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Disclaimer

By attending the meeting where this presentation is made, or by reading the presentation materials, you agree to be bound by the following limitations:

The information in this presentation has been prepared by representatives of Sirnaomics Ltd. (the “Company”) for use in presentations by the Company

at investor meetings and does not constitute a recommendation regarding the securities of the Company.

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 the information, or opinions contained herein. Neither the Company nor any of the Company's advisors or representatives shall have any

responsibility or liability whatsoever (for negligence or otherwise) for any loss howsoever arising from any use of this presentation or its contents or

otherwise arising in connection with this presentation. The information set out herein may be subject to updating, completion, revision, verification and

amendment and such information may change materially.

This presentation is based on the economic, regulatory, market and other conditions as in effect on the date hereof. It should be understood that

subsequent developments may affect the information contained in this presentation, which neither the Company nor its advisors or representatives are

under an obligation to update, revise or affirm.

The information communicated in this presentation contains certain statements that are or may be forward looking. These statements typically contain

words such as “will”, “expects” and “anticipates” and words of similar import. By their nature forward looking statements involve risk and uncertainty

because they relate to events and depend on circumstances that will occur in the future. Any investment in securities issued by the Company will also

involve certain risks. There may be additional material risks that are currently not considered to be material or of which the Company and its advisors or

representatives are unaware. Against the background of these uncertainties, readers should not rely on these forward-looking statements. The

Company assumes no responsibility to update forward-looking statements or to adapt them to future events or developments.

The securities of the Company have not been and will not be registered under the U.S. Securities Act of 1933, as amended (the “Securities Act”), and

may not be offered, sold or delivered within the United States or to U.S. persons absent registration under or an applicable exemption from the

registration requirements of the Securities Act.

This presentation and the information contained herein do not constitute or form part of any offer for sale or issuance of or solicitation or invitation of any

offer to buy or subscribe for any securities of the Company. This presentation and the information contained herein are strictly confidential, are being

furnished to you solely for your information and may not be reproduced in any form or redistributed in any manner to any other person, in whole or in

part. In particular, neither the information contained in this presentation nor any copy hereof may be, directly or indirectly, taken or transmitted into or

distributed in the United States, Canada, Australia, Japan, Hong Kong or any other jurisdiction which prohibits the same except in compliance with

applicable securities laws. Any failure to comply with this restriction may constitute a violation of U.S. or other national securities laws. No money,

securities or other consideration is being solicited, and, if sent in response to this presentation or the information contained herein, will not be accepted.

No invitation is made by this presentation or the information contained herein to enter into, or offer to enter into, any agreement to purchase, acquire,

dispose of, subscribe for or underwrite any securities or structured products, and no offer is made of any shares in or debentures of a company for

purchase or subscription.

By reviewing this presentation, you are deemed to have represented and agreed that you and any customers you represent are either (a) a “qualified

institutional buyer” (within the meaning of Rule 144A under the Securities Act), or (b) not a U.S. person (as defined in Regulation S under the Securities

Act) and are outside of the United States and not acting for the account or benefit of a U.S. person (as defined in Regulation S under the Securities Act).
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Two Proprietary Delivery Platforms and Therapeutic Areas

GalAhead ™

PDoV-GalNAc ™

GalNAc Platform

(Clinical Candidate)

PNP Platform 

(Clinical Stage)

Cancer Fibrosis Diseases Viral Infections
Liver 

Metabolic

Diseases

NMSC (isSCC, BCC)

Liver Cancer

Lung Cancer

Pancreatic Cancer

Colon Cancer

Skin Scar, Keloid

Liver Fibrosis

Lung Fibrosis

Kidney Fibrosis

Influenza

SARS-CoV2

HBV

HPV

Anti-Coagulant 

LDL Deregulation

High Blood Pressure

Compliment Disease

Vaccine

Neoantigen Vaccine

Protein Replacement

mRNA Antibody

mRNA

RNAi

HKP and HKP(+H) are well suited for siRNA Therapeutics

or mRNA Therapeutics and Vaccine Deliveries

siRNA

CPP

1 2
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Polypeptide Nanoparticle Platform for RNA Delivery

Significant advantages against existing platforms

High delivery 
efficiency

for both local and 
systemic applications

Validated safety High packaging 
efficiency

tested locally in 
human and 

systemically in NHP

>97% loading, can 
carry multiple RNA 

molecules

easy synthesis process, 
no cold chain storage 

required

Simple and stable 
Formulation

siRNA

H3K √

mRNA

H3K4b, 
brunched √ (local)

H3K(H)4b, 
branched √ (systemic) √

➢ Current Clinical Uses: isSCC (Ph IIb), BCC (Ph II), Keloid (Ph 1/2), 
HTS (Ph IIa), liver cancer(basket) (Ph 1), Solid tumors (Ph I)

➢ Planned Clinical Uses: Solid tumors, liver cancer, 
Cholangiocarcinoma, pancreatic cancer, Colorectal Cancer, 
NSCLC, cSCC, lung fibrosis, liver fibrosis, etc. 

✓ Multiple liver 
cell types 
targeted

✓ A wide range of 
organs targeted:

Tumor cells, lung 
cells, and non-
hepatocyte liver cells

✓ Multiple 
administration 
routes:

IV, IT

*The organs shown in the picture are targeted 

ApplicationsHK Peptides

Tumor

Tumor
Liver

Lungs

Pancreas

Ovary

Bladder

Brain

Kidneys

Highly efficient for broad applications using different encapsulating peptides

siRNA is much more than for hepatocytes of the liver
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Backbone PNP delivery platform is a potential game changer
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Candidate Gene Targets Indications
Delivery

Platform

Pre-

clinical 

IND

Enabling
IND Phase I Phase II

Phase 

III
Rights Status

Oncology

STP705 TGF-β1/COX-2 

isSCC

PNP-IT

Global
Communicating with 

FDA re late-stage trial

Global Data readout in Q2 

2023, Communicating 

with FDA re late-

stage trial
BCC Global

STP707 TGF-β1/COX-2 
Multiple solid 

tumors
PNP-IV Global

Interim data released 

in Q4 2022

Three Other Early-Stage Assets PNP Global

Medical 

Aesthetics
STP705 TGF-β1/COX-2 Fat remodeling

PNP

subcutaneous
Global Interim Data readout

Antiviral

STP702 M1/PA Influenza
Airway / PNP-

IV
OL China Continue partnership

RV-17301 SARS-CoV-2
Covid-19 

vaccine

LNP 

Intramuscular
Global IND approved by FDA

GalAhead™

STP122G Factor XI
Anticoagulation / 

Thrombosis

GalAhead™
subcutaneous

Global First Patient In

STP125G ApoC3
Hypertriglycerid

emia
Global IND in 2023

STP144G
Complement 

Factor B

Complement-

mediated 

diseases

Global IND in 2024

Seven Other Early-Stage Assets Global

Prioritized Product Pipeline Advancing Oncology Programs

Note:

1. Research and development conducted by our subsidiary RNAimmune.

Abbreviations: 

isSCC= cutaneous squamous cell carcinoma in situ; BCC= basal cell carcinoma; PNP = our polypeptide nanoparticle (PNP) RNAi delivery platform; PNP-IT = PNP platform formulated for intratumoral administration; PNP-IV = PNP platform formulated for intravenous administration; 

PNP-ID = PNP platform formulated for intradermal administration, GalAhead = our GalNAc RNAi delivery platform that conjugates GalNAc moieties to RNAi triggers; LNP = lipid nanoparticle (LNP) formulation for delivery of mRNA; OL China = out-licensed mainland China, Hong 

Kong, Macau, and Taiwan rights under agreement with Walvax but we retain the rights for rest of the world; 

This study is our first attempt to apply RNAi therapeutic candidates to localized fat remodeling, and this 
development will open up new therapeutic areas for our pipeline in medical aesthetics
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Market Size of Submental Fat Reduction
Global market increases from USD 3.5b in 2022 to USD 9.4b in 2030

- According to Data Bridge Market Research, the size of the global submental fat reduction market is US$3.5 billion in 2022, 

which is estimated to grow at a CAGR of 13.2% to US$9.4 billion in 2030.

- According to Data Bridge Market Research, the size of the submental fat reduction market in North America is US$695.5 million 

in 2022, which is projected to grow at a CAGR of 13.9% to US$1.9 billion in 2030.

- According to a survey of conducted in 2013, the plastic surgeons revealed that liposuction was used in 81% of cases for 

submental fat reduction, followed in popularity by radiofrequency treatment in 7% and laser liposuction in 4%. While liposuction

may provide the most dramatic and reliable treatment result, many patients are reluctant to undergo liposuction because of 

the associated ecchymosis, skin laxity, surgical recovery time, and post‐surgical elevations in blood pressure. 

- Since the approval of non-invasive treatments, such as Kybella, non-invasive procedures are on a dramatic rise. Currently, 

non-invasive procedures play an important role in the submental fat reduction market, and they are projected to gain more 

market share in the future.

Non-invasive market expected to outpace device market

Global market size of submental fat reduction treatment, 2022-2030

CAGR 2022-30E

Total 13.2%
USD billion

3.0

1.61.4

2.1

2023E

2.5
3.6

2.3

1.9

3.9
3.8

2024E

2.3

2.7

5.2

3.2

2025E2022 2026E

4.4

3.3

2027E 2028E

3.9

2029E

4.2

9.4

6.5

2030E

3.5
4.5

5.0
5.7

7.3
8.3

2.7

Market size of non-invasive submental fat reduction

Market size of invasive submental fat reduction

Source：from CIC
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Market potential for different parts of the body

Market for Fat Reduction in Different Parts of Body

Source：Rabin Research Report(n.d.) interview of 1,076 US men and women. Retrieved from https://10xbio.com/wp-content/uploads/2019/05/10xBioNonConfidential51619.pdf
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Interim Data from Phase I 

Clinical Trial of STP705 for 

Medical Aesthetic
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Unexpected Findings in a Clinical Trial of isSCC

Subject 1: Right forearm

Subject 2: Right clavicle

When the world gives you Lemons, make Lemonade!

In the isSCC clinical phase 2a trial we found that at 120µg in the high dose group, 

narrowing of the subcutaneous fat layer and visible adipose tissue necrosis were observed
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STP705 Fat Reduction in a Minipig Model Experiment

STP705 local treatment shows better treatment results and safety (on animal) 

Results
Dosing: 

◼ Once weekly for three weeks 

STP705

Endpoint: 

◼ subcuticular fat measurements

STP705 demonstrated 

significant reduction

in mean subcuticular thickness 

in this POC 

porcine model

p=0.0043 p=0.016

32% 62% 56% 43%

% Reduction as compared to Untreated Day 56
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➢ 3 repeat dose treatment, 1x weekly for 3 Tx

➢ STP705: 60ug, 120ug, 200ug 

➢ Single injection location

➢ N= 3 sites per dose group

➢ 8-week endpoint

➢ Histology

o Subcuticular thickness (superficial fascia)

Study 

Design

➢ STP705 and NS siRNA treatment groups 

reported significant fat reduction as 

compared to untreated group

➢ STP705, 120ug dose group, reported the 

highest amount of subcuticular thickness (to 

superficial fascia) reduction – 62% reduction 

(as compared to Day 56 untreated)

Results
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Control 

group

STP705

Treatment group

Unrelated 

sequences

Control group

STP705 - Fat Remodeling Phase I
Accidental discovery of subcutaneous fat reduction in the treatment of isSCC

STP705 1 dose, Kybella 2 doses, after 56 daysPreclinical: Minipig Model Efficacy Validation

STP705 local treatment shows better treatment results and safety (on animal) 
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Innovative Dual-Targeted RNAi Therapeutics 

COX-2

Proliferation, Survival, Invasion, Angiogenesis, Immune Evasion

TGF-β1

TGF-βrII, TGF- βrI

Cytotoxicity Apoptosis Differentiation Antigen 
Presentation

Immune 
Suppression

Cytotoxicity Lymphocyte 
Infiltration

Selection of “Gate Keeper” Targets

MAPK PI3K Smad2

Smad4

P

Smad3
P

Smad2

TIF1γ

P

Smad3
P

Smad2
P

Smad3
P

Th1 cell CD8 + T cell Treg Dentritic Macrophage NK CAF

Transcriptional regulation

Small independent pathways
Axin Axin

CRE Tcf
Lef

β-
catenin

β-
catenin

β-
catenin

β-
catenin

PKA

AC

GSK3
-β

AKT
GSK-

3β

β-
catenin

𝛼𝑠
PI3K

β
γ

β-
catenin

AR
NR4A2
COX2

c-myc
cyclin D
VEGF 
IL-8 
PPARδ
COX2

cAMP-P

-P

-P

-P

Uniquitin-
dependent 
degradation

EP2

PGE2

Inhibit / suppress 

Promote / induce 

Source: Bai, X., et al. OncoTargets and Therapy, 2019: 12, 9527–9538. Source: Hashemi Goradel N, et al. J Cell Physiol. 2019: 234, 5683-5699.

Mechanism of Action: The mechanism of action for both TGF-β1and COX-2 in tumor biology and fibrotic disease is widely recognized

Drugability: A dual-targeted RNAi drug design inhibits both TGF-β1 and COX-2 simultaneously for high therapeutic potency

Minimize Toxicity: PNP delivery platform enables to create cell- and tissue-selective targeting of the TGF ß1/COX 2 inhibitory activity provided 

by the siRNA therapeutic and avoiding whole body exposure

Drug Formulations: Local formulation STP705 uses HKP, and systemic formulation STP707 uses HKP+H

Key Publication: Simultaneous silencing of TGF-β1 and COX-2 reduces human skin hypertrophic scar through activation of fibroblast apoptosis, 

Lu, Li et al. Oncotarget, 2017 (9)

IP Protection for this Key Asset: Strong intellectual property position

Targeting both TGF-ß1 and COX-2



1212

STP705 Fat Remodeling - Mechanism of Action

TGFβ1 association with obesity

Recent findings on the role of TGFβ1/Smad3 signaling 

in the pathogenesis of obesity and type 2 diabetes have 

underscored its importance in metabolism and 

adiposity. Indeed, elevated TGFβ1 has been previously 

reported in human adipose tissue during morbid 

obesity and diabetic neuropathy.
TGF-b/Smad3 signaling in obesity and diabetes CK Tan et al

COX- 2 association with obesity

COX-2 is the key enzyme in eicosanoid metabolism 

that converts eicosanoids into a number of PGs, 

including PGD2, PGE2, PGF2α, and prostacyclin (PGI2), 

all of which exert diverse hormone-like effects via 

autocrine or paracrine mechanisms. The COX-2 gene 

and immunoreactive proteins have been documented 

to be highly expressed and elevated in adipose tissue 

(AT) under morbid obesity conditions.

COX-2 activation in the epidydimal AT is strongly 

correlated with the development of AT inflammation, 

insulin resistance, and fatty liver in high-fat-diet-

induced obese rats.
Int. J. Mol. Sci. 2019, 20, 3115
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STP705 Fat Remodeling - Protocol and Main Focus

Clinical Protocol:

To evaluate the safety and tolerability of STP705, delivered via subcutaneous injection. STP705 

will be administered to 6 subjects on day 1, 28 and 56. Each subject will be treated with 7 

injection points. The dosing schedule is as follows:

➢ A cohort: STP705 120 μg, 0.5 ml and 1 ml (6 samples each)

➢ B cohort: STP705 240 μg, 0.5 ml and 1 ml (6 samples each)

➢ C cohort: STP705 320 μg, 0.5 ml and 1 ml (6 samples each)

➢ D cohort: Control Group (6 samples each)

Primary Endpoints:

To assess injection comfort, characterize local and systemic safety, and evaluate histological 

changes of subcutaneous doses of STP705, and to compare the safety and tolerability of three 

different concentrations of STP705 to select dosages for future studies

STP705 fat remodeling clinical Phase I in progress
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▪ Study Design 7 Groups:

(i) placebo; (ii) 120ug (0.5mL injection), (iii) 120ug (1.0mL injection), (iv) 240ug (0.5mL 

injection), (v) 240ug (1.0mL injection), (vi) 320ug (0.5mL injection), (vii) 320ug (1.0mL 

injection)

▪ N= 6 subjects; each subject received treatments at different sites highlighted in the groups 

above

▪ Subjects were injected at 1st , 28th and 56th day up to 3 times

▪ Statistical analysis was performed with non-parametric one-way ANOVA using Kruskal-Wallis 

test and Dunn’s multiple comparison test

Data represents draft analysis using the interim analysis table.

Full evaluation by a clinical/biostatistician expert needs to be conducted to verify these results. 

STP705 Fat Remodeling - Histological Scoring

Histological Scoring

No change 0

Mild inflammation/mild fibrosis 1

Lymphocytic infiltrate + hemorrhage 2

Panniculitis + fibrosis 3

Panniculitis with lymphocyte 4

Panniculitis + fat necrosis 5
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Adipose Tissue Comparison

Data represents draft analysis using the interim analysis table.

Full evaluation by a clinical/biostatistician expert needs to be conducted to verify these results. 

Overall Severity Scoring 

320 320
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Treatment vs Control Groups (Changes in Fat Layer)

320 320

Data represents draft analysis using the interim analysis table.

Full evaluation by a clinical/biostatistician expert needs to be conducted to verify these results. 
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Full Speed Ahead - Future Milestones

isSCC late-stage 
clinical trial 

arrangement

KOL Advisory 

Meeting

US FDA Pathway 

Guidance

Confirmatory 

Study

STP705

Preparing Q2 2023 2023-2024

Establishing 
Antibody Combo 
study Protocol

Building Study  

Partnership

US FDA Pathway 
Guidance

Phase II Study 
for First Line 
TreatmentSTP707

Finished Ongoing Preparing 2H 2023

Phase I Study IND 

submission

Phase I Study 

Initiation

Defining Clinical 

Indication
Phase II Study

STP122G

STP144G

STP125G

Finished Q2 2023 2H 2023 2H 2024

STP125G

Phase I Study IND

STP144G

Phase I Study IND

2023 2024

BCC late-stage 
clinical trial 

arrangement

KOL Advisory 

Meeting

US FDA Pathway 

Guidance

Confirmatory 

Study

Q3 2023 Q4 2023 2024

Medical 
aesthetics 
Phase II

Phase I interim 

data readout

US FDA Pathway 

Guidance

Phase II efficacy 
study

Q2 2023 Q3 2023 Q4 2023
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STP705/STP707 - Fat Reduction Mechanism of Action
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RNAi - Great Potential in Fat Remolding Area

03

02

01
Enhance and apply our proprietary delivery platforms to advance the development 

of innovative therapeutic modalities for the treatment of a broad range of disease 

states and strengthen our intellectual property position

Rapidly advance development of our lead product STP705, 

STP707, and STP122G toward market approvals in a broad range 

of indications in the U.S. and Asia

Develop and commercialize a diverse portfolio of 

transformative RNA products in a broad range of 

therapeutic areas with significant unmet needs

04
Build a fully integrated biopharmaceutical company by 

advancing our capabilities in product development, expanding 

our internal GMP manufacturing capabilities, and developing 

commercialization abilities

05 Selectively pursue synergistic collaboration opportunities to maximize the 

potential of our clinical product candidates
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