice (improves memory in old mice).

✔Prevents protein aggregation in brain in both models (mice and C. elegans )

✔Ameliorates cognitive s ymptoms (pas s ive avoidance tes t) and plaque formation in a mammalian model of AD.

✔Induces  neurogenic activity in old brains . 

Available in their publication at Nature Communications :

Perez-J iménez et al. (2021) and unpublis hed res ults
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1. INTRODUCTION OF ONESTX-1 PROJECT
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1. INTRODUCTION OF ONESTX-1 PROJECT

Previous sponsor provided a letter granting a right of reference to the IMPD associated with any
clinical trials, marketing authorisathion applications and/or certificate of pharmaceutical product
related to the compound

ONESTX-1 TPP version 1.0 summary



CONFIDENTIALAND TRADESECRETS
The information included in this file is intended exclusively for its addressee. It contains information that is CONFIDENTIALand protected by a professional privilege or
whose disclosure is prohibited by law. If this file has been received in error, you should know that it is forbidden to read, copy or use it. It is also prohibited to send this
file to third parties without expressed authorization by the sender.

2. REGULATORY ACTIONS-PHASE Ib/IIa PREPARATION, INITIAL SITUATION:

Q:EMA vs AEMPS?

Q: Requirements for a new indication phase II product?
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3. ONESTX-1 Safe treatement in humans:

• Pre-clinical dossier supported non -toxic and safety profile of ONESTX-1 – all 
relevant information from previous sponsor is provided to ONESTX

• In the past, 7 previous clinical trials showed the high safety profile of this small 
molecule in oral treatment at daily doses from 1 mg to 80 mg 

• The investigational drug for these indications was withdrawn by the previous 
sponsor due to slight insufficient improvement over the currently approved 
standard treatment. 

References: Stanway et al. 2006; Coombes et al. 2013; Parra-Guillén et al. 2014; 
Pautier et al. 2017;  Palmieri et al 2017(a); Palmieri et al. 2017(b).

Identifier Phase Condition Time frame Dose Enrollment Status

NCT00790374 I Prostate cancer 28 d / daily / o.a. 20 mg, 40 mg, 60 mg 17 Completed

NCT01840488 I Breast cancer ≥ 7 d / daily / o.a. 1 mg, 5 mg, 20 mg, 40 mg, 80 
mg 50 Completed

NCT01785992 II Breast cancer ~ 6 m / daily / o.a. 40 mg 27 Completed

NCT01230970 II Breast cancer 14 d / daily / o.a. 40 mg 2 Terminated

NCT01662726 II Breast neoplasms ≥ 2 w / daily / o.a. 40 mg 13 Terminated

NCT00910091 II Endometrial cancer 26 w / daily / o.a 40 mg 73 Completed

NCT01251354 II Endometrial cancer ≥ 12 w / daily / o.a 40 mg 6 Terminated

A representative group of TReatment Adverse Events (TRAEs) 
are indicated in the table aside, in this study (NCT00910091) 
compared to the clinical pre-studied dose 40 mg.

The most common event in oncological patients were 
mild/moderate dry skin and asthenia

Results from NCT00910091 (Pautier et al. 2017)
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1. INTRODUCTION OF BIOMIMETIC MAGNETOLIPOSOMES
Synthesis of doxorubicin-functionalized biomimetic -magnetoliposomes as drug delivery systems in 
vitro and in vivo

Inves tigated the properties  of a 
s ys tem bas ed on BMNPs  
enveloped in lipos omes , the s o 
called magnetolipos omes  (LP-
BMNPs ), functionalized with the 
chemotherapeutic drug 
doxorubicin (DOXO) and the 
ability to res pond to a gradient 
magnetic field (GMF) in vitro and 
in vivo.

Suitability of the LP-BMNPs  as  magnetic nanocarriers  for local
targeted chemotherapy and for future agents  for hyperthermia and 
photothermia paving the way for the development of powerful promis ing 
approaches  for cancer therapy s ugges ting a tumour multiple attack by 
different combined s trategies .

Scientific Guidelines  on nanomedicines  
Scientific Guidelines  on lipos omal 
products

Q: Thes e guidelines ? 
Q: Something s pecific for magnetics ?

academia@ ema.europa.es  

https://www.ema.europa.eu/en/human-regulatory/research-development/scientific-guidelines/multidisciplinary/multidisciplinary-nanomedicines
https://www.ema.europa.eu/en/data-requirements-intravenous-liposomal-products-developed-reference-innovator-liposomal-product
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1. Intermediate advice service between SME and ITF

2. More integration (whenever is possible) between EMA and FDA in early phase 
clinical trials (Pre -IND meetings & EMA Scientific Advice) because parallel Scientific 
Advice meetings are more appropriate when the product is more advance.

3. More trainings in You Tube. 

4. Need Small and Medium Size Enterprise Status at EMA for IVD/MDR 
https://www.ema.europa.eu/en/human -regulatory/overview/support -smes

5. Q-sub MDR (similar to FDA)

3. Regulatory petitions: 

https://www.ema.europa.eu/en/human-regulatory/overview/support-smes
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