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Executive Summary

@GENERVGN

To discover and develop a drug to treat
the high unmet need of central nervous system (CNS) diseases

Genervon is bringing GM6, a new clinical-stage drug asset, to regulatory approval and
commercialization in China for CNS diseases including:

* Alzheimer’s disease (AD)

Parkinson’s disease (PD)

amyotrophic lateral sclerosis (ALS)
Multiple Sclerosis (MS)

other neurodegenerative diseases




Executive Summary

There is a high unmet need for central nervous system (CNS) diseases in the growing aging
population.

Most clinical trials for drugs developed through the traditional single-target drug approach have
failed to treat the complex neurological disorders that involve multiple interrelated pathways.

GMB6 is neither an antibody nor a single-target agonist or antagonist. It is a pleiotropic
regulator which simultaneously regulates multiple pathological pathways.

Genervon has already de-risked many factors of drug development concerns for GM6.

Genervon is interested in partnering through licensing or merger and acquisition.




GM6 Advantages: A New Clinically Advanced Pleiotropic
Therapeutic for Neurodegenerative Diseases and CNS Disorders

Large Market
Opportunity

Discovered
Novel
Regulator

Multi-
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Addresses high unmet medical needs. Worldwide cost of dementia is $1 trillion (USD, 2018
estimate). In China, there are nearly 3 million people affected by Parkinson’s disease and will
reach 5 million in 2030

Discovered an endogenous developmental-stage master regulator called MNTF unlocking a
pleiotropic therapeutic approach to treating complex neurological disorders

Developed GM6, a 6-amino-acid active site of MNTF, to treat neurodegenerative diseases
and disorders

o GMG6 rapidly crosses the blood-brain barrier

o GM®6 enables neuron survival through developmental-stage pathways, strengthening cell
adhesion and extracellular matrix scaffolds, increasing synaptic transmission, and
decreasing oxidative stress and apoptosis in the central and peripheral nervous systems

Phase 2B/3-ready program in ALS following strong results in Phase 2A trial. GM6 received
orphan drug designation from the FDA and the EMA

Phase 2-ready programs for PD, AD and MS

GMG6 has good drug-like properties. GMP grade GM6 drug substance and drug products were
manufactured. Complete CMC package ready for tech transfer. Ready for quick regulatory
filings. High potential platform.



Pipeline Includes Several Neurodegenerative Indications
Including a Phase 3-Ready ALS Program

PRODUCT INDICATION DEVELOPMENT STAGE

Discovery Preclinical Phase 1 Phase 2 Phase 3

aveos  ALs 4

Parkinson’s disease

GM608 (PD)

Alzheimer’s disease

GM605 (AD)

Multiple Sclerosis

GMe607 (MS)

*Orphan Drug Designation granted by the US FDA and the European Medicines Agency

Note: Pipeline portfolio also includes several Phase 1 trials in oncology and other undisclosed therapeutic areas.




GM6 is a Fragment of Motoneuronotrophic Factor (MNTF)
Which is Present in Human Embryonic Development

MNTF’s peak expression is at 9 weeks gestation in stem-cell-rich chorionic villi Genervon hypothesized that the
answer to curing central nervous

system diseases may lie within the

Changes of MNTF1 in Developing Chorionic Villi of Human Placenta over the Course 1
o e b Aga o Weana human body itself. Genervon

discovered an endogenous regulator
Motoneuronotrophic factor (MNTF).

This chart shows the changes of
MNTF expression in human placenta
over the course of gestation in
weeks.
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MNTF expression rose rapidly during
the 6th to 9th weeks of gestation in
placenta with increasing week age,
peaked at the 9th week, and then
declined progressively.

Gestational Age (Weeks)




GM6 Rapidly Transits the Blood-Brain Barrier

Mouse Brain GM®6 Levels at 4 Hours
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C57BL6 mice were injected with a single bolus intravenous
tail vein injection of GM6 at 0.2 and 2.0 mg/kg.

At four hours, the animals were sacrificed, and half of the
brain was frozen for ELISA analysis.

ELISA assay with the supernatant from the brain
homogenate detected GM6 at statistically significant levels,
at all doses, compared to control (p=0.0001).

Despite a short half-life, GM6 binds rapidly and
remains bound in vivo

GMB6 is a positive allosteric modulator for insulin receptor.

GMG6 rapidly transits the blood-brain barrier enabling neuron
survival through developmental-stage pathways,
strengthening cell adhesion and extracellular matrix
scaffolds, increasing synaptic transmission, and decreasing
oxidative stress and apoptosis in the central and peripheral
nervous system.

GM®6 has a good brain to plasma ratio (1.65) in biomimetics
measurement.




GM6 Demonstrates Neuroprotection
in Preclinical Models of Neurodegenerative Diseases
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Neurological Disorders

Stroke

Neurons die when exposed to
toxicity from postmortem CNS
patient’s Cerebrospinal Fluid
(“CSF”)

GM6 demonstrated
neuroprotection with a
statistically significant increase in
neuron survival (p < 0.0001) in:

ALS (175%)
MS (246%)
AD (191%)
HD (273%)

PD (198%)
Stroke (205%)

O O O O O O

Note: Post mortem patients' tissues and CSF were provided by the National Neurological Research Specimen Bank at UCLA VA Hospital.




GM6 Was Safe and Well Tolerated in a Phase 1 Clinical Trial

In Phase |, 32 healthy subjects were randomized to GM6 or placebo by intravenous (IV)
administration

* No SAEs or withdrawals due to drug

* No clinically significant lab results, ECG, or Qt prolongation concerns

 The most commonly reported AEs were dizziness, headache, and abdominal pain
* No laboratory abnormalities of potential clinical concerns

GMG6 was safe and well tolerated at all doses.
Multiple INDs were filed and approved for multiple indications.

The Phase 1 safety data are applicable to multiple Phase 2 clinical trials following a similar
dosing regimen.




GM®6 and ALS




GM6 Increases Neurogenesis and Lowers SOD1 and Inflammation
to Ameliorate ALS Disease in ALS SOD1 Animal Model
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* |In an ALS model SOD1 mice, in a dose dependent fashion, GM6 improve behavior, survival rate, strength, and clinical score

* GM6 reduced motor neuron loss, reduced hSOD1 protein level, and reduced inflammation biomarkers such as TNFa, IL-1J,
and TGF-B, and increased NGF

* GM6 may modulate ALS disease through regulating inflammation response




GMG6 Phase 2A ALS Multi-Center Trial:
Clinical Data in Safety, FVC, and ALSFRS-R and Biomarkers

This trial recruits fast-progressing definite ALS patients within 2-year onset.
The endpoints of the clinical trial measurements are:

No clinically significant drug-related serious adverse event. Adverse events were similar
Safety between treated and placebo groups. The same safety data was found in our Phase 1 safety
trial.

GM6 slowed FVC decline: Forced vital capacity (FVC) historical progression rate in ALS
patients is -3% per month. For 12 weeks at all sites, the expected decrease was 9%. At week
12, the GM®6 group decreased only 4.7% while the placebo group decreased 11.5%.

GM6 slowed functional decline as measured by the ALSFRS-R rating scale
ALSFRS-R In the GM6-treated group the ALSFRS-R progression from baseline to 12 weeks is slower when
compared to a historical control for fast-progressing definite ALS patients within 2-year onset

GM6 showed favorable shifts in the following plasma biomarkers with statistical significance:

RIS SOD1, Tau, TDP-43
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GM6 and Parkinson’s Disease




GM6 in Two Animal Models Improved Functions and Motor
Activities, Increased Dopamine and Neuron Protection

* The cause of Parkinson’s disease is the loss of dopamine.

» Before the Phase 2A clinical trial, GM®6 efficacy in PD was predicted in two animal models. GM6 showed
statistically significant beneficial effects in improving motor functions and in increasing dopamine and
Tyrosine Hydroxylase (TH) Positive Neurons in the (SNpc) region in both models.

* The figures below show that GM6 increased dopaminergic neurons in the Substantia Nigra Pars Compacta
(SNpc) in PD 6-OHDA mouse model by Immunohistochemical staining

* Instead of being an exogenous source of dopamine, GM6 protects the dopaminergic neurons from dying
and consequently increases dopamine.

g e GME6 protects the dopaminergic
” 54 R Rt ; neurons in SNpc from the
55 detrimental effects of PD induction

6-OHDA + Saline 6-OHDA + GM6




PD Phase 2A Clinical Trial Demonstrated GM6 is Safe
Treatment Signals Slowing of the Rate of Clinical Worsening of PD

* In this Phase 2A PD clinical trial, GM6 treatment signals a slowing of the progression rate
of PD by UPDRS rating scale in this trial.

* The level of neuroprotective biomarker BDNF in the GM6-treated group was higher than in
the placebo group with statistical significance. GM6 increased the expression of BDNF to
increase neuroprotection.

* No serious adverse events were recorded. No clinically significant lab test results
difference.

e GMG6 is ready for a larger Phase 2 clinical trial for PD in China.
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GM6 and Alzheimer’s Disease




Alzheimer’s Disease (AD): a Worldwide Health Crisis

The total global annual cost of dementia is 51 trillion USD (2018 estimate)
The number of people living with dementia in Asia is 22.9 million (2015)

Alzheimer's: the disease that could
bankrupt US Medicare Healthcare Systen

https://www.cnn.com/2017/03/07/health/alzheimers-report-
2017/index.html

Alzheimer’s Disease (AD)- a worldwide health crisis

"What is driving these numbers is that there is
no disease modifying treatment, no prevention

and no cure”
- Alzheimer’s Association the estimated
number of

n H 7 H : : mimrﬂ.

The Alzheimer’s Drug Discovery Foundation is e

. . . In eac

convinced that the answer to treating AD will region in 2015.
lie in using multiple drugs in combination, or
drugs with multlple effects in one molecule, | -2018 estimate of total global annual cost of dementia is $1 trillion(US) |

reflecting the fact that it is an enormously

. . . The Warld Alzhelmer Report 2015, The Global impact of Dementia (Alzheimer's disease Infermational)
complex disease with multiple causes and €% MERCIK NEUROSCIENCES
pathologies.”

_Alzheimer’s Drug Discovery Foundation Genervon proposes that GM6 is such a molecule with multiple effects.



https://www.cnn.com/2017/03/07/health/alzheimers-report-2017/index.html

GM6 Attenuates AD Pathology in APP Mice in Multiple Pathways

GM6 Reduces Inflammation and Modulates Key Biomarkers

GM6 treatment demonstrated a dose dependent statistically significant (P < 0.05) favorable
outcome in APP mice after 4 months of treatment
1. Reduced Inflammation
Reduced accumulation of AP peptide
Reduced amyloid load
Decreased cathepsin B expression
Tempered the memory impairment
Improved spatial orientation by faster travel:
Increased NGF levels in brain

N o U e WDN

GM6 modulates various pathways early in the disease process including upregulating APP
catabolism to reduce AP deposit and effectively alter the disease process in AD




GM6 Attenuates AD Pathology by Lowering Hyperphosrylated Tau

GM6 Reduces Inflammation, Lowers Tau Hyperphosphorylation, and Attenuates Behavioral Changes

In healthy neurons, tau normally binds to and stabilizes microtubules. Abnormal chemical
changes cause tau to hyper phosphorylate and form tangles blocking the neurons’ transport
system and cause tauopathy and clinical manifestations of AD.

In vitro study GM®6 treatment reduced hyperphosphorylated tau.

In a mouse tau model (h-Tau) which showed hyperphosphorylation of h-Tau and behavioral
deficits, GM6 treatment demonstrated reduction of hyperphosphorylated tau and attenuated
the behavioral

Cytokines were extracted from h-Tau mouse brains and measured by ELISA. Quantitative
analysis of cytokine levels by ELISA for vehicle control group compared to GM6-treated group
showed significant reduction of TNF-a, IL-18, and IL-6




GM6 Ameliorates AD Through Lowering B Amyloid Protein
Aggregates, P-tau, TDP-43, and Inflammation

* GM®6 may be used to treat AD by simultaneously lowering B amyloid protein
aggregates, p-tau, TDP-43, and inflammation.

* The similar regulatory effects of GM6 in ALS and AD pathogenesis suggest that

GM6 may show positive effects in an AD Phase 2 clinical trial as it had in an ALS
Phase 2A clinical trial.




Summary:
GM6 is a Pleiotropic Approach to Combatting Multiple Diseases

6w PROGRAM & PLATFORM

DEVELOPMENTAL POTENTIAL

Endogenous Regeneration

Crosses the blood-brain barrier  Repair ALS Stroke

In ALS: Parkinson's disease Orphan CNS
Down regulates key biomarkers, Improves clinical outcomes Alzheimer’s disease Spinal cord injury

In AD: Multiple Sclerosis Traumatic brain injury
Reduces protein aggregates and inflammation, UAREIE e

Upregulates NGF for neurogenesis EEEREY

In PD:

Genervon is ready to partner to
advance GM6 development to

In MS: Phase 3 for ALS and Phase 2 for
Attenuates MS in clinical and histological analysis AD. PD and MS

Protect dopaminergic neurons. Increase dopamine and BDNF
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PRODUCT INDICATION DEVELOPMENT STAGE

Discovery Preclinical Phase 1 Phase 2 Phase 3

ameos  ALs” I

Parkinson’s disease

GM608 (PD)

Alzheimer’s disease

GM605 (AD)

Multiple Sclerosis

GM607 (MS)
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Chart1

		6		0.0383		0.0273		0.0328

		7		0.0493		0.0325		0.0409

		8		0.0808		0.0424		0.0616

		9		0.1298		0.0492		0.0895

		10		0.0438		0.03		0.0369

		11
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Mean

High

Low

Mean

Gestational Age (Weeks)

Relative Amount / Unit Area

Changes of MNTF1 in Developing Chorionic Villi of Human Placenta over the Course of Pregnancy to Age in Weeks
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Table

		

				Changes of the MNTF1 in Developing Chorionic Villi of Human Placenta over the Course

								of Pregancy to Age in Weeks

						Gestational		Number		Number of		Relative Amount /

				Group		Age (Weeks)		of Cases		Unit Area		Unit Area

				I		6		5		50		0.0328 ± 0.0055

				II		7		5		50		0.0409 ± 0.0084*

				III		8		5		50		0.0616 ± 0.0192 *

				IV		9		5		50		0.0895 ± 0.0403 *

				V		10		5		50		0.0369 ± 0.0069 *

				VI		16		5		50		0.0273 ± 0.0038 *

				VII		24		5		50		0.0198 ± 0.0020 *

				VIII		40		5		50		0.0151 ± 0.0012 *

				* P < 0.05 as comparison between adjacent groups of age in weeks

				Weeks		Mean		High		Low		Mean

				6		0.0328		0.0383		0.0273		0.0328

				7		0.0409		0.0493		0.0325		0.0409

				8		0.0616		0.0808		0.0424		0.0616

				9		0.0895		0.1298		0.0492		0.0895

				10		0.0369		0.0438		0.0300		0.0369

				11

				12

				13

				14

				15

				16		0.0273		0.0311		0.0235		0.0273

				17
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				20

				21

				22
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				24		0.0198		0.0218		0.0178		0.0198

				25

				26

				27

				28
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				31

				32

				33

				34
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				38

				39

				40		0.0151		0.0163		0.0139		0.0151
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GM6 and ALS
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GM6 and Parkinson’s Disease
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detrimental effects of PD induction.
Control 6-OHDA + Saline 6-OHDA + GM6
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GM6 and Alzheimer’s Disease

GM6 F1 Fl/RZEFRECIA (AD)




B /R R M BA B (AD): EFRPEAE R EAL

BRI RIE TS 72 1 ST 10550 (2018 4 17%11)
B STRIEFIA 2042290 77 (2015 4)

IR TEER GG : ] BB disE Alzheimer’s Disease (AD)- a worldwide health crisis _—

Medlcare Healthcare Systemfili 7= ]

https://www.cnn.com/2017/03/07/health/alzheimers-report-
2017/index.html
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B‘J%% ﬁ&ﬂ%ﬂjﬁﬂi %**&jjg%l\* The World Alzheimer Report 2015, The Global Impact of Dementia (Alzheimer’s disease International)
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