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o ERFSHER

Cold Spring Harbor Laboratory meeting/ Nucleic Acid Therapies 2021 (Virtual)
Date : March 26, 2021

Presenter : Yoshikazu Nakamura, CEO of RIBOMIC Inc.

o TAFASR
> Science Translational Medicine 8#
;w44 : RNA aptamer restores defective bone growth in FGFR3-related
skeletal dysplasia

> PNAS 1§53

sm> %4 : Nucleic acid ligands act as a PAM and agonist depending on
the intrinsic ligand binding state of P2RY2

> Nucleic Acids Research 5 - S
swx % . RaptRanker: in silico RNA aptamer selection from HT-SELEX
experiment based on local sequence and structure information RIB M) MIC
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® JPEINH> - ANIWVARTT - h>T7L>X 2021 (Virtual)
Date: January 12, 2021
Presenter: Yoshikazu Nakamura, CEO of RIBOMIC Inc.

39TH ANNUAL J.P. MORGAN

HEALTHCARE CONFERENCE

January 11-14, 2021 « Virtual
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RBM-010 ADAMTS5 R RIRIIE I
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ZHBNNEHEME AL (Wet AMD)

il BEW (HFA)
MBIRD T (Ca> DAMIERE(CE U EME (C & DIBENEE SN DEE
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MEF4E%ZAE T S VEGFEERIDEFARLEST : Lucentis®, Eylea ®, Avastin ® etc.

R aREOBE

o BEDIBEENEDET. HVCBEES. 2ERZEREDMET L. RAONBELTS
(BMEEER) TiZAIR

- HBRREPDOFIERZRL (FRHMEAL) DNBERDIRE EIRDM, JBEFEMNR

- BHI1LIDOEREK (BHFA) IS EFEZTERL

l\m&( 5

|E[ (L ]

T Ophthalmology

= 5

g - 2013; 120: 2292-99

-i>< o

E 5

T ° *Rofagha et al. Ophthamology 120:2292-99 (2013)

aTJ’ 15 ESBICURI VI TER
3]
N 0



17

Phase 2 (TOFU) 5%
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Phase 2
KEA 9 JBERH 1 b

HVEGF&EREDI Ddwet AMD :
1) HFIVEGFEN'Z=IN LR\ (non- or poor-responders)

Phase 1/2a
2) OCT (T 5#EsRT) RE(C K DHEIRENED S IEN RSN/

ARRSTE | mpeignsme
1REREEY : 81 (27 per arm x 3 arms)

Ay Arm 1: RBM-007E8##%5
BT YA > Arm 2: RBM-007 + Eylea® (Aflibercept) #tFi%sS
Arm 3: Eylea® (Aflibercept) &5
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RIBOMIC USA #CEO

“l'm pleased to have joined Ribomic line., USA as the new CEO and impressed to
see what a competent team the company has assembled and the

strong pipeline they are building. 1 believe the company has a tremendous
growth potential. The clinical stage molecule RBM-00F7, an anti-FGi-

2 aptamer, could be a game changer in the treatiment of WAMD and other
retinal diseases and ( Look forward to leveraging my experience

to successfully complete the on-going P2 studies and position the wmolecule for
attractive partnerships.”

BEERTF — A ERNIZ) AT S5+ > %&FDRIBOMIC USADCEOICHETSE. ELBLET .,
RBM-007(3wet AMDEREDT — AF T 2w — EIRD EMR U THE D, P2BERERNNE TIREEARTFRIE
S EDIREEEDHFT T,

Padma Bezwada, Ph.D.
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GlobeNewswire

LiJELVEINSIGHT

Age-related Macular Degeneration Pipeline

Analysis of 70+ Key Companies and 70+ Key Drug Company Clinical |MoA ROA Expected
Therapeutic Products Phase Launch
. - RBM-007 Injectable |Ribomic USA Inc Il Fibroblast growth factor inhibitors Intravitreal|NA
Delvelnsight anticipates the launch of ABP 938, KSI-301, OPT-302, and RGX- Soluti
314 in the Age-related Macular Degeneration Pipeline as the QiStion
most promising therapies. Faricimab Roche 1 Vascular endothelial growth factor A IntravitrealNA
inhibitors
March 09, 202120:20 ET | Source: Delvelnsight Business Research LLP N N
OpRegen Lineage Cell 1/l Cell replacements Intravitreal|NA
Therapeutics
KSI 301 Kodiak Sciences |Il/ll Vascular endothelial growth factors Intravitreal|NA
f Los Angeles, USA , March 09, 2021 (GLOBE NEWSWIRE) -- Age-related Macular Degeneration inhibitors
v ipeli Iysis of 70+ Key € i A e IABP 938 Amgen 1 \Vascular endothelial growth factor A IntravitrealNA
in Delvelnsight anticipates the launch of ABP 938, KSI-301, OPT-302, and RGX-314 in the Age-related inhibitors
= Macular Degeneration Pipeline as the most promising therapies. ADVM-022 Adverum | Vascular endothelial growth factor A IntravitrealNA
i . e . . Biotechnologies inhibitors
Delvelnsight's Age-related Macular D (AMD)_Pipeline Insights report pi d a
comprehensive outlook of the pipeline therapies that are in different clinical and preclinical stages SCT510A Sinocelltech PreclinicallVascular endothelial 9 rowth factor A IntravitrealNA
inhibitors
GB-102 Graybug Vision I Vascular endothelial growth factor Intravitreal|NA
receptor-1 antagonists

* Delvelnsight Business Research LLP (https://www.globenewswire.com/news-release/2021/03/10/2190007/0/en/Age-related-Macular- Y\
Degeneration-Pipeline-Analysis-of-70-Key-Companies-and-70-Key-Therapeutic-Products.html)
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IEEAZAE (ACH, Achondroplasia)
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* Analyst Report of Fair Research Inc., June 2020
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SCIENCE TRANSLATIONAL MEDICINE | RESEARCH ARTICLE

BONE Copyright © 2021
N The Authors, some
An RNA aptamer restores defective bone growth rhs et
exclusive licensee
in FGFR3-related skeletal dysplasia in mice American Assoiaon
for the Advancement
Takeshi Kimura'?, Michaela Bosakova?**!, Yosuke Nonaka®!, Eva Hruba® Kie Yasuda’, ::::;3 : claim
Satoshi Futakawa®, Takuo Kubota', Bohumil Fafilek®**, Tomas Gregor*, Sara P. Abraham?, Government Works
Regina Ikova®?, Silvie Belask 3, Martin Pesl>*%, Fabiana Csukasi”, Ivan Duran’?
Masatoshi Fujiwara®, Michaela Kavkova®, Tomas Zikmund®, Josef Kaiser®, Marcela Buchtova*'°,
Deborah Krakow?, Yoshik ! 311% Keiichi Ozono'*, Pavel Krejci?>**

Achondroplasia is the most prevalent genetic form of dwarfism in humans and is caused by activating mutations in
FGFR3 tyrosine kinase. The clinical need for a safe and effective inhibitor of FGFR3 is unmet, leaving achondroplasia

currently incurable. Here, we evaluated RBM-007, an RNA ap p di dto ize the FGFR3
ligand FGF2, for its activity against FGFR3. In cultured rat chondrocytes or mouse embryonal tibia organ culture,
RBM-007 rescued the proli ion arrest, d dation of cartilagil extracellular matrix, premature senescence,

and impaired hypertrophlc differentiation Induced by FGFR3 signaling. In cartilage xenografts derived from induced
pluripotent stem cells from individuals with achondroplasia, RBM-007 rescued impaired chondrocyte differentiation

and ion. When deli d by subc injection, RBM-007 restored defective skeletal growth in a

mouse model of achondroplasia. We thus d aligand-trap concept of targeting the cartilage FGFR3 and

deli ap ial th ic approach for achondroplasia and other FGFR3-related skeletal dysplasias.

INTRODUCTION cytokme/slgnal transducer and activator of transcription (STAT)

Achondroplasia (ACH) is the most common dwarfism in humans,
occurring in between 1:15,000 and 1:40,000 live births (1). ACH is
caused by mutations in the FGFR3 gene, which encodes a transmem-
brane receptor tyrosine kinase. Fibroblast growth factor receptor 3
(FGFR3) transduces the communication signals delivered by fibro-
blast growth factors (FGFs) (2). In addition to ACH, activating

and bone morphogenetic protein (BMP) and Hedgehog
signaling (5-7). The complex molecular phenotypes induced by
FGFR3 affect chondrocyte behavior, inducing proliferation arrest,
degradation of cartilaginous extracellular matrix, and premature
senescence. Collectively, these changes lead to disruption of the
growth plate cartilage and defective endochondral ossification (8).

B10'Bewsousios wis//:dny woiy papeojumoq

HAFSHER : Science Translational Medicine 1§&;
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FbEDARIERP S IERE (PAH) & IL-21

]
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4 \ Tiny blood vessels in Lungs A
Normal PA
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- Va '3 e || Acad Sci USA. 112: E2677-86 (2015)
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MEMEREETILY D AR

Normoxm Hx Vehicle Hx Aptamer
50+
o
g g 40
c c
c n
£ %
O 3
=
E % 204 v
g > 10 T
o vy
0 T
LN Normoxia

Anti-mIL-21 aptamer significantly inhibited on smooth muscle in
hypertrophy pulmonary arterial near trachea in PAH mouse model.

[ L2177 57 — (& BB ETREE DI B TR ]

Vehicle  Aptamer
2mg/mL
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COVID-19 T LiamEE

s MIOAMILAE
Remdesivir
- Favipiravir
FF5EE : Vaccines . SRR
Dexamethasone
Baricitinib
Tocilizumab
« MRNADOIF>
Pfizer-BioNtech . ik
Moderna Bamlanivimab
« AAVOOUF> N . .
AstraZeneca 7@%’;’?& : Medicines
Johnson & Johnson ,
Russia's Sputnik V

China's CanSino Biologics
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SARS-CoV-2 Spike (S) Protein

Spike protein
PDB:6CRZ

P THI—IEM: Spike protein subunit’\
(S1, RBD)

VEFB#%E: ACE2 - DIEE/EFIBEE
0\

TMPRSS2

*RBD and ACE2 binding sites / PDB:6VW1
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COVID-19 J’'O0> 1 hNis
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VISION 2025: 5D KRR OIS LABE

e 2021 Phase 2 itER(D52 T & POCEUS
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RIBMIC

URL : https://www.ribomic.com

Contact information

: info@ribomic.com
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