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Refined pre-clinical models & imaging

Background In vitro Preparation of CER-001 and Cargomer® complexes with Paclitaxel or . Tumor volume / groups
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consist of rhApoA-l and a controlled lipid composition . o Days post-induction &
Cerenis’ rhApoA-I| pre-[3 discoidal HDL mimetic, CER-001, loaded with 3°Zr is currently : — CERPACLIT4 | |
evaluated for tumor imaging in a phase Il clinical trial, TARGET, in esophageal cancer patients; s T Paci - L Figure 3: Tumor growth inhibition following CER-001/Paclitaxel treatment. Tumors were palpable
oreliminary data analysis shows 8Zr accumulation in the tumor by PET/CT imaging(®. CER-001 s lllllllllll = and measurable in all animals at day 15 and reached a volume of 50-100 mm3 around day 20. Treatment
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is also evaluated in a phase 3 clinical trial, TANGO, in patients with genetic HDL deficiencies.

.} Bioactive molecule Tumorde TAM I E f”‘% ceroo1 " -] H _ Chol-cp6 — CER-001 with paclitaxel at the dose of 10mg/kg and a ratio of 1:3 ApoA-1:Paclitaxel
o e 1. Functonsizedin v ak 5 Time i * ’ | *rhApoA-l shows a therapeutic activity as potent as Abraxane® with tumor regression
Gumor antigen, 4 - ) Figure 2: Analysis by Gel permeation | observed in all mice. Body weight evolution was similar in all groups.
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Tumor specific CD4+/CD8+ Sphingomyelin/Paclitaxel at the ratio 1/2.7/97/3. C: CER-001 particles have been loaded with modified ~ = >
T lymphocyte response cholesterol-conjugated siRNA targeting oncogenic KRASG12D at ratio 1:1 ApoA1l:Chol-siRNA KRASG12D. D, E: : E’ 40- A A
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- Cargomer® chol-KRAS®'?P alone and CER-001 alone, respectively. F: Cargomer®, containing sphingomyelin, loaded with “ %’
(Lipid-poor apoA-l, few nm size) | modified cholesterol-conjugated CpG. G, H: Chol-CpG alone, Chol-CpG mixed with rhApoA-1 without o X 204 . A
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Figure 1: CER-001 and Cargomer® are HDL mimetics. — rhApoA-1 CER-001, a discoidal HDL mimetic can be easily complexed with apolar molecules
Those HDL nanoparticles are fully biocompatible and able to carry bioactive molecules to selectively bring such as paclitaxel, a cancer cytotoxic drug, or cholesterol-conjugated siRNA. Figure 4. A: tumor weight at day 57, B: Paclitaxel contained in tumor.
them to tumor. — Multimeric ApoA-1, Cargomer®, can be easily complexed with cholesterol-conjugated
Objectives oligonucleotides such as CpG. Day D25 D57 D57
* Assess the capacity of Cerenis tumor-targeted delivery HDL mimetic platform to ] . ] ] ] . Groups Tumor vol. (mm3) pat“.’:;:?;(:: ;;:'i:'or
accommodate multiple cargos as cytotoxic drugs and oligonucleotides as small interfering In Vivo efficacy of CER-001/Paclitaxel nanoparticles in an orthotopic human Vehicle 150 264 15
(si)RNA targeting oncogenes, or immuno-stimulating oligos targeting Toll-like receptor 9. breast cancer Tumor model Abraxane® 143 105 )3 5
* Assess the delivery efficiency by the most advanced Cerenis’ drug delivery technology, CER- CER-001/Paclitaxel 143 T 317
001, of its cargo to tumor in vivo. N b of Dose of Paclitaxel
] animals Treatment group (me/ke) Route / Frequency Table 2: Delivery efficiency. The dosage of Paclitaxel in tumor tissue
D95|gn was performed 24h post last treatment dose.
* Production of HDL mimetic nanoparticle complexes consisting in CER-001 loaded with 1 10 Vehicle 0 IV / Daily for 5 consecutive days, then : . . : : : : .
. . . . 2 10 Abraxane® 10 , ’ ’ — Delivery efficiency of paclitaxel by CER-001/Paclitaxel nanoparticles in tumor in vivo
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(KRAS®12D) through a proprietary manufacturing process. Table 1: Study design. Conclusion
 Production of an innovative multimeric rhApoA-1 lipid-poor particles, Cargomer®, loaded Female NOD-SCID mice were xenografted in the mammary fat pad with 2x106 MDA-MB-231 cells, a human - : : : : :
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24H after last treatment administration. Tumor growth and body weight were monitored during the full course can accommodate multiple cargos including cytotoxic cancer drugs as Paclitaxel or
proc-ess. _ . . . of the experiment. Tumors were harvested at euthanasia. Placlitaxel content in tumors was measured by oligonucleotides targeting oncogenic and immunogenic pathways as SiRNA or
* In vivo treatment with CER-001/Paclitaxel of tumor-bearing mice and measurement of HPLC/UV. antisense DNA and CpG, respectively
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delivery efficiency to tumor compared to positive control paclitaxel protein-bound

. — CER-001-Paclitaxel is at least as efficacious as Abraxane® nanoparticles to deliver and
nanoparticles (Abraxane®).

treat tumor-bearing mice.
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