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PROTOCOL SYNOPSIS

Name of Sponsor/Company:
Nature Cell Co., Ltd.
5F, 10 Gukhoe-daero 76-gil, Yeongdeungpo-gu, Seoul 150-870, Korea

Investigational Product: AstroStem

Protocol Number

AST-ADP2-US01

Indication

Alzheimer’s Disease (AD)

Protocol Title

A Phase 1/2, Randomized, Double-Blind, Placebo-Controlled Study to Evaluate the Safety and
Efficacy of AstroStem, Autologous Adipose Tissue Derived Mesenchymal Stem Cells, in
Patients with Alzheimer’s Disease

Study Phase

Phase 1 and 2

Planned Number
of Subjects

Total up to 22 subjects
- Treatment group: AstroStem (2x108 cells/220 mL), N=11
- Control group: Saline 220 ml, N=11

Objectives

To evaluate the safety and efficacy of AstroStem (autologous adipose tissue derived
mesenchymal stem cells, AAMSCs) in patients with Alzheimer’s disease

Study Design

This is a randomized, double-blind, placebo-controlled, parallel-group comparison study in
subjects with Alzheimer’s Disease. Following first screening period, subjects will be randomly
assigned into one of the following treatment arms: AstroStem and placebo.

At Week -4, 30 mL of abdominal adipose tissue will be taken by liposuction from subjects.
The adipose tissue samples will be sent to Biostar Stem Cell Research Institute to isolate
AdMSCs. The isolated AAMSCs or saline will be sent to the clinical sites with identical
syringes to preserve double-blinding of the study.

A total 2x108 AAMSCs in 220 mL of saline or the same volume of saline will be administered
via V. at Week 0. This procedure will be repeated 9 times at 2-week interval. Subjects will
be scheduled for two follow-up visits at Weeks 30 and 52 to evaluate primary and secondary
outcome endpoints.

Drug
Administration

A total 2x108 AdMSCs in 220 mL of saline or the same volume of saline will be administered
via I.V. for 2-6 hours to patients in the treatment group and the placebo group, respectively.

Study Visits

Visit 1 (Week -8) — Screening

Visit 2 (Week -4) — Liposuction

Visit 3 (Week 0) — 1% injection of AstroStem or Placebo
Visit 4 (Week 2) — 2" injection of AstroStem or Placebo
Visit 5 (Week 4) — 3™ injection of AstroStem or Placebo
Visit 6 (Week 6) — 4™ injection of AstroStem or Placebo
Visit 7 (Week 8) — 5™ injection of AstroStem or Placebo
Visit 8 (Week 10) — 6" injection of AstroStem or Placebo
Visit 9 (Week 12) — 7" injection of AstroStem or Placebo
Visit 10 (Week 14) — 8" injection of AstroStem or Placebo
Visit 11 (Week 16) — 9" injection of AstroStem or Placebo
Visit 12 (Week 18) — 10" injection of AstroStem or Placebo
Visit 13 (Week 30) — 1% follow-up

Visit 14 (Week 52) — Final follow-up

Study
Hypothesis

AstroStem treatment group has improvement on neurological/neurocognitive assessment from
baseline at Week 30 compared to the placebo group.
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Name of Sponsor/Company:
Nature Cell Co., Ltd.
5F, 10 Gukhoe-daero 76-gil, Yeongdeungpo-gu, Seoul 150-870, Korea

Investigational Product: AstroStem

Protocol Number | AST-ADP2-US01

Indication Alzheimer’s Disease (AD)

Clinical The primary endpoint used to determine the safety and efficacy of AstroStem is the
Endpoints following:

e Number of subjects with treatment related adverse events as assessed by analysis of
adverse events including symptoms, and abnormal findings on physical
examination, vital signs, ECG, and standard laboratory examination results

e Change of ADAS-Cog (Alzheimer’s Disease Assessment Scale-cognitive subscale)
from baseline at Week 30

The secondary endpoints used to determine the efficacy and safety of AstroStem are:

e Change of MMSE (Mini-mental status examination) from baseline at Week 30

e Changes of CDR-SOB (Clinical Dementia Rating-Sum of Boxes) from baseline at
Week 30

e Changes of NPI (Neuropsychiatric Inventory) from baseline at Week 30

e Changes of GDS (Geriatric Depression Scale) from baseline at Week 30

e Change of ADCS-ADL (Alzheimer’s Disease Cooperative Study Activities of Daily
Living) from baseline at Week 30

e  Changes of C-SSRS (Columbia Suicide Severity Rating Scale) from baseline at
Week 30

e Change of MRI imaging results from baseline at Week 30

e Biomarkers in blood: Amyloid beta 40, Amyloid beta 42, Amyloid precursor protein
intracellular domain (AICD), soluble neuregulin-1 (SNRG-1)

Inclusion/ Inclusion Criteria
Exclusion 1. Male or female subjects aged 50 and above at the time of signing the Informed Consent
Criteria form

2.
3.

Exclusion Criteria
1.

W

Subjects who can understand and provide written informed consent (assent)

Subjects who have diagnosis of probable mild-to-moderate Alzheimer disease according
to NINCDS-ADRDA (National Institute of Neurological and Communicative Disorders
and Stroke; Alzheimer’s Disease and Related Disorders Association) criteria

Subjects who have MMSE Score of 16 to 26 at screening

Subjects who are taking FDA-approved AD medications (donepezil, galantamine,
memantine, rivastigmine or their combinations) treatment on a stable dosage for at least
3 months prior to screening.

Subjects who have one (or more) identified adult caregiver (study partner) who is able to
read, understand, and speak the designated language at the study site; either lives with the
subject or sees the subject for >2 hours/day >4 days/week; and agrees to accompany the
subject to each study visit and to participate in the subject’s clinical assessments.

Subjects who are females who are pregnant, nursing, or of childbearing potential while
not practicing effective contraception

Subjects who have signs of delirium

Subjects who have had cortical stroke within the preceding 2 years

Subjects who have a prolonged QTc interval; >450 msec in male or >470 msec in female
at screening

CONFIDENTIAL
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Name of Sponsor/Company:
Nature Cell Co., Ltd.
5F, 10 Gukhoe-daero 76-gil, Yeongdeungpo-gu, Seoul 150-870, Korea

Investigational Product: AstroStem

Protocol Number

AST-ADP2-USO01

Indication

Alzheimer’s Disease (AD)

5. Subjects who have diagnosis of severe white matter hyperintensity (WMH), which is
defined as > 25mm of the deep white matter and > 10mm of the periventricular
capping/banding in lengths

6. Subjects who have diagnosis of dementia or cause of cognitive impairment other than
Alzheimer’s disease

7. Subjects who have a significant abnormal result in laboratory tests, in the opinion of the
investigator

8. Subjects who have participated in any investigational drug, stem cell therapy, or device
trial within the previous 3 months at screening

9. Subjects with any current psychiatric diagnosis other than AD if, in the judgment of the
investigator, the psychiatric disorder or symptom is likely to confound interpretation of
drug effect, affect cognitive assessments, or affect the subject’s ability to complete the
study

10. Subjects who are known to have autosomal dominant mutation-associated presenile AD

11. Subjects who show signs of AIDS (Acquired Immunodeficiency Syndrome), HBV
(Hepatitis B Virus), HCV (Hepatitis C), VDRL (Venereal Disease Research Laboratory)

12. Subjects who have any conditions that would contraindicate an MRI, such as the presence
metallic objects in the eyes, skin, or heart

13. Subjects who have > 4 cerebral microhemorrhages (regardless of their anatomical location
or diagnostic characterization as "possible" or "definite"), a single area of superficial
siderosis, or evidence of a prior microhemorrhage as assessed by MRI

14. Subjects who have history of malignant cancer within the last 5 years (The following is a
partial list of conditions that are permissible for study entry: non-metastatic basal and/or
squamous cell carcinoma of the skin, in situ cervical, or non-progressive prostate cancer)

15.Subjects who have suspected active lung disease based on chest X-ray

16.Subjects who are hypersensitive to fetal bovine serum or penicillin

17.Subjects who are currently using immunosuppressants, cytotoxic drug, corticosteroids or
similar steroidal anti-inflammatory medication (e.g., Prednisone) on a regular basis
(exceptions allowed include; regular use of steroidal nasal sprays, topical steroids, and
estrogen-replacement therapy)

18. Subjects for whom the investigator judges the liposuction can cause any problems

19.Subjects who have history of local anesthetic allergy

Statistical
Analysis

The primary variable, score change of ADAS-Cog from baseline at Week 30 will be analyzed
using T-test or Kruskal-Wallis test depending on the violation of normality assumption. The
secondary efficacy variables include the percentage of subjects who show improvement along
with several change scores from baseline. The percentage of subjects who show improvement
will be compared between groups using chi-square test or Fisher’s exact test. The change
scores will be analyzed using T-test or Kruskal-Wallis tests, as appropriate. Safety variables
will be summarized descriptively, by treatment group and visit. When the first 4 subjects
complete Visit 4 at Week 2, one unblinded interim safety analysis of the subjects can be
performed by an independent safety monitor to evaluate the safety of AstroStem without the
suspension of subject enrollment. Change of vital signs and AEs will be evaluated.
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SCHEDULE OF ASSESSMENTS

Procedure

Screen

Treatment

Follow-up

Vi

V2

V3

V4

V5

V6

V7

V8

V9

V10

V11

V12

VI3 | V14

Tested Group

z

W4

WO

w2

W4

Wo6

W8

W10

W12

W14

W16

W18

W30 | W52

Early
Termination

Informed Consent!

Inclusion/Exclusion Criteria

Demographic information

Medical/medication history

Physical examination

Vital signs

<

<

<

<
<

Hematology, serum
chemistry, and urinalysis 2

< <i<i<i<<i<<i<

Pregnancy test 3

<

Electrocardiogram

<

<

<
<

Chest X-ray

<

Liposuction

Serum for IP

ADAS-Cog

MMSE

CDR-SOB

NPI

GDS

C-SSRS

ADCS-ADL

<i<i<i<i<i<i<i<

<i<i<i<i<igi<

<i<i<i<i<igi<

MRI Scan

<idi<i<i<i<i<i<gi<

Biomarker *

< <i<i<i<i<i<igi<
<i<i<i<i<i<i<i<i<

<i<i<i<i<i<i<i<i<

Drug administration

v

v

v

A%

\Y%

\Y%

\Y%

\Y%

<

Concomitant medications

\Y%

<i<i<

A%

A%

A%

A%

\Y%

\Y%

\Y%

\Y%

<

<
<

<

Adverse events

\Y%

A%

A%

A%

A%

A%

\Y%

\Y%

\Y%

\Y%

<
<

<

! Informed Consent Form should be signed prior to any clinical trial related activities
2 See Appendix 1 for the complete list of laboratory tests
3 Serum pregnancy test is performed for all females of childbearing potential.
4 Amyloid beta 40, Amyloid beta 42, Amyloid precursor protein intracellular domain (AICD), soluble neuregulin-1

(sNRG-1)
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GLOSSARY AND ABBREVIATIONS

AB Amyloid beta

AD Alzheimer’s Disease

ADAS-Cog Alzheimer’s Disease Assessment Scale-cognitive subscale
ADCS-ADL Alzheimer’s Disease Cooperative Study Activities of Daily Living
AdMSC Adipose Tissue Derived Mesenchymal Stem Cell

AE Adverse Event

AICD Amyloid precursor protein Intracellular Domain

AIDS Acquired Immunodeficiency Syndrome

ALT (SGPT) | Alanine Aminotransferase (Serum Glutamic Pyruvic Transaminase)
APP Amyloid Precursor Protein

AST (SGOT) | Aspartate Aminotransferase (Serum Glutamic Oxaloacetic Transaminase)
BUN Blood Urea Nitrogen

CDR-SOB Clinical Dementia Rating-Sum of Boxes

CFR Code of Federal Regulations

C-SSRS Columbia Suicide Severity Rating Scale

CREDOS Clinical Research Center for Dementia of South Korea
ECG Electrocardiography

eCRF Electronic Case Report Form

GCP Good Clinical Practice

GDNF Glial cell-derived Neurotrophic Factor

GDS Geriatric Depression Scale

hASCs Human Adipose-derived Stem Cells

HBV Hepatitis B Virus

HCV Hepatitis C Virus

ICH International Conference of Harmonization

IRB Institutional Review Board

ITT Intent-to-Treat

MCH Mean Corpuscular Hemoglobin

MCHC Mean Corpuscular Hemoglobin Concentration

MCV Mean Corpuscular Volume

MMSE Mini-mental status examination

NINCDS- National Institute of Neurological and Communicative Disorders and Stroke;
ADRDA Alzheimer’s Disease and Related Disorders Association
NPI Neuropsychiatric Inventory

NT3 Neurotrophin 3

PP Per Protocol

PT-INR Prothrombin Time - International Normalized Ratio

RBC Red Blood Cell Count

SAE Serious Adverse Event

SD Standard Deviation

sNRG-1 Soluble Neuregulin-1

VDRL Venereal Disease Research Laboratory

VEGF Vascular Endothelial Growth Factor

WBC White Blood Cell Count

WMH White Matter Hyperintensity
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1. PURPOSE OF STUDY

The purpose of this study is to evaluate the safety and efficacy of AstroStem (autologous adipose
tissue derived mesenchymal stem cells, AAMSCs) in patients with Alzheimer’s disease.
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2. INTRODUCTION

Alzheimer’s Disease (AD) is the most prevalent neurodegenerative disorder in The United States affecting
approximately 5.4 million Americans [1]. AD is characterized by progressive loss in memory and as well
as a decline in the ability to learn that is associated with neuronal death. Well known hallmarks of AD are
neuritic plaques and neurofibrillary tangles [2, 3] and extensive inflammation [4]. Currently, no treatment
has been developed to fully cure or prevent the progression of dementia that is associated with AD.

In addition to neuritic plaques and neurofibrillary tangles, oxidative stress, mitochondrial dysfunction,
hormone dysregulation, inflammation, mitotic dysfunction, calcium imbalance, and genetic risk factors are
all involved in AD processes [5]. The disease is now recognized as multifactorial and consequently strongly
demands more effective treatments.

Therapeutic potentials of stem cells in several brain disorders are enticing researchers to apply stem cell
based therapies [6—9]. Among stem cells, adipose tissue-derived mesenchymal stem cells (AMSCs),
mesenchymal stem cells isolated from adipose tissue, are well known for their pluripotency and ability to
differentiate into mesenchymal and non-mesenchymal lineages [10]. AMSCs are readily accessible and
show high proliferation rates in vitro with lower senescence ratios than bone marrow derived mesenchymal
stem cells [11]. Considering clinical applications, AMSCs are the most suitable source of stem cells due to
the possibility of intravenous transplantation of autologous AMSCs with no immune rejections, ethical
problems or tumorigenesis [12] and intravenous injection is the most convenient, simple and safest method
of administration.

The paracrine effects of stem cells, including the production of growth factors and anti-inflammatory
cytokines and anti-apoptotic regulation, are strongly exerted and induce neural regeneration, remyelination
and immunomodulation [13]. In a preclinical study, we demonstrated that intravenously injected stem cells
could enter the brain through blood brain barrier and hASCs could have beneficial effects in a murine model
of Alzheimer’s disease [14]. Compared to placebo group, memory impairments, the number of amyloid
plaques, protein level of Amyloid beta (AP) and Amyloid Precursor Protein (APP) were reduced after
intravenous injection of hASCs in Tg2567 mouse brain. Furthermore, analysis of Tg2576 mouse brain
revealed that anti-inflammatory cytokine, IL-10 and neurotrophic factors including vascular endothelial
growth factor (VEGF), Glial cell-derived neurotrophic factor (GDNF), and Neurotrophin 3 (NT3) were
significantly increased after the injection of hASCs. These findings suggest that a convenient and safe
intravenous injection of hASCs might be very useful for the treatment of AD.

The clinical study of AstroStem aims to evaluate the safety and efficacy of AstroStem as a potential
treatment for AD. Based on the preclinical results, AstroStem could be an effective treatment option with
a mechanism of action that has not been explored for AD indication.

CONFIDENTIAL Nature Cell Co., Ltd.
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3. INVESTIGATIONAL PLAN
3.1 Study Design

This is a randomized, double-blind, placebo-controlled study to evaluate the efficacy and safety of
AstroStem for the treatment of Alzheimer’s Disease. Three investigational centers in the United
Statesmay be utilized so that a total of approximately 22 subjects will be randomized.

3.2 Selection of Study Population

The study population will be males or females, aged 50 and above, who have who have diagnosis
of probable Alzheimer disease according to NINCDS-ADRDA (National Institute of Neurological
and Communicative Disorders and Stroke; Alzheimer’s Disease and Related Disorders
Association) criteria with 16-26 MMSE score.

3.2.1 Inclusion Criteria

1) Subjects who are males or females of any race, aged 50 and above at the time of signing the
Informed Consent Form

2) Subjects who can understand and provide written informed consent (assent).

3) Subjects who have diagnosis of probable mild-to-moderate Alzheimer disease according to
NINCDS-ADRDA (National Institute of Neurological and Communicative Disorders and
Stroke; Alzheimer’s Disease and Related Disorders Association) criteria

4) Subjects who have MMSE Score of 16 to 26

5) Subjects who are taking FDA-approved AD medications (donepezil, galantamine, memantine,
rivastigmine or their combinations) treatment on a stable dosage for at least 3 months prior to
screening.

6) Subjects who have one (or more) identified adult caregiver (study partner) who is able to read,
understand, and speak the designated language at the study site; either lives with the subject or
sees the subject for >2 hours/day >4 days/week; and agrees to accompany the subject to each
study visit and to participate in the subject’s clinical assessments.

3.2.2 Exclusion Criteria
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1) Subjects who are female who are pregnant, nursing, or childbearing potential while not
practicing effective contraception

2) Subjects who have signs of delirium

3) Subjects who have had cortical stroke within the preceding 2 years

4) Subjects who have a prolonged QTc interval; >450 msec in male or >470 msec in female at
screening

5) Subjects who have diagnosis of severe white matter hyperintensity (WMH), which is defined
as > 25mm of the deep white matter and > 10mm of the periventricular capping/banding in
lengths

6) Subjects who have diagnosis of dementia or cause of cognitive impairment other than
Alzheimer’s disease

7) Subjects who have a significant abnormal result in laboratory tests, in the opinion of the
investigator

8) Subjects who have participated in any investigational drug, stem cell therapy, or device trial
within the previous 3 months at screening

9) Subjects with any current psychiatric diagnosis other than AD if, in the judgment of the

investigator, the psychiatric disorder or symptom is likely to confound interpretation of drug
effect, affect cognitive assessments, or affect the subject’s ability to complete the study

10) Subjects who are known to have autosomal dominant mutation-associated presenile AD

11) Subjects who show signs of AIDS (Acquired Immunodeficiency Syndrome), HBV (Hepatitis

B Virus), HCV (Hepatitis C), VDRL (Venereal Disease Research Laboratory)

12) Subjects who have any conditions that would contraindicate an MRI, such as the presence

metallic objects in the eyes, skin, or heart

13) Subjects who have > 4 cerebral microhemorrhages (regardless of their anatomical location or

diagnostic characterization as "possible" or "definite"), a single area of superficial siderosis, or
evidence of a prior microhemorrhage as assessed by MRI
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14) Subjects who have history of malignant cancer within the last 5 years (The following is a partial
list of conditions that are permissible for study entry: non-metastatic basal and/or squamous
cell carcinoma of the skin, in situ cervical, or non-progressive prostate cancer)

15) Subjects who have suspected active lung disease based on chest X-ray
16) Subjects who are hypersensitive to fetal bovine serum or penicillin

17) Subjects who are currently using immunosuppressants, cytotoxic drug, corticosteroids or
similar steroidal anti-inflammatory medication (e.g., Prednisone) on a regular basis
(exceptions allowed include; regular use of steroidal nasal sprays, topical steroids, and
estrogen-replacement therapy)

18) Subjects for whom the investigator judges the liposuction can cause any problems
19) Subjects who have history of local anesthetic allergy
33 Removal of Subjects from Study

Subjects may be withdrawn from the study for the following reasons:
* At their own request or at the request of their legally acceptable representative
* If, in the investigator’s opinion, continuation in the study would be detrimental to the
subject’s well-being
» At the specific request of the sponsor

Also, subjects must be withdrawn for the following reasons:

* A significant violation of the protocol, as determined by the sponsor or the investigator

* Highly significant abnormalities in the laboratory results (Highly significant abnormalities
generally follow lab related exclusion criteria, but a PI can determine the high significance
on any abnormalities for the safety of subject)

* Use of any other investigational drugs

* Subjects enrolled in the current trial but taking any prohibited medication/therapy stated in
the inclusion/exclusion criteria

* Subject enrolled in the current trial but having a baby

If a subject prematurely withdraws from the study, the subject must return to the clinical site for
the early termination visit. In all cases, the reason for withdrawal must be recorded in the electronic
Case Report Form (eCRF) and in the subject’s medical records.
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Contact will be maintained with subjects who are removed due to an adverse event (AE) until it
has been resolved or stabilized, and the information will be documented in the eCRF and in the
subject’s medical records.

34 Premature Termination of Study / Closure of Center

The sponsor has the right to terminate this study, and the investigator/sponsor has the right to close
a clinical site, at any time, although this should occur only after consultation between involved
parties; the IRB must be informed in any case. Should the clinical site be closed prematurely, all
study materials (equipment, study medication, etc.) must be returned to the sponsor.

This study will discontinue due to medical or administrative reasons such as:
» Serious adverse events probably related to study drug administration so that the use of
study drug may no longer be justifiable
* 2 or more deaths are observed during any point in the trial
» Significant change of benefit-risk ratio for the subjects
* Sponsor discontinues the investigation of AstroStem for the treatment of Alzheimer’s
Disease or determines that the doses being studied are no longer justifiable

Possible reasons for closing of a clinical site include the following:
» The investigator feels that the number or severity of adverse events is excessive
* A change of technical, administrative, or personal circumstances occurs and the conduct of
the study no longer meets ICH-GCP guidelines
* In case of evident, significant non-compliance to protocol or poor data quality

3.5 Treatment

3.5.1 Treatment to be Administered

At Visit 2 (Week -4), a subject, who is qualified for this study, will be randomized to one of two
study groups and the adipose tissue will be harvested via liposuction. At Visits 3 through 12, the
randomized subject will receive a single intravenous injection per visit.

3.5.2 Identity of Investigational Product

AstroStem is in a 20 ml syringe including AAMSCs as 1x108 cells/10mL of saline with 30% auto-
serum and is stable at refrigerated condition (+2 to +8 °C) up to 1 week. A negative control syringe

including saline with 30% auto-serum will be packed by the aluminum foil pack to be matched
with AstroStem syringe in appearance to be indistinguishable.
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3.5.3 End of Study

The efficacy results will be analyzed when the last subject completes Visit 13 (Week 30 follow-
up) and this study is finished when the last subject completes Visit 14 (Week 52 follow-up).

3.5.4 Selection of Dose in Study

The dosage of AstroStem was chosen through pre-clinical study published in PLOS One [14].
3.5.5 Choice of Control/Comparator

This study uses saline with 30% auto-serum as a control.

3.5.6 Randomization and Blinding

As this is a double-blinded study, blinding of the drug contents from the subjects, investigators,
and other study personnel at each clinical site is necessary. Because two syringes of AstroStem
and control are different, one physician must be only assigned to the role of syringe injection in
order to maintain the double-blinding against other site physicians and staffs.

After the eligibility is confirmed, a subject will be assigned with one randomization code using the
electronic data capture (EDC) system on Visit 2 (Week -4). A randomization code is assigned into
one of two groups.

A code-break envelope for each subject including the randomization code information will be
retained by each site and can be opened, revealing the randomization information, for emergency
purposes only. Investigator should note that the occurrence of a SAE should not routinely
precipitate immediate unblinding. An attempt to contact the sponsor must be made prior to
unblinding. If unblinding occurs, the subject must be early terminated; a written explanation must
be prepared immediately.

3.5.7 Prior and Concomitant Treatments

If the use of any concomitant treatment(s) becomes necessary, the treatment(s) must be recorded
in the eCRF, including the name of the drug or treatment, dose, route of administration, date and
time of the treatment, and indication. In the event that concomitant medication is administered, the
principal investigator or qualified sub-investigator must assess the subject’s eligibility of
continuing the participation in the study.

The following medications/therapies are not allowed to be taken/used by subjects enrolled in this
study during the trial (up to Week 52, a final follow-up visit):
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3.5.8

Any investigational drug

Any therapy that may affect Alzheimer’s disease, in the judgment of the investigator
Immunosuppressant

Cytotoxic drug

Corticosteroids or similar steroidal anti-inflammatory medication (e.g., Prednisone) on a
regular basis (exceptions allowed include; regular use of steroidal nasal sprays, topical
steroids, and estrogen-replacement therapy)

Treatment Compliance

All subjects will return on Visits 4, 5, 6, 7, 8,9, 10, 11 and 12 (Weeks 2, 4, 6, 8, 10, 12, 14, 16 and
18) for subsequent injections and Visits 13 and 14 (Weeks 30 and 52) for follow-ups.

3.6

3.6.1

Study Endpoints and Variables

Study Endpoints

Primary endpoints used to determine the safety and efficacy of AstroStem is the following:

Number of subjects with treatment related adverse events as assessed by analysis of adverse
events including symptoms, and abnormal findings on physical examination, vital signs,
ECQG, and standard laboratory examination results

Change of ADAS-Cog (Alzheimer’s Disease Assessment Scale-cognitive subscale) from
baseline at Week 30

The secondary endpoints used to determine the efficacy and safety of AstroStem are the
following:

3.6.2

Change of MMSE (Mini-mental status examination) from baseline at Week 30

Changes of CDR-SOB (Clinical Dementia Rating-Sum of Boxes) from baseline at Week
30

Changes of NPI (Neuropsychiatric Inventory) from baseline at Week 30

Changes of GDS (Geriatric Depression Scale) from baseline at Week 30

Change of ADCS-ADL (Alzheimer’s Disease Cooperative Study Activities of Daily
Living) from baseline at Week 30

Changes of C-SSRS (Columbia Suicide Severity Rating Scale) from baseline at Week 30
Change of MRI imaging results from baseline at Week 30

Biomarkers in blood: Amyloid beta 40, Amyloid beta 42, Amyloid precursor protein
intracellular domain (AICD), soluble neuregulin-1 (sNRG-1)

Efficacy Variables

ADAS-Cog at Visits 3, 6,9, 12, 13 and 14 or Early Termination
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MMSE at Visits 1, 3, 6,9, 12, 13 and 14 or Early Termination

CDR-Box at Visits 3, 6,9, 12, 13 and 14 or Early Termination

NPI at Visits 3, 6,9, 12, 13 and 14 or Early Termination

GDS at Visits 3, 6,9, 12, 13 and 14 or Early Termination

ADCS-ADL at Visits 3, 6,9, 12, 13 and 14 or Early Termination

Biomarkers in blood [Amyloid beta 40, Amyloid beta 42, Amyloid precursor protein
intracellular domain (AICD), soluble neuregulin-1 (sNRG-1)] at Visits 3, 13 and 14 or
Early Termination

The rating scales used in this study are ADAS-Cog (Alzheimer’s Disease Assessment Scale-
cognitive subscale), MMSE (Mini-mental status examination), CDR-SOB (Clinical Dementia
Rating-Sum of Box), NPI (Neuropsychiatric Inventory), GDS (Geriatric Depression Scale) and
ADCS-ADL (Alzheimer’s Disease Cooperative Study Activities). All questionnaires that are
subject-administered should be completed by the subjects alone or along with caregiver at the
beginning of each visit to minimize influences from other procedures to be performed at that visit.
A short explanation should be given to each subject about the purpose and the necessity of these
questionnaires.

3.6.3

Safety Variables

Hematology, blood chemistry and urinalysis at Visits 1, 3, 6, 9, 12, 13 and 14 or Early
Termination. See Section Appendix 1 for a complete list of laboratory tests to be done.
ECG evaluation at Visits 1, 3, 6,9, 12, 13 and 14 or Early Termination

Complete physical examination at Visits 1, 3, 6,9, 12, 13 and 14 or Early Termination
Vital signs (sitting blood pressure, pulse, breathing, and temperature) and weight will be
measured at all visits.

MRI Scan of the brain at Visit 1, 9, 13 and 14 or Early Termination.

C-SSRS at Visit 3, 6,9, 12, 13, and 14 or Early Termination

Data regarding AEs and concomitant medications will be collected at all visits
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4. STUDY PROCEDURES
4.1 Screening Period

A signed and dated Institutional Review Board (IRB) approved informed consent must be obtained
before any study-specific procedures are performed. Once written informed consent has been
obtained, the subject will be screened to determine eligibility and document adherence to the
preliminary inclusion/exclusion criteria.

4.1.1 Visit 1: Screening (Week -8)

The following screening assessments/procedures must be performed and the results documented
within 2 weeks before Visit 2 unless otherwise indicated:
* Administer informed consent
* Review the inclusion and exclusion criteria (See Section 3.2)
* Record demographic data (i.e., date of birth, race and height).
» Record medical and medication history.
* Measure vital signs (sitting blood pressure, pulse, breathing, and temperature) and weight.
* Perform a complete physical examination.
* Measure 12-lead ECG.
* Collect blood and urine samples for hematology, serum chemistry, pregnancy test (only for
women of childbearing potential) and urinalysis.
* Complete MMSE assessment
* Perform chest X-ray.
* Perform MRI scan including fluid-attenuation inversion recovery (FLAIR) and T2*-
weighted gradient-recalled-echo (GRE) sequences.

4.1.2 Visit 2 (Week -4)

Visit 2 will occur approximately 4 weeks (£ 1 week) after Visit 1. During this visit, the following
assessments/procedures should be performed:

* Confirm eligibility and perform randomization instructed in Section 3.5.6.

* Measure vital signs (sitting blood pressure, pulse, breathing, and temperature) and weight.

* Record any changes in concomitant medications.

* Record any adverse events, if applicable.

* Insterile conditions, collect blood and harvest approximately 30 mL of fat using the syringe
liposuction technique with Tumescent (or super-wet) local anesthesia (Please see the detail
procedures in Appendix 9).

* Ship the packaging box containing the harvested syringes and serum tubes to the lab
designated by the sponsor (pre-labeled).
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4.1.3 Preparation of Final Drug Product at Lab

The following procedures for the preparation of final drug product will be performed by well-
trained lab technicians at the lab designated by the sponsor. The official package containing the
final drug product (syringes) will be shipped to the clinical site.
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4.2 Treatment Period
4.2.1 Visit 3: Baseline (Week 0)

Visit 3 will occur approximately 4 weeks after Visit 2. During this visit, the following
assessments/procedures should be performed:
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4.2.2

The following questionnaires will be completed: ADAS-Cog (see Appendix 2), MMSE
(see Appendix 3), CDR-SOB (see Appendix 4). NPI (see Appendix 5), GDS (see Appendix
6), ADCS-ADL (see Appendix 7) and C-SSRS (see Appendix 8).

Measure vital signs (sitting blood pressure, pulse, breathing, and temperature) and weight.
Perform a complete physical examination.

Measure 12-lead ECG.

Record any changes in concomitant medications.

Record any adverse events, if applicable.

Collect blood and urine samples for hematology, serum chemistry, pregnancy test (only for
women of childbearing potential), biomarker analysis and urinalysis.

Collect blood for IP and ship the packaging box containing the serum tubes to the lab
designated by the sponsor (Please follow the serum for IP handling instruction separately
provided by the sponsor).

Administer the AstroStem in 220 mL of saline (two times of 10 ml AstroStem in 100 mL
of saline) or the same volume of saline via I.V. for 2-6 hours to patients in the treatment
group and the placebo group, respectively (Please see the detail procedures in Appendix
10).

Visits 4, 8, 10 and 11 (Weeks 2, 10, 14 and 16)

Visits 4, 8, 10 and 11 will occur approximately 2 weeks (& 3 days) after the previous visit. During
this visit, the following assessments/procedures should be performed:

4.2.3

Measure vital signs (sitting blood pressure, pulse, breathing, and temperature) and weight.
Record any changes in concomitant medications.

Record any adverse events, if applicable.

Verify if subjects are eligible to have a repeated injection by confirming subjects has not
experienced infusion reaction, allergic reaction or anaphylaxis in associated with the
previous study drug administration.

Administer the AstroStem in 220 mL of saline or the same volume of saline via [.V. for 2-
6 hours to patients in the treatment group and the placebo group, respectively.

Visits 5 and 7 (Weeks 4 and 8)

Visits 5 and 7 will occur approximately 2 weeks (= 3 days) after the previous visit. During this
visit, the following assessments/procedures should be performed:

Measure vital signs (sitting blood pressure, pulse, breathing, and temperature) and weight.
Record any changes in concomitant medications.

Record any adverse events, if applicable.

Collect blood for IP and ship the packaging box containing the serum tubes to the lab
designated by the sponsor (Please follow the serum for IP handling instruction separately
provided by the sponsor).
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4.2.4

Verify if subjects are eligible to have a repeated injection by confirming subjects has not
experienced infusion reaction, allergic reaction or anaphylaxis in associated with the
previous study drug administration.

Administer the AstroStem in 220 mL of saline or the same volume of saline via I.V. for 2-
6 hours to patients in the treatment group and the placebo group, respectively.

Visit 6 (Week 6)

Visit 6 will occur approximately 2 weeks (+ 3 days) after Visit 5. During this visit, the following
assessments/procedures should be performed:

4.2.5

Measure vital signs (sitting blood pressure, pulse, breathing, and temperature) and weight.
Perform a complete physical examination.

Measure 12-lead ECG.

Record any changes in concomitant medications.

Record any adverse events, if applicable.

Verify if subjects are eligible to have a repeated injection by confirming subjects has not
experienced infusion reaction, allergic reaction or anaphylaxis in associated with the
previous study drug administration.

The following questionnaires will be completed: ADAS-Cog (see Appendix 2), MMSE
(see Appendix 3), CDR-SOB (see Appendix 4). NPI (see Appendix 5), GDS (see Appendix
6), ADCS-ADL (see Appendix 7) and C-SSRS (see Appendix 8).

Collect blood and urine samples for hematology, serum chemistry and urinalysis.
Administer the AstroStem in 220 mL of saline or the same volume of saline via [.V. for 2-
6 hours to patients in treatment group and placebo group, respectively.

Visit 9 (Week 12)

Visit 9 will occur approximately 2 weeks (£ 3 days) after Visit 8. During this visit, the following
assessments/procedures should be performed:

Measure vital signs (sitting blood pressure, pulse, breathing, and temperature) and weight.
Perform a complete physical examination.

Measure 12-lead ECG.

Record any changes in concomitant medications.

Record any adverse events, if applicable.

Verify if subjects are eligible to have a repeated injection by confirming subjects has not
experienced infusion reaction, allergic reaction or anaphylaxis in associated with the
previous study drug administration.

The following questionnaires will be completed: ADAS-Cog (see Appendix 2), MMSE
(see Appendix 3), CDR-SOB (see Appendix 4). NPI (see Appendix 5), GDS (see Appendix
6), ADCS-ADL (see Appendix 7), and C-SSRS (see Appendix 8).

Perform MRI scan including FLAIR and T2- weighted gradient-echo sequences.
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4.2.6

Collect blood and urine samples for hematology, serum chemistry and urinalysis.

Collect blood for IP and ship the packaging box containing the serum tubes to the lab
designated by the sponsor (Please follow the serum for IP handling instruction separately
provided by the sponsor).

Administer the AstroStem in 220 mL of saline or the same volume of saline via [.V. for 2-
6 hours to patients in treatment group and placebo group, respectively.

Visit 12 (Week 18)

Visit 12 will occur approximately 2 weeks (+ 3 days) after Visit 11. During this visit, the following
assessments/procedures should be performed:

4.3

4.3.1

The following questionnaires will be completed: ADAS-Cog (see Appendix 2), MMSE
(see Appendix 3), CDR-SOB (see Appendix 4). NPI (see Appendix 5), GDS (see Appendix
6), ADCS-ADL (see Appendix 7) and C-SSRS (see Appendix 8).

Measure vital signs (sitting blood pressure, pulse, breathing, and temperature) and weight.
Perform a complete physical examination.

Measure 12-lead ECG.

Record any changes in concomitant medications.

Record any adverse events, if applicable.

Verify if subjects are eligible to have a repeated injection by confirming subjects has not
experienced infusion reaction, allergic reaction or anaphylaxis in associated with the
previous study drug administration.

Collect blood and urine samples for hematology, serum chemistry, pregnancy test (only for
women of childbearing potential) and urinalysis.

Administer the AstroStem in 220 mL of saline or the same volume of saline via L.V. for 2-
6 hours to patients in treatment group and placebo group, respectively.

Follow-up Period

Visit 13: 1st Follow-up Visit (Week 30)

The first follow-up visit, Visit 13, will occur approximately 12 weeks (= 7 days) after Visit 12.
During this visit, the following assessments/procedures should be performed:

Measure vital signs (sitting blood pressure, pulse, breathing, and temperature) and weight.
Perform a complete physical examination.

Measure 12-lead ECG.

Record any changes in concomitant medications.

Record any adverse events, if applicable.

The following questionnaires will be completed: ADAS-Cog (see Appendix 2), MMSE
(see Appendix 3), CDR-SOB (see Appendix 4). NPI (see Appendix 5), GDS (see Appendix
6), ADCS-ADL (see Appendix 7) and C-SSRS (see Appendix 8).
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* Collect blood and urine samples for hematology, serum chemistry, pregnancy test (only for
women of childbearing potential), biomarker analysis and urinalysis.
* Perform MRI scan including FLAIR and T2- weighted gradient-echo sequences.

4.3.2 Visit 14: Final Follow-up Visit (Week 52)

The final follow-up visit, Visit 14, will occur approximately 22 weeks (+ 7 days) after Visit 13.
During this visit, the following assessments/procedures should be performed:

* Measure vital signs (sitting blood pressure, pulse, breathing, and temperature) and weight.

* acomplete physical examination.

* Measure 12-lead ECG.

* Record any changes in concomitant medications.

* Record any adverse events, if applicable.

* Perform The following questionnaires will be completed: ADAS-Cog (see Appendix 2),
MMSE (see Appendix 3), CDR-SOB (see Appendix 4). NPI (see Appendix 5), GDS (see
Appendix 6), ADCS-ADL (see Appendix 7), and C-SSRS (see Appendix 8).

* Collect blood and urine samples for hematology, serum chemistry, pregnancy test (only for
women of childbearing potential), biomarker analysis and urinalysis.

* Perform MRI scan including FLAIR and T2- weighted gradient-echo sequences.

4.4  Early Termination Visit

If a subject will drop-out the study before Visit 14 (Week 52), the clinical site will try to schedule
an early termination visit. During this visit, the following assessments and procedures should be
performed:
* The following questionnaires will be completed: ADAS-Cog (see Appendix 2), MMSE
(see Appendix 3), CDR-SOB (see Appendix 4). NPI (see Appendix 5), GDS (see Appendix
6), ADCS-ADL (see Appendix 7) and C-SSRS (see Appendix 8).
* Measure vital signs (sitting blood pressure, pulse, breathing, and temperature) and weight.
* Perform a complete physical examination.
* Measure 12-lead ECG.
* Record any changes in concomitant medications.
* Record any adverse events, if applicable.
* Collect blood and urine samples for hematology, serum chemistry, pregnancy test (only for
women of childbearing potential), biomarker analysis and urinalysis.
* Perform MRI scan including FLAIR and T2- weighted gradient-echo sequences.

4.5 Data Quality
Monitoring and auditing procedures defined/agreed by the sponsor will be followed in compliance

with current GCP guidelines. Each center will be visited at regular intervals by a monitor to ensure
compliance with the study protocol, GCP guideline, and other regulatory aspects. This will include
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on-site review of the eCRF for completeness and clarity, consistency with source documents, and
clarification of administrative matters.

4.6 Documentation

Entries made in the eCRF must be either verifiable against source documents or have been directly
entered into the eCRF, in which case the entry in the eCRF will be considered as the source data.
The source data parameter to be verified and the identification of the source document must be
documented. The study file and all source data should be retained/archived until notification by
the sponsor for change of archive site or destruction.
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5. ETHICAL AND LEGAL ASPECTS
5.1 Institutional Review Board (IRB)

Documented approval from the IRB will be obtained for all participating trial center(s)/clinic(s)
prior to study start, according to GCP and applicable laws and regulations. When necessary, an
extension, amendment, or renewal of the IRB approval must be obtained and also forwarded to the
sponsor. The IRB must supply to the sponsor, upon request, a list of the IRB members involved in
the vote and a statement to confirm that the IRB is organized and operates according to GCP and
applicable laws and regulations.

5.2 Ethical Conduct of the Study

The procedures set out in this protocol, pertaining to the conduct, evaluation, and documentation
of this study, are designed to ensure that the sponsor and investigator abide by GCP guidelines and
under the guiding principles detailed in the Declaration of Helsinki. The study will also be carried
out in keeping with applicable local laws and regulations. This may include an inspection by the
sponsor representatives and/or Regulatory Authority representatives at any time. The investigator
must agree to the inspection of study-related records by the Regulatory Authority/sponsor
representatives, and must allow direct access to source documents to the Regulatory
Authority/sponsor representatives.

Modifications to the study protocol will be implemented by the investigator only after sponsor’s
approval. However, the investigator may implement a deviation form, or change of the protocol to
eliminate any immediate hazard(s) to the trial subjects without prior IRB/sponsor approval. The
implemented deviation or change, the reasons for it and, if appropriate, the proposed amendment
should be submitted to the IRB/sponsor as soon as possible. Any deviations from the protocol must
be fully explained and documented by the investigator.

5.3 Regulatory Authority Approvals/Authorizations

Regulatory Authority approvals/authorizations/notifications, where required, will be in place and
fully documented prior to the study’s start.

5.4 Subject Information Consent

A core information and Informed Consent Form will be provided. Prior to the beginning of the
study, the investigator must have the IRB written approval of the Informed Consent Form and any
other written information that will be provided to the subjects. The written approval of the IRB
with the approved Informed Consent Form must be in the study files.
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Written informed consent must be obtained before any study specific procedure takes place.
Participation in the study and date of informed consent given by the subject should be documented
appropriately in the subject’s files.

5.5 Insurance

All subjects participating in the study will have insurance coverage by the sponsor, which is in line
with applicable laws and/or regulations.

5.6 Confidentiality

All records identifying the subject will be kept confidential and, to the extent permitted by the
applicable laws and/or regulations, will not be made publicly available.

Subject names will not be supplied to the sponsor. Only the subject number and subject initials
will be recorded in the eCRF, and if the subject name appears on any other document (e.g.
pathologist report), it must be obliterated before a copy of the document is supplied to the sponsor.
Study findings stored on a computer will be stored in accordance with local data protection laws.
The subjects will be informed in writing that representatives of the sponsor, IRB, or Regulatory
Authorities may inspect their medical records to verify the information collected, and that all
personal information made available for inspection will be handled in strictest confidence and in
accordance with local data protection laws.

Even if the results of the study are published, the subject’s identity will remain confidential. The
investigator will maintain a list to enable subjects’ records to be identified.
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6. STATISTICAL METHODS AND DETERMINATION OF SAMPLE SIZE
6.1 Statistical and Analytical Plans

6.1.1 Analytical Populations

6.1.1.1 Intent-to-Treat Population

An intent-to-treat (ITT) population will include subjects who received at least one intravenous
injection and have post-injection efficacy measurements. This population will be evaluated for all
efficacy variables.

6.1.1.2 Per-Protocol Population

All subjects valid for ITT who complete Visit 13 (Week 30) will be ‘valid per protocol’ (also called
‘valid for efficacy’). Additional criteria may be added prior to unblinding the study database. As
with the ITT population, this per-protocol (PP) cohort will also be evaluated for all efficacy
variables.

6.1.1.3 Safety Population

A safety population will include subjects who received at least one intravenous injection and have
post-injection safety measurements. This population will be evaluated for all safety variables.

6.1.2 Treatment Group Comparability

Demographic variables, medical history, treatment duration, and efficacy variables at baseline will
be summarized by treatment group for the subjects valid for potential safety analysis. Because, in
theory, the goal of randomization is to balance out the patient characteristics, statistical tests are
not planned for these variables.

6.1.3 Significance Level

The primary efficacy hypothesis test will be performed using a 5% significance level. For the
secondary efficacy endpoints, hypothesis tests will be performed individually at the 5%
significance level. All hypothesis tests will be performed with two-sided alternative hypotheses.
No adjustments on the significance level for multiple comparisons are planned, as this is a phase
1/2 study.

6.1.4 Primary Efficacy Analyses

CONFIDENTIAL Nature Cell Co., Ltd.



AST-ADP2-US01
Version 6.0, Mar 4, 2019 Page 30 of 124

The primary efficacy variable is the change from Baseline on the ADAS-Cog score at Week 30.
The primary efficacy variable will be summarized with means, standard deviations, medians and
ranges, overall and by group. The change from Baseline ADAS-Cog score will be analyzed with
Student’s t-test or Kruskal-Wallis test depending on the violation of normality assumption.

6.1.5 Secondary Efficacy Analyses

The secondary efficacy analyses are described below. They will be summarized with means,
standard deviations, medians and ranges for continuous variables and with counts and percentages
for categorical variables.

The percentage of subjects who show improvement will be compared between groups using chi-
square test or Fisher’s exact test, as appropriate. Fisher’s exact test will be used if the expected
frequency in any of the cells of the crosstabulation is less than 5.

Change from baseline at Week 30 in MMSE, CDR-SOB, NPI, GDS and ADCS-ADL will be
compared between groups using t-test or Kruskal-Wallis tests, as appropriate. If the change is
approximately normally distributed, t-test will be used. If the change is markedly non-normally
distributed, Kruskal-Wallis test will be used.

6.1.6 Exploratory Efficacy Analyses

Change from baseline scores at Visits 6, 9, 12, 13 and 14 or Early Termination for: ADAS-Cog,
MMSE, CDR-Box, NPI, GDS, and ADCS-ADL will be summarized with means, standard
deviations, medians and ranges by treatment group and visit. Biomarkers in blood [Amyloid beta
40, Amyloid beta 42, Amyloid precursor protein intracellular domain (AICD), soluble neuregulin-
1 (sNRG-1)] will be summarized at all visits with means, standard deviations, medians and ranges
for continuous variables and with counts and percentages for categorical variables.

6.1.7 Safety Analyses

AE rates will be summarized by treatment group and overall, and will be broken down by severity,

seriousness and relation to study drug. Change of MRI, C-SSRS, physical examinations, vital signs,
ECG and standard laboratory results will be summarized with means, standard deviations, medians

and ranges for continuous variables and with counts and percentages for categorical variables.

Statistical tests are not planned for safety variables.

6.1.7.1 Interim Safety Analyses

When the first 4 subjects complete Visit 4 at Week 2, one unblinded interim safety analysis can be
performed by an independent safety monitor contracted by the sponsor to evaluate the safety of
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AstroStem without the suspension of subject enrollment. Change of vital signs and AEs will be
evaluated.

6.1.8 Missing Data
No adjustments for missing data and no imputation methods are planned for this phase 1/2 study.
6.2 Determination of Sample Size

There was no formal sample size calculation since this is a phase 1/2 study and is not a hypothesis-
driven study. The number of enrolled subjects is predefined at n=22, for 11 subjects per group.
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7. SAFETY DATA COLLECTION, RECORDING, AND REPORTING
7.1 Definitions
7.1.1 Adverse Events

An adverse event is defined in the 21 CFR 312.32(a) as “Adverse event means any untoward
medical occurrence associated with the use of a drug in humans, whether or not considered drug
related.”

An adverse event (also referred to as an adverse experience) can be any unfavorable and
unintended sign (e.g., an abnormal laboratory finding), symptom, or disease temporally associated
with the use of a drug, without any judgment about causality. An adverse event can arise from any
use of the drug (e.g., off-label use, use in combination with another drug) and from any route of
administration, formulation, or dose, including an overdose. Worsening of a pre-existing medical
condition (e.g., diabetes, migraine headaches, and gout) after the drug administration should be
considered an adverse event if there is either an increase in severity, frequency, or duration of the
condition or an association with significantly worse outcomes.

The investigator is responsible for reviewing laboratory test results and determining whether an
abnormal value in an individual study subject represents a change from baseline values. Abnormal
laboratory findings without clinical significance (based on the investigator's judgment) should not
be recorded as adverse events; however, laboratory value changes requiring therapy or adjustment
in prior therapy are considered adverse events.

Adverse events will be reviewed continuously throughout the study.
7.1.2 Serious Adverse Events

A serious adverse event (SAE) is any AE or suspected adverse reaction that in the view of either
the investigator or Sponsor, results in any of the following outcomes:

e Death

o A life-threatening AE: it is defined as an AE or suspected adverse reaction that in the view
of the investigator or Sponsor, its occurrence places the patient or subject at immediate risk
of death. It does not include an AE or suspected adverse reaction that, had it occurred in a
more severe form, might have caused death.

e Inpatient hospitalization or prolongation of existing hospitalization
A persistent or significant incapacity or substantial disruption of the ability to conduct

normal life function.
e A congenital anomaly/birth defect
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e Important medical events that may not result in death, be life-threatening, or require
hospitalization may be considered serious when, based upon appropriate medical judgment,
they may jeopardize the patient or subject and may require medical or surgical intervention
to prevent one of outcomes listed in the above definition

Life threatening: An adverse event or suspected adverse reaction is considered “life-threatening”
if, in the view of either the investigator or sponsor, its occurrence places the patient or subject at
immediate risk of death. It does not include an adverse event or suspected adverse reaction that,
had it occurred in a more severe form, might have caused death.

Hospitalization: Any adverse event leading to hospitalization or prolongation of hospitalization
will be considered as ‘serious’, UNLESS at least one of the following exceptions is met:

» the admission results in a hospital stay of less than 24 hours OR

* the admission is pre-planned (i.e., elective or scheduled surgery arranged prior to the start

of the study) OR

However, it should be noted that invasive treatment during any hospitalization may fulfill the
criteria of ‘medically important” and as such may be reportable as a SAE dependent on clinical
judgment.

Disability means a substantial disruption of a person’s ability to conduct normal life functions.

Important medical event: As guidance for determination of important medical events see the
‘WHO Adverse Reaction Terminology — Critical Terms List’. These terms either see or might be
indicative of a serious disease state. Such reported events warrant special attention because of their
possible association with a serious disease state and may lead to more decisive action than reports
on other terms.

7.2  Reporting Procedures for All Adverse Events

The investigator is responsible for ensuring that all adverse events (as defined in Section 7.1)
observed by the investigator or reported by subjects after the first dose of each subject are properly
captured in the subject’s medical records and reported on the eCRF.

Documentation must be supported by an entry in the subject’s file. A laboratory test abnormality
considered clinically relevant, e.g., causing the subject to withdraw from the study, requiring
treatment or causing apparent clinical manifestations, or judged relevant by the investigator,
should be reported as an adverse event. Each event should be described in detail along with subject
identification, relationship to investigational product, start and stop dates, severity, action taken,
and outcome.
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7.2.1 Relationship of Adverse Event to Study Drug

The following adverse event attributes must be assigned by the investigator: adverse event
diagnosis or syndrome(s) (if known, signs or symptoms if not known); event description (with
detail appropriate to the event); dates of onset and resolution; severity; assessment of relatedness
to study drug and action taken. The investigator may be asked to provide follow-up information,
discharge summaries, and extracts from medical records or eCRFs.

If applicable, the relationship of the adverse event to the study drug will be assessed by means of
the question: “Is there a reasonable possibility that the event may have been caused by the study
drug?” The investigator should respond to this question with either Yes or No.

7.2.2 Adverse Event Severity

The severity of adverse events should be graded as follows:
* Mild — Usually transient in nature and generally not interfering with normal activities
* Moderate — Sufficiently discomforting to interfere with normal activities
» Severe — Prevents normal activities

Medically significant adverse events considered related to the study drug by the investigator or
Sponsor will be followed until resolved or considered stable.

It will be left to the investigator’s clinical judgment to determine whether an adverse event is
related and of sufficient severity to require the subject’s removal from treatment or from the study.
A subject may also voluntarily withdraw from treatment due to what he or she perceives as an
intolerable adverse event. If either of these situations arises, the subject should be strongly
encouraged to undergo an end-of-study assessment and be under medical supervision until
symptoms cease or the condition becomes stable.

7.3 Serious Adverse Event Reporting Procedures

Serious Adverse Events, including laboratory test abnormalities fulfilling the definition of serious,
after the first dose, and during follow-up period must immediately (within 24 hours of the
investigator’s awareness) be reported to the person/parties as detailed in the study file. A Serious
Adverse Event form must also be completed within 1 day of the investigator’s awareness and
forwarded to the designated person/parties as detailed in the study file. Each Serious Adverse
Event must be followed up until resolution or stabilization by submission of updated reports to the
designated person/parties.

Reporting of SAEs begins from the first administration of the study drug through within 30 days
after the last dose of study drug. Events assessed by the Investigator as related to study drug (or
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having an unknown relationship at the time of reporting) should be reported within 24 hours
regardless of the number of days since the last dose.

For all deaths, available autopsy reports and relevant medical reports should be faxed to Sponsor
or their designee. For this reporting process, subject assessments must be made 30 days after
administration of the last dose of study drug. Deaths assessed by the Investigator as related to study
drug (or having an unknown relationship at the time of reporting) should be reported within 24
hours regardless of the number of days since the last dose.

If a subject is permanently withdrawn from the study because of a serious adverse event, this
information must be included in the initial or follow-up Serious Adverse Event Report Form as
well as the End of Study Case Report Form.

When required, and according to local law and regulations, serious adverse events must be reported
to the institutional review board and Regulatory Authorities.

7.4 Procedures for Managing Microhemorrhages and Cerebral Vasogenic Edema

MRI scan will be performed at screening, Visit 9 (Week 12), Visit 13 (Week 30), Visit 14 (Week
52), and/or Early Termination Visit. The protocols for MRI scans should include fluid-attenuation
inversion recovery (FLAIR) and T2-weighted gradient-recalled-echo (GRE) sequences. Standards
for the detection of cerebral microhemorrhage or superficial siderosis will include: 2D T2 GRE;
field strength of 1.5 Tesla or greater; slice thickness of 5Smm or less; Echo Time (TE) of 20 ms or
greater. Standard FLAIR sequences are generally appropriate for the detection of cerebral
vasogenic edema.

Subjects who are found to have new clinically asymptomatic microhemorrhages will be followed
up closely, and a follow-up MRI will be done to evaluate the stability of those lesions.

All Principal Investigators will be notified of the possible occurrence of cerebral vasogenic edema,
its imaging manifestations, and the clinical signs and symptoms that may accompany this
phenomenon. They will also be told of the measures to be taken if cerebral vasogenic edema
occurs. Those measures will include more frequent serial MRI scans until the imaging
abnormalities resolve, and consideration of treatment with high-dose dexamethasone if symptoms
are severe.
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8. USE OF DATA AND PUBLICATION

All data and results and all intellectual property rights in the data and results derived from the
study will be the property of the sponsor, who may utilize the data in various ways, such as for
submission to government regulatory authorities or disclosure to other investigators. The
investigator, while free to utilize data derived from the study for scientific purposes, must discuss
any publication with the sponsor prior to release and obtain written consent of the sponsor on the
intended publication. The sponsor recognizes the right of the investigator to publish the results
upon completion of the study. However, the investigator must send a draft manuscript of the
publication or abstract to the sponsor thirty days in advance of submission in order to obtain
approval prior to submission of the final version for publication. This will be reviewed promptly
and approval will not be withheld unreasonably. In case of a difference of opinion between the
sponsor and the investigator(s), the contents of the publication will be discussed in order to find a
solution that satisfies both parties.

The investigator is encouraged to participate in the evaluation of the data for scientific purposes
but is expected to work with the sponsor in the development of any scientific presentation or
publication. Since the sponsor authors will be included, it is expected that all co-authors of the
manuscripts will have an opportunity for feedback in the content and conclusions. The technical
and editorial resources of the sponsor will be available to assist in the development of abstracts,
presentations, and publications regarding this study and it is expected that drafts will be sent to the
sponsor with adequate time for input and revisions prior to submission.
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Appendix 1. Laboratory Parameters

Blood and urine samples for complete laboratory evaluation (hematology, serum chemistry,

biomarker analysis and urinalysis) at Visits 1, 3, 6,9, 12, 13 and 14 or Early Termination.

HEMATOLOGY CHEMISTRY URINALYSIS BIOMARKER***
Hemoglobin Total bilirubin Color Amyloid beta 40
Hematocrit Alkaline phosphatase Appearance Amyloid beta 42
RBC ALT (SGPT) Specific gravity Amyloid
WBC AST (SGOT) pH precursor protein
MCV Blood urea nitrogen Protein intracellular
xgﬁ C E:Brgzzﬂne Glucose domain (AICD)
Neutrophils (absolute) Glucose Ketones soluble
Lymphocytes (absolute) Albumin Bilirubin neuregulin-1
Monocytes (absolute) Total protein Blood (sNRG-1)
Eosinophils (absolute) Sodium Leukocyte esterase
Basophils (absolute) Potassium WBC
Platelets Chloride RBC
PT-INR Bicarbonate Epithelial cell

Calcium Bacteria

HCG * Hyaline casts

HIV **

HBV**

HCV**

VDRL**

*  HCG (pregnancy test) only for all females of childbearing potential at Visits 1, 3, 12, 13 and 14 or Early

Termination
**  Visit | only

*** Visits 3 and 13, 14 or Early Termination
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Appendix 2. ADAS-Cog (Alzheimer’s Disease Assessment Scale-cognitive subscale)

Study A Phase 12, Randomized, Double-Blind, Placebo-Controlled Study to Frotocol

Evaluate the Safety and Efficacy of AstroStem, Autologous Adipoze Tizsune
Derived Mesenchvmal Stem Cells, in Patient: with Alzheimer’s DHzeaze

AST-ADP2-US0]
ASPIN2

AstroStem Diate of Assessment DD-AIAMAL-YYYY I?:_f‘;:’f::::;m Assessor’s Initials

Subject Number Subject Initials

Visit Number

Alzheimer’s Disease Assessment Scale — Cognitive Behavior (ADAS-Cog)
ADAS Initial Conversation Notes

Insoructions:

For Specific instructions for all tasks, refer to the Administration Manual, The first several minutes are spent in
open-ended conversation m order to assess various aspects of expressive and receptive speech. Then the remaining
cognitive tests are administered Language abilities are evaluated throughout the interview and on specific tests.
Questions elictting “yes” and “no™ answers assess comprehension on a very basic level. Other questions should require
specific information and well-developed communication skills.

Engage the subject in a short conversation about neutral topics (for example: weather, the subject’s trip to the clinic, or
what the subject had for breakfast). This conversation will help to put the subject at ease before the testing begins and
will give the examiner an opportunity to observe how well the subject can use and understand language. There are three
clinical ratings of language ability on the cognitive part of the ADAS. Use this page to record your interview notes.
Documentation should be evident on this form to suppoert rating of Spoken Language Ability, Word Findng Difficulty
and Comprehension. Any rating of impairment should be supported by notes documented on this page.

Possible Topics Weather Breakfast Clinic trip Other

1) Comprehension

2) Word Finding

3) Spoken
Language

Testing Comments:

U'sed with permission from the MI4 Alrheimer’s Dissase Cooperative Stady (WLA Grant AGI(4E3)
ASPAM2 [ ADAS-Cog 111an2017 Version

Page 1 of 23
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1. Word-recall (Word List 1)

To begin testing, say: “I am going to show you some words printed on these white cards. Please read each
word out loud and try to remember it, becanse later I will ask von to try to remember all of the words I
have shown you. Ready, read the word and try to remember it.”

Present each word to the subject and ask him/her to say it aloud. After all 10 words have been presented, say:
“Good, now tell me all the words vou can remember that were on that lst.” Prompt with “Any others?™™
as necessary. For trials 2 and 3 say: “Now I am going to show vou that same list again. Read each word out
loud and try to remember it."” Examiner should check a response (vesmo) for every word.

‘Word recalled Word recalled Word recalled
commectly? correctly? cormecthy?
Trial 1 Yes Mo Trial 2 Yes Mo Trial 3 Yes Mo
BUTTER POLE SHORE
ARM LETTER LETTER
SHORE BUTTER ARM
LETTER CQUEEN CABIM
QUEEN ARM POLE
CABIN SHORE TICKET
POLE GRASS ENGINE
TICKET CABIN GRASS
GRASS TICKET BUTTER
EMGIMNE ENGINE CQUEEN
Total Total Total
Mot Mot Mot
Recalled Recalled Recalled

If any trial not administered, please specify reason (check one):
O Not done (for reasons other than physical/cognitive impairment)
O Subject refused
O Subject unable for physical reasons
O Subject unable for cognitive reasons (if selected, enter a score of “10" in eCRF)

Used with permizsion from the NIA Alzheimer’s Disease Cooperative Study (WILA Grant AG10483)
ASPLINZ [ ADAS-Cog 111an2017 Version

Page 2 of 23
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2, Commands

This task i designed to assess receptive speech. The subject is asked to carry out five separate commands with
1 to 5 steps per command. Each command should be read once. If the subject does not respond or looks
confused, or asks for a repetition, the examiner should give the entire command one more time. Then go on to
the next command. All commands should be given to every subject. Examiner should check a response
{ves/no) for every command.

To begin testing, say: “Now I am going to ask you to do a few things. Firse...™
Command performed comectly?

Command Yes No

a. “Make a fist.” (say “Relax it” if needed upon completion).

b. “Point to the ceiling, and then to the flogr.”

Line up a pencil, watch and card (left to right from subject’s point of view) on the table.

c. “Put the pencil on top of the card and then put it back.™

d. “Put the watch on the other side of the pencil and turn over the card ™

e. “Tap each shonlder twice with twe fingers, keeping your gyes shut.”

If task not administered, please specify reason (check one):
O Neot dene (for reasons other than physical/cognitive impairment)
O Subject refused
O Subject unable for physical reasons
O Subject nnable for cognitive reasons (if selected, circle “5™ on the scoring table below)

Scoring: (circle one)

0 = all commands correct
1 =1 command incorrect
2 =2 commands incorrect
3 = 3 commands incorrect
4 =4 commands incorrect
5 = 5 commands incorrect

Used with pemmission from the NIA Alzheimer’s Disease Cooperative Study (WLA Grant AG10433)
ASPINZ [ ADAS-Cog 111an2017 Version

Page 3 of 23
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3. Constructional Praxis

This test assesses the subject’s ability to copy 4 geometric forms. The forms should be presented one at a time.
If the subject locks confused or dissatisfied with the drawing, or asks to try again, the subject should be
allowed a second attempt for each shape. If a second attempt 15 made, ask the subject to indicate which one 13
better, and score only that attempt. Examiner should check a response (vesma) for every form.

To begin testing, say: “On this piece of paper is a shape. Try to draw another one that looks just like this,
somewhere on the page.”

Figure drawn
correctly?
Figure Yes Mo
a. Circle

A closed curved figure. Small gaps do not count as errors. Size is not aritical.

Two overlapping rectangles
Figure must be four-sided, and overlap must be similar to presented form.
Changes in size are not scored.

Diamond {Rhombus)

Figure must be four-sided, oriented so that the points are at the top and bottom, and the
sides approximately equal in length [e.g., longest side is not = 1.5 times the length of the
shortest side).

Cube
The figure is 3-demensional, with front face in the correct orientation, internal lines drawn
correcthy between comers. Opposite sides of faces should be approximately parallel.

Mo figures drawn; scribbles; parts of forms; words instead of form

If task not administered, please specify reason (check one):

O Not done (for reasons other than physical/cognitive impairment)
O Subject refused
O Subject unable for physical reasons

O Subject unable for cogmtive reasons (if selected, circle <5

Scoring: (circle one)

=all 4 drawings correct

=1 form drawn tncorrectly

2 forms drawn incorrectly

3 forms drawn incorrectly

=4 forms drawn incorrectly

=no figures drawn; scribbles; parts of forms;
words instead of forms

wh [ [ pa | =
1

* on the scoring table below)

Used with permizsion from the NIA Alzheimer’s Disease Cooperative Study (WILA Grant AG10483)
ASPLINZ [ ADAS-Cog 111an2017 Version

Page 4 of 23
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Used with pemmizsion from the WIA Alzheimer’s Disease Cooperative Study (WA Grant AG10483)
ASFINZ f ADAS-Cog 111an2017 Version

Page 5 of 23
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Used with pemmizsion from the WIA Alzheimer’s Disease Cooperative Study (WIA Grant AG104383)
ASPINZ f ADAS-Cog 111an2017 Version

Page 6 of 23
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Used with pemmizsion from the WIA Alzheimer’s Disease Cooperative Study (WA Grant AG10483)
ASFINZ f ADAS-Cog L1an2017 Version

Page 7 of 23
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Used with pemmission from the NIA Alzheimer’s Disease Cooperative Study (WLA Grant AG10433)
ASPIN2 / ADAS-Cog 111an2017 Version

Page § of 23
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4. Naming Objects/Fingers

For this task. the subject is asked to name 12 randomly presented real objects. Objects should be presented in
random crder. Give the sulyect mstructions sinular to the following: “Now I am going to show vou some
objects. I want you to tell me what their names are, What is this called?” (present object). If the subject
responds with the object’s function say: “Yes, that's what it does, but what is its name? " If the sulyect does
not respond, the examiner should give the semantic cue for that item (provided below). If the subject still does
not respond or makes an error, proceed to the next object. Examiner should check a response {vesma) for every

object/finger.
Response
correct?

Item Acceptable Clue Yes Mo

Flower grows in garden

Bed used for sleeping

Whistle makes a sound when you blow on it

Pencil used for writing

Rattle a baby's toy

Mask hides your face

Scissors cuts paper

Comb used on hair

Wallet holds your money

Harmonica a musical instrument

Stethoscope doctor uses it to listen to your heart

Tongs picks up food

Used with permizsion fom the WIA Alzheimer's Disease Cooperative Smdy (WLA Grant AG10483)
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4. Naming Objects/Tingers (cont’d)

The subject 13 alse asked to name the fingers on his'her dominant hand. Say: “Please place vour right (or left)
hand on the table. Now I am going to point to a part of vour hand and I want you to tell me what it's
called. Whart is this?" If a query is necessary say: “What is another name for this finge

Response
correct?
Fingers Yes Mo
Thumb
Index/Pointer/Forefinger
Middle
Ring

Pinky/Little/Baby

If task not administered, please specify reason (check one):
O Not done (for reasons other than physical/cognitive impairment)
O Subject refused
O Subject unable for physical reasons
O Subject unable for cogmtive reasons (if selected, circle “5" on the scoring table below)

Scoring: (circle one)

0 = 0-2 items (objects and fingers) named incorrectly

= 3-5 items (objects and fingers) named incorrectly
2 = 6-8 items (objects and fingers) named incorrectly
3 =0-11 items (cbjects and fingers) named incorrectly
4 =12-14 items (objects and fingers) named incorrectly
3 =15-17 items (obyjects and fingers) named incorrectly

0
I.

Used with permizsion from the W14 Alzheimer’s Disease Cooperative Srudy (WLA Grant AG10433)
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5. Ideational Praxis

This task 15 designed to deternine whether the subject can perform a familiar but complex sequence of actions.
There are 5 components to this task Place a blank long envelope, an 8 2 x 117 sheet of paper and a pencil in
front of the subject.

Read the following instruction to the subject exactly as written:

“I want you to pretend you have written vourself a letter. Take this piece of paper, fold it so that it will
fit into the envelope, and then put it into the envelope. Then seal the envelope, address the envelope to
yvourself, and show me where the stamp goes.”

If the subject forgets part of the task. or 15 having difficulty, the tester should repeat the instruction for the
component of the task where the subject is having difficulty. After the first complete instruction, only ome
additional reminder should be given for each compenent. Examiner should check a response (ves/mo) for every

companeant.
Action correct?

Component Yes Mo

a. Folds paper

b. Putpaperin envelope

c. Seal envelope

d. Address envelope

e. Indicate where stamp goes

If task not administered, please specify reason (check one):
O Mot dene (for reasons other than physical/cognitive impairment)
O Subject refused
O Subject unable for physical reasons
O Subject unable for cognitive reasons (if selected, circle “5" on the scoring table below)

Scoring: (circle one)
= all components performed correctly

= failure to perform 1 component

= failure to perform 2 components

= failure to perform 3 components

= failure to perform 4 components

| e | | B e | S

= failwre to perform 5 components

Used with permizsion from the NIA Alzheimer’s Disease Cooperative Study (WILA Grant AG10483)
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6. Orientation

{ves/no) for every guestion.

This task is designed to determine how well oriented the subject is with regard to ttme and place. Ask the
subject for each of these pieces of information one at a time One restatement of each cquestion is allowed (e.g.
if subject confuses day and date.) Questions mmst not be restated based on an incorrect response but only if the
subject does not understand the initial question or asks for a repetition. Examiner should check a response

Response
comrect?

Cuestion

Yes No

Full name: {must be exact)

Month: {must be exact)

Date: (£ 1 day)

Year: (must be exact)

Day of the week: (must be exact)

Season: (within 1 week of upcoming season or within 2 weeks of previous season)

Place: (Partial names are acceptable, but generic terms are not)
Say: “Where are we now?” or “What is the name of this place?”’

Time: (£ 1 hour)
Say: “Without looking at your watch, tell me approximately what time it is.”

If task not administered, please specify reason (check one):
O Mot dene (for reasons other than physical/cognitive impairment)
O Subject refused
O Subject unable for physical reasons

Scoring: (circle one)

O Subject nnable for cognitive reasons (if selected, circle “8™ on the scoring table below)

=all responses comrect

= 1 response incorrect

= 2 responses incorrect

= 3 responses incorrect

= 4 responses incorrect

= 5 responses incorrect

=6 responses incotrect

I = O AP R O S IR W Y =]

=T responses incotrect

[}

= 8 responses incotrect

Used with permizsion from the WIA Alzheimer’s Disease Cooperative Sudy (WIA Grant AG10483)
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7. Word Recognition (Word List 1)
In the leamning portion of this test, the subject is Check Subject Respanse
given one trial to learn a list of 12 words. Say: T Word Yes Mo *R
am going to show you some words printed on —
these white cards. I want you to read each word
out loud and try to remember it.” MAGAZINE
N _ , WIZARD
In the recognition portion of this test, the
examiner should say: “Now I'm going to show VAN
vou anether set of words. Some of the words LEOPARD
were on the list I just showed vou and others SALE
are new. For each word I want vou to tell me
whether it is one of the words I just showed SEA
you.” TRAIN
. COIN
The examiner shows that first word and says
either “Is this one of the words I showed vou SHIP
before, ves or no?”, or “Did I show vou this INSTITUTION
word before?"” The same instruction 1s given ——
before the second test word. For the remaining test
words the examiner should say “How about this AXE
one?” BOARD
Check the subject’s response to each word Yes or CARROT
No. If the subject needs to be reminded of the task MILK
during the exam_ the examiner should repeat the VOLUME
question and place a check in the repunder
column FOREST
AMNCHOR
“R = Reminder given GEM
If task not administered, please specify reason CAT
{check one):
O MNot done (for reasons other than FUND
physical/cognitive impairment) EDGE
O Suobject refused CAKE
O Subject unable for ph_vs%u:.al reason Total Not
O Suobject znable for cognitive reasons Recalled
{Enter Max Score or “12™) {Max Score=12} *Reminder Given

Used with permizsion from the W14 Alzheimer’s Disease Cooperative Srudy (WLA Grant AG10433)
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Scoring: [circle one)

8. Remembering Test Instructions

This item evaluates the subject’s ability to remember the requirements of the Word Recognition task. The
mumber of reminders given on the Word Recognition task are counted to rate this stem. If the Word
Recognition task was not completed or not attempted, then this item nmst not be scored.

Each instance of memory failure for the test instructions after the first two items is scored.

0

MNone

subject never needs extra reminders of instructions

Very mild

Mild

must be reminded 2 times

Moderate

must be reminded 3 or 4 times

Moderately severe

must be reminded 5 or & times

1
2
3
4
5

Severe

must be reminded 7 or more times

9. Comprehension

Ecoring: [circle one)

This item evaluates the subject’s ability to understand speech. To rate this item consider how well the subject
was able to understand the examiner’s speech dunng the opening discussion and during the test session.
Do not count performance on Commands subtest when ratng this item.

0

None

subject understands

Very mild

one or two instance of misunderstanding

Mild

3-5 instances of misunderstanding

1
2
3

Moderate

requires several repetitions and rephrasing

Moderately severe

subject only occasionally responds correctly; i.e. yes/no

Severe

subject rarely responds to gquestions appropriately, not due to
poverty of speech

Used with permizsion from the NIA Alzheimer’s Disease Cooperative Study (WLA Grant AG10483)
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above zero.

Scoring: [circle one)

10. Word Finding Difficulry

To rate this stem the examiner must determine whether the subject has difficulty in finding the desired word in
spontaneons speech during the interview and test session. Do not count performance on Naming Objects
and Fingers subtest when rating this item. Documentation should be evident on page 1 to support any rating

0 Mone no evidence of word finding difficulty in spontaneous speech
1 Very mild 1 or 2 instances, not clinically significant

2 Mlild noticeable circumlocution or synonym substitution

3 Moderate loss of words without compensation on occasion

4 Moderately severe frequent loss of words without compensation

5 Severe g_eza:lllly‘;tztztl_tlzrs:nciiontest of words; speech sounds empty;

Scoring: [circle one)

11. Spoken Language Ahility

This item is a global rating of the quality of speech. i.e., clarity, difficulty in making oneself understood. In
rating this item the examiner should consider all of the speech produced by the subject in the initial interview
and the test session. Documentation should be evident on Page 1 to support any rating above zero. (Fefer to the
procedures manual for guidelines)

0

None

no instances where it is difficult to understand the subject

Very mild

one instance of lack of understandability

Mild

subject has difficulty less than 25 % of the time

Moderate

subject has difficulty 25-50% of the time

Moderately severe

subject has difficulty more than 50% of the time

1
2
3
4
5

Severe

one or two word utterance; fluent, but empty speech; mute

Used with permizsion fom the WIA Alzheimer's Disease Cooperative Smdy (WLA Grant AG10483)
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12, Delaved Word Recall

cards. Can you tell me any of those words™ Allow a maximmm of two minutes for recall.

Check each word cotrectly recalled. Total equals words net correctly recalled.

Word recalled
correctly?

Word Yes Mo
BLOOD

CAMP

COTTON

FIRE

HALL

LAD

PLANT

RIVER

STEAM
TOY

Total
Mot
Recalled

If any trial not administered, please specify reason (check one):

Not done (for reasons other than physical/cognitive).
Subject refused.

Subject unable for physical reasons.

ooono

Say to the subject. “Now I want you to try to remember the words that I showed vou earlier on printed

Subject unable for cognitive reasons. (If selected, enter a score of “107 in eCRF)

Used with permizsion from the WIA Alzheimer’s Disease Cooperative Sudy (WIA Grant AG10483)
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13, Executive Function (Maze)

Present the practice maze in the comect orientation in front of the participant. Indicate where to begin and where to
exit the maze. Say to the subject. “I want you to find the route from the start to the exit of this maze. Put yvour
pencil here (point to the start) at the start. Here (point to the exit) is the exit of the maze. Try not to run into
dead ends or cross solid lines. Please keep vour pencil on the paper at all imes.” If the participant 1ift his or
her pencil, remind him or her to keep the pencil on the page.

Once the participant has completed the Mandatory Practice Maze, proceed to the Scored Maze.

Check each word comrectly recalled. Total equals words net correctly recalled.

a. Number of errors (range = 0-2)

b, Time at completion or second emror
(maxinmm = 240 seconds total)

If task not administered, please specify reason (check one):
O Not dene (for reasons other than physical/cognitive impairment)
O Subject refused
O Subject nnable for physical reasons
O Subject unable for cognitive reasons (If selected, enter a score of *57 i eCRT)

Scoring: (circle one)
=0-30 seconds at completion or second error

=31-60 seconds at completion or second error

= 61-90 seconds at completion or second error

=01-120 zeconds at completion or second error

=121 - 239 seconds at completion or second error

[ I S LR I C T I ]

= 240 seconds at completion or second error

Used with pemmizsion from the WIA Alzheimer’s Disease Cooperative Study (WIA Grant AG104383)
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14. Numhber Cancellation

Place the practice form face up in front of the participant. Say the following instructions word-for-word:

“Om the top of this page are two numbers. In this row of numbers you will find these numbers mixed in
with other numbers. I'd like you to begin here” (point to the beginning of the line) and cross off each
number that matches either of the two numbers at the top of the page. Please work as guickly as you can.”
Correct any errors and re-explain as necessary to ensure understanding of the task. Discontinue the examyple after
30 seconds or when the participant finishes the line, whichever is first.

Place the test form face up in front of the participant. Say the following instructions word-for-word:

“Omn the top of this page are two numbers. Throughout this page you will find these numbers mixed in with
other numbers. I'd like you to begin here” (point to the beginning of the line) and going across off each
number that matches either of the two numbers at the top of the page. Please work as guickly as you can.”

If the participant stops at the end of a line, before the last line, and there is still time left, ask him or her to “keep
going.” Discontinue the task after 45 seconds or when the participant finishes the last line, whichever 1s first.

a. Number of targets hit (range = 0-49) I:I:I

b, Number of errors

c. Number of times reminded of task

If task mot administered. please specify reason (check one):
O Mot done (for reasons other than physical/cognitive impairment)
O Subject refused
O Subject unable for physical reasons
O Subyject nnable for cognitive reasons

Scoring: (circle one)

0 === 30 total score
= 24.70 total score
= 18-23 total score

=12-17 total score

= 6-11 total score
= (-3 total score

LI S I O ]

Used with permizsion from the NLA Alzheimer’s Disease Cooperative Study (WLA Grant AG10433)
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(Example)

- - -

Used with permizsion from the WIA Alzheimer’s Disease Cooperative Sudy (WIA Grant AG10483)
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(Test 1)

ASPINZ f ADAS-Cog L1an2017 Version
Used with pemmuizsion fom the WIA Alzheimer's Disease Cooperative Study (WIA Grant AG10433)
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(Test 2)

[ ¥

ASPINZ J ADAS-Cog 111an2017 Version
Used with permizsion fom the NIA Alzheimer's Disease Cooperative Smdy (WLA Grant AG10483)
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“6” and <17

1224595669196 72832

Example for use with versions A, B, and C

ASPIN2 [ ADAS-Cog 111an2017 Version
Used with permizsion from the WIA Alzheimer’s Disease Cooperative Study (WIA Grant AG10483)
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A

ASPIN2 [ ADAS-Cog 111an2017 Version
Used with permizsion from the WIA Alzheimer’s Disease Cooperative Study (WIA Grant AG10483)

A

N

2
-2

Lh
A
Lh

-

h
h

L]
faa

2
Lh

h
h
LA

-2
h

6 2 1
8 5 8
43 4
1 48
0 3 4
6 8 4
735
1 9 8
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Appendix 3. MMSE (Mini-mental status examination)

Protocol

Study A Phase 1/2, Randomized, Double-Blind, Placebo-Controlled Study to
Evaluate the Safety and Efficacy of AstroStem, Autologous Adipose Tissue AST.ADP2.USOL

Derived Mesenchymal Stem Cells, in Patients with Alzheimer’s Disease

ASPIN2
AstroStem Date of Assessment DD-MAMM-YYYY Tlgl_ifu‘;“‘:s:ﬁ: :Em Assessor’s Indtials
Subject Number Subject Initials

Visit Number

Mini-Mental State Examination
(MMSE)

w Psychological Assessment Resources, Inc. *16204 N. Florida Avenue * Lutz, FL 33549 » 1.800.331.8378 * www.parinc.com

Adapted and reproduced by special permizsion of the Publisher Psychological Assessment Besources, Inc_, 16204 North Florida Awenue, Lutz, Florida 33349, from the

Mini-Mental State Examination by Marshal Folstein and Susan Folstein, Copyright 1975, 1998, 2001 by Mini Mental LLC, Inc. Published 2001 by Psychological
Asseszment Resources, Inc. Purther reproduction is prohibited without permizsion of PAR, Inc. The MMSE can be purchased from PAR by calling (213) 852-3003.

ASPINZ / MMSE 11}an2017 Version
Adapted and reproduced by special parmission of the Publishar, Psychelogical Assessment Resources, Inc. 16204 North Florida Avemms, Lutz, Florida 33349, fops the Mizd Mental S
Examination, by Mamhal Folstein and Sesam Folstuin, Copyright 1975, 1998, 2001 by Mini Mantal LLC, Inc Published 2001 by Prychological Assessmant Resomnmces, Inc. Farthar

reproduction i prokibited writhout permedssion of PAR, Inc. The MMEE can be purchased from PAR, Inc. by calling (B13) 543-3003
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Study A Phase 11, Randomized., Double-Blind, Placebo-Controlled Study to Protocol

Evaluate the Safety and Efficacy of AstroStem, Autologous Adipose Tissue
Derived Mesenchymal Stem Cells, in Patients with Alzheimer®s Disease

AST-ADP2-TS01

ASPIN2
AstroStem Date of Assessment DD-AMAD-YYYY Tlgiifﬂ‘ﬁssa:ﬁm Assessor’s Indtials
Subject Number Subject Initials
Visit Number

Instructions: Waords in boldface type should be read aloud clearly and slowly to the exanunes. Item substitutions appear in
parentheses. Admimstration should be conducted povately and in the examunes’s prmary language. Circle 0 if the response 15
incorrect, or 1 if the response 15 correct. Begin by asking the following two questions:

Do you have any trouble with your memory? May | ask you some questions about your
memory?

ORIENTATION TO TIME RESPONSE SCORE

What is the... year? 0 1
season? ] 1
month of the year? 1] 1
day of the week? 0 1
date? 0 1

OFIENTATION TO PLACE®

Where are you now? What is the...
state (province)? 1] 1
county (or city/town)? 0 1
city/town (or part of city/ neighborhood)? 0 1
building {(name of type)? 0 1
floor of the building 0 1
{room number or address)?

* Alternative place words that are appropriate for the setfing and increasingly precize may be substimted and noted

REGISTRATION=

Listen carefully. | am going to say three words. You say them back after | stop. Ready?

Here they are...APPLE [pouse], PENNY [pause], TABLE [pouse]. Now repeat those words back to me.

[Repeat up to 5 times, but score only the first triol )
APPLE ] 1
PENMNY 0 1
TABLE 0 1

Mow keep those words in mind. 1 am going to ask you to say them again in a few minutes.
* Alterpative word set: (e.g, PONY, QUARTEE, OFAMNGE) may be substmuted and noted when rstesting an examinee

ATTENTION AND CATLCULATION [Serial 7s]*

Mow I'd like you to subtract 7 from 100. Then keep subtracting 7 from each answer until | tell you to stop.

What is 100 take away 77 [23] o 1
If needed, say: Keep going. [88] o 1
If needed, say: Keep going. [79] 0 1
If needed, say: Keep going. [72] o 1
If needed, say: Keep going. [65] o 1
* Alternative item (WOERLD backward) should only be administered if the examines refiizes to perform the Seral 7s task -
ASPINZ f MMSE 11Jan2017 Version
Page X of 6
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Substitote and score this ttem only if the examinee refuses to perform the Serial 7s task.
Spell WORLD forward, then backward.

Correct forward spelling if misspelled.

But score only the backward spelling

D=1) L=1) E=1) =1} w=1) (00 5)
SCORE
RECALI RESPONSE (circle one)
What were those three words | asked you to remember? [Do not offer any hints.]
APPLE 0 1
PENNY 0 1
TABLE 0 1
NAMING*
What is this? [Point fo a pencil or pen.] 0 1
What is this? [Point to o watch.] 0 1

* Alterpative common objects (g 2. eyeglasses, chair, kevs) may be substmuted and noted.

EEFETITION
Mow | am going to ask you to repeat what | say. Ready? “NO IFS, ANDS, OR BUTS.” Now you say that.
[Repeat up to 5 times, but score only the first trial )

NO IF5, ANDS, OR BUTS. 0 1

ASPINZ / MMSE 11Jan2017 Version
Page } of 6
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Detach the next page along the lensthwise perforation. and then tear it in half along the horizontal perforation. Use the upper half of
the page (blank) for the Comprehension, Wnting, and Drawing items that follow. Use the lower half of the page as a stimulus form
for the Reading ("CLOSE YOUE EYES™) and Drawing (intersecting pentagons) Items.

COMPEEHENSION
Listen carefully because | am going to ask you to do something.
Take this paper in your right hand [pause], fold it in half [pause], and put it on the floor (or table).

TAKE IMN RIGHT HAND 0 1
FOLD IM HALF 0 1
PUT ON FLOOR {or TABLE) 0 1
FEADING
Please read this and do what it says. [Show examinee the words on the stimulus form.]
CLOSEYOUR EYES 0 1
WERITING
Please write a sentence. [Iif examinee does not respond, say: Write about the weather.] 0 1

Place the blank piece of paper (unfolded) in front of the examinee and provide a pen or pencil. Score 1 poimnt
if the sentence 15 comprehensible and contams a subject and a verb. Ignore errors in grammar or spelling.

DRAWING
Please copy this design. [Display the intersecting pentagons on the stimulus form. ] 0 1
Score 1 point if the drawing consists of two 5-sided figures that intersect to form a 4-sided figure.
Assessment of level of consciousness.
Alert/ Drowsy Stuporons Comatose _
Responsive Unresponsive .TDh_i_l Score=
{sum ail item scores.) (30 points max )
ASPINZ f MMSE 11Jan2017 Version
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CLOSE YOUR EYES

ASPINZ / MMSE 11Jan2017 Version
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Appendix 4. CDR-SOB (Clinical Dementia Rating-Sum of Box)

Stud Protocol
Y A Phase 12, Randomized, DoubleBlind, Placebo-Controlled Study to rotoco

Evaluate the Safety and Efficacy of AstroStem, Autologous Adipose Tissue
Derived Mesenchymal Stem Cells, in Patients with Alzheimer’s Disease

AST-ADP2-US01

ASPIN2
AstroStem Date of Assessment DD-MMM-YYYY B Assessor’s Initials
(24-hour clock)
Subject Number Subject Initials Caregiver Initials
Visit Number

Clinical Dementia Rating Worksheet

This is a semi-structured interview. Please ask all of these questions. Ask any additional questions
necessary to determine the subject’s CDR. Please note information from the additional questions.

Memory Questions for Informant:

1. Does he/she have a problem with his/her memory or thinking? Oves ONo

la. If yes, is this a consistent problem (as opposed to inconsistent)? Ovyes OONo

2. Can he/she recall recent events? O Usually O Sometimes [ Rarely
3 Can he/she remember a short list of items (shopping)? O Usually O sometimes [ Rarely
4. Has there been some decline in memory during the past year? Ovyes OONo

5 Is his/her memory impaired to such a degree that it would have

interfered with his/her activities of daily life a few years ago (or Oves CNo
pre-retirement activities)? (collateral sources opinion)
6. Does he/she completely forget a major event (e.g., trip, party,

family wedding) within a few weeks of the event? O Usually O sometimes L Rarely

7. Does he/she forget pertinent details of the major event? O Usually O Sometimes [ Rarely
Does he/she completely forget important information of the
distant past (e.g., birthdate, wedding date, place of O Usually O sometimes [ Rarely
employment)?

9. Tell me about some recent event in his/her life that he/she should remember. (For later testing, obtain details such as
location of the event, time of day, participants, how long the event was, when it ended and how the subject or other
participants got there).

Within 1 week :

Within 1 month:

10.  When was he/she born?
11. 'Where was he/she born?
12, What was the last school he/she attended?
Name
Place
Grade
13. What was his/her main occupation/job (or spouse’s job if subject was not employed)?

14.  What was his/her last major job (or spouse’s job if subject was not employed?)
15.  When did he/she (or spouse) retire and why?

Reprinted with permission. The Clinical Dementia Rating (CDR) is a copyrighted instrument of the Alzheimer’s Disease Research Center,
Washington University, St. Louis, Missouri, USA. All rights reserved.
ASP1N2 / CDR v2.0 2Nov2017
Page 1of 11
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Clinical Dementia Rating Worksheet

Orientation Questions for Informant:

How often does he/she know of the exact:

1. Date of the Month?

O Usually [0 Sometimes O Rarely

2. Month?

O Usually [0 Sometimes O Rarely

3. Year?

O Usually [0 Sometimes O Rarely

4.  Day of the Week?

O Usually [0 Sometimes O Rarely

El Don’t Know

El Don’t Know

D Don’t Know

El Don’t Know

5. Does he/she have difficulty with time relationships (when events happened in relation to each other)?

O Usually [0 Sometimes O Rarely

6. Can he/she find his/her way about familiar streets?

O Usually [0 Sometimes O Rarely

El Don’t Know

D Don’t Know

7. How often does he/she know how to get from one place to another outside his/her neighborhood?

O Usually 0 Sometimes O Rarely

8. How often can he/she find his/her way about indoors?

El Don’t Know

O Usually [0 Sometimes O Rarely

El Don’t Know

Reprinted with permission. The Clinical Dementia Rating (CDR) is a copyrighted instrument of the Alzheimer’s Disease Research Center,
Washington University, St. Louis, Missouri, USA. All rights reserved.
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Clinical Dementia Rating Worksheet

Judgment and Problem Solving Questions for Informant:

1. In general, if you had to rate his/her abilities to solve problems at the present time, would you consider
them:

[0 Asgood as they have ever been

O Good, but not as good as before

O Fair

O Poor

[0 No ability at all

2. Rate his/her ability to cope with small sums of money (e.g., make change, leave a small tip):
O Noloss

O Someloss

O Severeloss
3. Rate his/her ability to handle complicated financial or business transaction (e.g., balance

check-book, pay bills):
O Noloss
O Someloss

O Severeloss
4. Can he/she handle a household emergency (e.g., plumbing leak, small fire)?
O As well as before

[0 Worse than before because of trouble thinking
[0 Worse than before, another reason (why)

5. Can he/she understand situations or explanations?

O Usually O sometimes O Rarely O Don’t Know

6. Does he/she behave* appropriately [i.e., in his/her usual (premorbid) manner] in social
situations and interactions with other people?

O Usually O sometimes O Rarely O Don’t Know

*This item rates behavior, not appearance.

Reprinted with permission. The Clinical Dementia Rating (CDR) is a copyrighted instrument of the Alzheimer’s Disease Research Center,
Washington University, St. Louis, Missouri, USA. All rights reserved.
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Clinical Dementia Rating Worksheet

Community Affairs Questions for Informant:

Occupational

1.  Isthe subject still working? Oves Onoe OnNa
If not applicable, proceed to item 4
If yes, proceed to item3
If no, proceed to item 2

2. Did memory or thinking problem contribute to the subject’s decision to retire? Oves CONo [DK

(Question 4 is next)
3. Does the subject have significant difficulty in his/her job because of problems with memory or thinking?

O Rarely or Never 0 sometimes O Usually O Don’t Know

Social
4. Did he/she ever drive a car? O ves ONo
Does the subject drive a car now? O ves ONo
If no, is this because of memory or thinking problems? O ves O No
5. Ifhe/she is still driving, are there problems or risks because of poor thinking? O ves O No
*6. Is he/she able to independently shop for needs?
[0 RarelyorNever [] Sometimes [0 Usually [0 Don’tKnow
(Needs to be (Shops for limited number of items:
accompanied on any buys duplicate items or forgets
shopping tnip) needed items)
7. Is he/she able to independently carry out activities outside the home?
[0 RarelyorNever [] Sometimes [0 Usually [0 Don’tKnow
(Generally unable to (Limited and/or routine, e.g., (Meaningful
perform activities superficial participation i church participation m
without help) or meetings: trips to beauty parlor) activities, e.g_,
voting)
8.  Is he/she taken to social functions outside a family home? O ves O No
If no, why not?
9.  Would a casual observer of the subject’s behavior think the subject was il1? O ves O No
10. Ifin nursing home, does he/she participate well in social functions (thinking)? O ves ONo
IMPORTANT:

Is there enough information available to rate the subject’s level of impairment in community affairs?
If not, please probe further.

Community Affairs: Such as going to church, visiting with friends or family, political activities, professional
organizations such as bar association, other professional groups social clubs, service organization, educational
programs.

*Please add notes if needed to clarify subject’s level of functioning in this area.

Reprinted with permission. The Clinical Dementia Rating (CDR) is a copyrighted instrument of the Alzheimer’s Disease Research Center,
Washington University, St. Louis, Missouri, USA. All rights reserved.
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Home and Hobbies Questions for Informant:

la. What changes have occurred in his/her abilities to perform household chores?

1b. What can he/she still do well?

2a. What changes have occurred in his/her abilities to perform hobbies?

2b. What can he/she still do well?

3. Ifin nursing home, what can he/she no longer do well (H and H)?

Everyday Activities (Blessed):
No Loss Severe Loss

4.  Ability to perform household tasks 0 0.5 )

Please describe:

5. Is he/she able to perform household chores at the level of:
(Pick one. Informant does not need to be asked directly).

] No meaningful function.
(Performs simple activities, such as making a bed, only with much supervision)
Functions in limited activities only.
[ (With some supervision, washes dishes with acceptable cleanliness; sets table)
Functions independently in some activities.
[ (Operates appliances, such as a vacuum cleaner; prepares simple meals)

|:| Functions in usual activities but not at usual level.

[] Normal function in usual activities.

IMPORTANT:

Is there enough information available to rate the subject’s level of impairment in HOME & HOBBIES?
If not, please probe further.

Homemaking Tasks: Such as cooking, laundry, cleaning, grocery shopping, taking out garbage, yard work, simple
care maintenance, and basic home repair.

Hobbies: Sewing, painting, handicrafts, reading entertaining photography, gardening, going to theater or
symphony, woodworking, participation in sports.

Reprinted with permission. The Clinical Dementia Rating (CDR) is a copyrighted instrument of the Alzheimer’s Disease Research Center,
Washington University, St. Louis, Missouri, USA. All rights reserved.
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Clinical Dementia Rating Worksheet

Personal Care Questions for Informant:

*What is your estimate of his/her mental ability in the following areas:

Occasionally Wrong sequence
misplaced commonly
Unaided buttons, etc. forgotten items Unable to dress
A. Dressing 0 1 2 3
(Blessed)
Needs Sometimes Always or nearly
Unaided prompting needs help always needs help
B. Washing, grooming 0 1 2 3
Cleanly: proper Has to be fed
utensils Messily: spoon Simple solids completely
C. Eating habits 0 1 2 3
Normal complete  Occasionally wets ~ Frequently wets Doubly
control bed bed incontinent
D. Sphincter control 0 1 2 3
(Blessed)
*A box-score of 1 can be considered if the subject’s personal care is impaired
from a previous level, even if they do not receive prompting.
Reprinted with permission. The Clinical Dementia Rating (CDR) is a copyrighted instrument of the Alzheimer’s Disease Research Center,
Washington University, St. Louis, Missouri, USA. All rights reserved.
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Clinical Dementia Rating Worksheet

Memory Questions for Subject:

b

v ® M

10.

Do you have problems with memory or thinking? Oves ONo

A few moments ago your (spouse, etc.) told me a few recent experiences you had. Will you tell me something
about those? (Prompt for details, if needed such as location of the event, time of day, participants, how long
the event was, when it ended and how the subject or other participants got there).

Within 1 week
1.0 — Largely correct
0.5
0.0 — Largely incorrect

Within 1 month
1.0 — Largely correct
0.5
0.0 — Largely incorrect

I will give you a name and address to remember for a few minutes. Repeat this name and address after me:
(Repeat until the phrase is correctly repeated or to a maximum of three trials).

Elements 1 2 3 4 5
John Brown, 42 Market Street, Chicago
John Brown, 42 Market Street, Chicago
John Brown, 42 Market Street, Chicago

(Underline elements repeated correctly in each trial).

When were you born?
Where were you born?
What was the last school you attended?

Name

Place Grade
What was your main occupation job (or spouse if not employed)?

What was your last major job (or spouse if not employed)?
When did you (or spouse) retire and why?
Repeat the name and address I asked you to remember:

Elements 1 2 3 4 5

John Brown, 42 Market Street, Chicago

(Underline elements repeated correctly).

Reprinted with permission. The Clinical Dementia Rating (CDR) is a copyrighted instrument of the Alzheimer’s Disease Research Center,
Washington University, St. Louis, Missouri, USA. All rights reserved.
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Clinical Dementia Rating Worksheet

Orientation Question for Subject:

Record the subject’s answer verbatim for each question

1. What is the date today? O comect O mcomect

2. What day of the week is it? O comect O mcomect

3. What is the month? O comect [ meorrect
4. What is the year? O comect [ mcorect
5. What is the name of this place? O correct O mcorrect
6. What town or city are we in? O comect [ mcorrect
7. What time is it? O comect [ meorrect

8. Does the subject know who the informant is (in your judgment)? O correct O meorrect

Reprinted with permission. The Clinical Dementia Rating (CDR) is a copyrighted instrument of the Alzheimer’s Disease Research Center,
Washington University, St. Louis, Missouri, USA. All rights reserved.
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Clinical Dementia Rating Worksheet

Judgment and Problem Solving Question for Subject:
Instructions: If' initial response by subject does not merit a grade 0, press the matter to identify the subject’s
best understanding of the problem. Circle nearest response.

Similarities:
Example: “How are a pencil and pen alike? (writing instruments)
How are these things alike?” Subject’s Response
. tumip...... cauliflower
(0 = vegetables)
(1 = edible food, living things, can be cooked, etc.)
(2 = answers not pertinent; differences; buy them)
2. desk...... bookcase
(0 = furniture, office furniture; both hold books)
(1 =wooden, legs)
(2 = not pertinent, differences)
Differences:

Example: “What is the difference between sugar and vinegar? (sweet vs. sour)
‘What is the difference between these things?”
3. lie...... mistake
(0 = one deliberate, one unintentional)
(1 = one bad the other good — or explains only one)
(2 = anything else, similarities)

4. river...... canal
(0 = natural — artificial)
(2 = anything else)

Calculations:
5. How many nickels in a dollar? O comreet O mcorrect
6. How many quarters in $6.757? O correet O mncorrect
7. Subtract 3 from 20 and keep subtracting 3 fromeach [ comect [ mcorrect
new number all the way down.
Judgment:

8. Upon arriving in a strange city, how would you locate a friend that you wished to see?
(0 = try the telephone book, go to the courthouse for a directory; call a mutual friend)
(1 = call the police, call operator (usually will not give address)
(2 = no clear response)

9 Subject’s assessment of disability and station in life and understanding of why he/she is present at
the examination (may have covered, but rate here):

O Good msight O partial msight O Little msight

Reprinted with permission. The Clinical Dementia Rating (CDR) is a copyrighted instrument of the Alzheimer’s Disease Research Center,
Washington University, St. Louis, Missouri, USA. All rights reserved.
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Stidy A Phase 1/2, Randomized, Double-Blind, Placebo-Controlled Study fo T tetacnl
Evaluate the Safety and Efficacy of AstroStem, Autologous Adipose Tissue
Derived Mesenchymal Stem Cells, in Patients with Alzheimer’s Disease AST-ADP2-US01
ASPIN2 ) ’

AstroStem | pauge of Assessment DD-MMM-YYYY

Time of Assessment

Assessor’s Initials

(24-hour clock)

Visit Number

Subject Number

Subject Initials

Clinical Dementia Rating

Score only as decline from previous usual level due to cognitive loss, not impairment due to other factors.

Categories

Score

Memory

Orientation

Judgement & Problem
Solving

Community Affairs

Home & Hobbies

Personal Care

CDR Sum of Boxes Score

Reprinted with permission. The Clinical Dementia Rating (CDR) is a copyrighted instrument of the Alzheimer’s Disease Research Center, Washington University, St.

Louis, Missouri, USA. All rights reserved.
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Appendix 5. NPI (Neuropsychiatric Inventory)

Protocol

Study A Phase 172, Randomized, Double-Blind, Placebo-Controlled Study to
Evaluate the Safety and Efficacy of AstroStem, Autologous Adipose Tissue
Derived Mesenchymal Stem Cells, in Patients with Alzheimer's Disease

AST-ADP2-US01L

ASPINZ
AStroStem | page of Assessment DD-MADLYYYY

Time of Assessment
(24-hour clock)

Assessor’s Initials

NN EEN

Subject Number

Caregiver Initials

Visit Number

Neuropsychiatric Inventory (NPI)

Comprehensive Assessment of Psychopathology in Patients with Dementia

by Jeffrey L. Cummings, MD

ASPLINZ / NPl 111an2017 Version
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Study Protocol

A Phase 1/1, Randomized, Double-Blind, Placebo-Controlled Smdv to
Evaluate the Safety and Efficacy of AstroStem, Auntologous Adipose Tissue
Derived Mesenchymal Stem Cells, in Patients with Alzheimer*s Disease

AST-ADP2US01

ASPIN2
AstroStem Date of Assessment DD-MAD-YYYY Tl"?e of AESESEIH_H]I Assessor’s Initals
(24-hour clock)
Subject Number Caregiver Initials
Visit Number
A, Delusions (NA)

Does the patient have beliefs that you know are not true (for example, insisting that people are frying to harm
him/her or steal from lum'her)? Has he/she said that family members are not who they say they are or that the house is not
their home? I'm not asking about mere suspiciousness; I am interested if the patient is convinced that these things are

happening to him'her.

NO (If no, procesd to next scTeemng guestion). YES (If yes, proceed to subguestions).
1. Does the patient believe that he/she is in danger — that others are planning to hurt him/her?

2. Does the patient believe that others are stealing from him'her?

3. Does the patient believe that his/her spouse is having an affair?

4. Does the patient believe that unwelcome guests are living n his'her house?

3. Does the patient believe that his'her spouse or others are not who they claim to be?

6. Does the patient believe that his'her house is not his'her home?

Does the patient believe that family members plan to abandon him/her?

Does the patient believe that television or magazine figures are actually present in the home?
[Does he/she try to talk or interact with them?]

9. Does the patient believe any other unusual things that I haven’t asked about?

#

If the screening question is confirmed, determine the frequency and severity of the delusions.

Frecuency: Now I want to find out how often these things [define using the description of the behaviors
noted as most problematic on the subquestions] occur. Would you say that they occur:
1. Occasionally — less than once per week.
2. Often — about once per week
3. Frequently — several times per week but less than every day.
4. Very frequently — once or more per day.
Severify: Now [ would like to find out how severe these behaviers are. By seventy, I mean how disturbing
or disabling they are for the patient. Would you say that [the behaviors] are:
1. Mild - delusions present but seem harmless and produce little distress in the patient.

2. Moderate -delusions are distressing and disruptive.
3. Marked — delusions are very disruptive and are a major source of behavioral disruphion. [If
PEN medications are prescribed, their use signals that the delusions are of marked seventy.]
Distress: How emotionally distressing do you find this behavior?
0. Notatall
1. Mimmally
2. Mildly
3. Moderately
4. Severely
3. Very severely or extremely

ASPINZ /NPl 11lan2017 Version
Page 2 of 13
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B. Hallucinations (NA)

Does the patient have hallucinations such as seeing false visions or heanng imaginary voices? Does he/she seem
to see, hear or expenience things that are not present? By this question we do not mean just mistaken belief such as stating
that someons who has died 15 stll alive; rather we are asking if the patient actually has abnormal expeniences of sounds or
visions.

No (If no, procesd to next screening question). YES (If ves, proceed to subquestions).

Does the patient describe heanng voices or act as if he/she hears volces?

Does the patient talk to people who are not there?

Dioes the patient describe seeing things not seen by others or behave as if he/she is seeing things not

seen by others (people, animals, lights, etc )?

Does the patient report smelling odors not smelled by others?

3. Does the patient describe feeling things on his/her skin or otherwise appear to be feeling things
crawling or touching him/her?

6. Does the patient describe tastes that are without any known cause?

Does the patient describe any other unusual sensory experiences?

Wb

bl

If the screening question is confirmed, determine the frequency and seventy of the hallucinations.

Erequency: Now I want to find out how often these things [define using the description of the
behaviors noted as most problematic on the subquestions] eccur. Would you say that
they occur:

1. Occasionally — less than once per week.

2. Often — about once per week.

3. Frequently — several times per week but less than every day.
4. Very frequently — once or more per day.

Severity: Now I'would like to find out how severe these behaviors are. By seventy, I mean how
disturbing or disabling they are for the patient. Would you say that [the behaviors] are:
1. Mild - hallucinations are present but harmless and cause little distress for the
atient.
2. i‘[oderate— hallucinations are distressing and are disruptive to the patient.
3. Marked —hallucinations are very disruptive and are a major source of behavioral
disturbance. PRN medications may be required to control them.

Distress: How emotionally distressing do you find this behawvior?
0. Mot atall
1. Minimally
2. Mildly
3. Moderately
4. Severely
=

Very severely or extremely

ASPIMZ /NPl 11an2017 Version
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C. Agtation/Agsression (NA)
Does the patient have periods when he/she refiises to cooperate or won't let people help himher? [s he/she hard to
handle?
NO (If no, proceed to next screeming gquestion). YES (If yes. proceed to subguestions).

1. Does the patient get upset with those trying to care for himvher or resist activities such as bathing or
changing clothes?

Is the patient stubbom, having to have things his/her way?

Is the patient uncooperative, resistive to help from others?

Does the patient have any other behaviors that make him hard to handle?

Does the patient shout or curse angrily?

Does the patient slam doors, kick fumiture, throw things?

Does the patient attempt to hurt or hit others?

= R W

b

Does the patient have any other aggressive or agitated behaviors?

If the screening question is confirmed, determine the frequency and severity of the agitation.

Frequency: Now I want to find out how often these things [define using the description of the behaviors
noted as most problematic on the subquestions] occur. Would you say that they occur:

1. Occasionally — less than once per week.
2. Often — about once per week
3. Frequently — several times per week but less than daily.
4. Very frequently — once or more per day.
Seventy: WNow [ would like to find out how severe these behaviers are. By severnty, I mean how disturbing

or disabling they are for the patient. Would you say that [the behaviors] are:

1. Mild — behavior is disruptive but can e managed with redirection or reassurance.

2. Moderate — behaviors are distuptive and difficult to redirect or control.

3. Marked — agitation 1s very disruptive and a major source of difficulty; there may be a threat
of personal harm. Medications are often requured.

Distress: How emotionally distressing do you find this behavior?

0. Notatall
1. Minmimally
2. Mildly
3. meoderately
4. Seversly
3. Very severely or extremely

ASPINZ /NP1 111an2017 Version
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D. DepressionTvsphoria (NA)

Does the patient seem sad or depressed? Does he/she say that he/she feels sad or depressed?
NO (If no, proceed to next screeming question). YES (If yes, proceed to subguestions).

Does the patient have periods of tearfulness or sobbing that seem to indicate sadness?

Does the patient say or act as if he/she is sad or in low spints?

Does the patient put him'herself down or say that he/she feels like a failure?

Does the patient say that he/she 15 a bad person or deserves to be punished?

Does the patient seem very discouraged or say that he/she has no future?

Does the patient say he/she is a burden to the family or that the famuly would be better off without
7. Does the patient express a wish for death or talk about killing him herself?

8. Does the patient show any other sizns of depression or sadness?

S i

If the screening question is confirmed, determine the frequency and severity of the depression.

Erecuency: Now I want to find out how often these things [define using the description of the behaviors
noted as most problematic on the subquestions] occur. Would you say that they occur:

1. Occasionally — less than once per week.
2. Often — about once per week.
3. Frequently — several times per week but less than every day.
4. Very frequently — essentially continuously present.
Severty: WNow [ would like to find out how severe these behaviers are. By severnty, I mean how disturbing

or disabling they are for the patient. Would you say that [the behaviors] are:

1. Mild - depression is distressing but usually responds to redirection or reassurance.

2. Moderate — depression is distressing, depressive symptoms are spontaneously voiced by
the patient and difficult to alleviate.

Marked — depression 15 very distressing and a major source of suffenng for the patient.

Distress: How emotionally distressing do you find this behavior?
Not at all

Minimally

Mildly

Moderately

Severely

Very severely or extremely

(]

b o e S
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E. Anxetv (NA)

Is the patient very nervous, worred, or frightened for no apparent reason? Does he/she seem very tense or fidgety? Is
the patient afraid to be apart from you?

NO (If no, proceed to next screeming gquestion). YES (If yes. proceed to subquestions).

Does the patient say that he/she is womed about planned events?

2. Does the patient have periods of feeling shaky, unable to relax, or feeling excessively tense?

3. Does the patient have periods of [or complain of] shortness of breath, gasping, or sighing for no apparent
reason other than nervousness?

4. Does the patient complain of butterflies in hisher stomach, or of racing or pounding of the heart in
association with nervousness? [Symptoms not explained by ill health]

3. Does the patient aveid certain places or situations that make him'her more nervous such as riding in the
car, meeting with friends, or being in crowds?

6. Does the patient become nervous and upset when separated from vou [or hiz'her caregiver]? [Does he/she

cling to you to keep from being separated?]

Does the patient show any other signs of anxiety?

If the screening question is confirmed, determine the frequency and severity of the anxiety.

Frecuency: Now I want to find out how often these things [define using the description of the behaviors
noted as most problematic on the subquestions] eccur. Would you say that they occur:

1. Occasionally — less than once per week.
2. Often — about once per week.
3. Frequently — several times per week but less than every day.
4. Very frequently — once or more per day.
Seventy: Now I would like to find out how severe these behaviors are. By seventy, I mean how disturbing

or disabling they are for the patient. Would you say that [the behaviors] are:

1. Mild — anxiety is distressing but usually responds to redirection or reassurance.

2. Moderate — anxiety is distressing, anxiety symptoms are spontaneously velced by the patient
and difficult to alleviate.

3. Marked — anxiety is very distressing and a major source of suffering for the patient.

Dastress: How emotionally distressing do you find this behavior?
. Notatall

Minimally

Mildly

Moderately

Severely

Very severely or extremely

b e S
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F. ElationEuphoria (NA)

Duoes the patient seem too cheerful or too happy for no reason? I don’t mean the normal happiness that comes from
seeing friends, receiving presents, or spending time with family members. ] am asking if the patient has a persistent and
abnomally good mood or finds humer where others do not.

NO (If no, proceed to next screeming question). YES (If yes. proceed to subgquestions).

- Duoes the patient appear to feel too good or to be too happy, different from his‘her usual self?
2. Does the patient find bumor and laugh at things that others do not find fimny?

3. Does the patient seem to have a childish senze of humor with a tendency to giggle or laugh
mappropriately (such as when something unfortunate happens to others)?

4. Does the patient tell jokes or make remarks that have little humor for others but seem funny to him/her?

3. Does he/she play childish pranks such as pinching or playing “keep away™ for the fun of it?

6. Does the patient “talk big” or claim to have more abilities or wealth than is true?

Does the patient show any other signs of feeling toe good or being too happy?

If the screening question is confirmed, determine the frequency and severity of the elation/euphoria.

Erequency: WNow [ want to find out how often these things [define using the descnption of the behaviors
noted as most problematic on the subquestions] cceur. Would you say that they occur:

1. Occasionally — less than once per week.
2. Often — about once per week.
3. Frequently — several times per week but less than every day.
4. Very frequently — essentially continuously present.
Severnty: Now I would like to find out how severe these behaviors are. By seventy, I mean how disturbing

or disabling they are for the patient. Would you say that [the behaviors] are:
1. Mild — elation is notable to fiends and fanmly but is not dismptive.

2. Moderate — elation i1s notably abnommal.

3. Marked —elaton 15 very pronounced; patient 1s euphoric and finds nearly everything to be
humerous.

Distress: How emotionally distressing do you find this behavior?

0. Notatall
1. Mimmally
2. Mildly
3. Moderately
4. Severely
3. Very severely or extremely
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G.

Apathv/Indifference

NA)

Has the patient lost interest in the world around himher? Has he/she lost inferest in doing things or does he/she lack
motivation for starting new activities? Is he/she more difficult to engage in conversation or in deoing chores? Is the patient

apathetic or indifferent?

NO (If no, proceed to next screeming question). YES (If yes, proceed to subguestions).
1. Does the patient seem less spontaneous and less active than nsual?

2. Is the patient less likely to mitiate a conversation?

3. Is the patent less affectionate or lacking in emotions when compared to his'her usual self?

4. Does the patient contribute less to household chores?

5. Does the patient seem less interested in the activities and plans of others?

6.  Has the patient lost interest in friends and family members?

7. Is the patient less enthusiastic about his/her usual interests?

S

Does the patient show any other signs that he/she doesn’t care about doing new things?

If the screening question is confirmed, determine the frequency and severity of the apathy/indifference.

Erequency: Now I want to find out how often these things [define using the description of the behaviors
noted as most problematic on the subquestions] cccur. Would you say that they occur:

1. Occasionally — less than once per week.
2. Often — about once per week.
3. Freguently — several times per week but less than every day.
4. Very frequently — nearly always present.
Severnty: Now I would like to find out how severe these behaviors are. By seventy, I mean how disturbing

or disabling they are for the patient. Would you say that [the behaviors] are:

1.

[S]

Mild — apathy is notable but produces litfle interference with daily routines; only mildly
different from patient’s usual behavior; patient responds to suggestions to engage in
activities.

Moderate — apathy is very evident; may be overcome by the caregiver with coaxing and
encouragement; responds spontanecusly only to powerful events such as visits from close
relatives or family members.

Marked — apathy is very evident and usually fails to respond to any encouragement or
external events.

Distress: How emotionally distressing do you find this behavior?

ASPINZ /NPl 11an2017 Version

Not at all

Mimimally

Mildly

Moderately

Severely

Very severely or extremely
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H. Disinhibition (NA)
Does the patient seem to act mpulsively without thinking? Does he/she do or say things that are not usually done or
said in public? Does he/she do things that are embarrassing to you or others?
NO (If no, proceed to next screeming question). YES (If yes, proceed to subquestions).
Does the patient act impulsively without appeanng to consider the consequences?
Does the patient talk to total strangers as if he/she knew them?
Does the patient say things to people that are msensitive or hurt their feelings?
Does the patient say crude things or make sexual remarks that he/she would not usually have said?
Does the patient talk openly about very personal or private matters not usually discussed in public?

S

Does the patient take liberties or touch or hug others in way that 15 out of character for him'her?
Does the patient show any other signs of loss of contrel of his'her mpulses?

If the screening question 15 confirmed, determine the frequency and seventy of the dismhibition.

Erecuency: Now I want to find out how often these things [define using the description of the behaviors
noted as most problematic on the subquestions] occur. Would you say that they occur:

1. Occasionally — less than one per week.
2. Often — about once per week.
3. Frequently — several times per week but less than every day.
4. Very frequently — essentially continuously present.
Seventy: WNow [ would like to find out how severe these behaviers are. By severnty, I mean how disturbing

or disabling they are for the patient. Would you say that [the behaviors] are:

1. Mild — disinlubition is netable but usually responds to redirection and guidance.

2. Moderate — disinhibition 15 very evident and difficult to overcome by the caregiver.

3. Marked — disinhibition usually fails to respond to any intervention by the caregiver, and
15 a source of embarrassment or soclal disiress.

Distress: How emotionally distressing do you find this behavior?
Not at all

Minimally

Mildly

Moderately

Severely

Very severely or extremely

M e S
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I Irritabilicy/Tabiliey (NA)
Does the patient get imtated and easily disturbed? Are his'her moods very changeable? Is he/she abnormally

impatient? We do not mean frustration over memory loss or mability to perform usual tasks; we are interested to know if the
patient has abnormal irmtability, impatience, or rapid emotional changes different from his‘her usual self.

NO (If no, proceed to next scresning question). YES (If yes, proceed to subquestions).
1. Does the patient have a bad temper, flying “off the handle™ easily over little things?

2. Does the patient rapidly change moods from one to another, being fine one minute and angry the next?
3. Does the patient have sudden flashes of anger?

4. Is the patient impatient, having trouble coping with delay or waiting for planned activities?

5. Is the patient cranky and iritable?

6. Is the patient argumentative and difficult to get along with?

I

Does the patient show any other signs of imitability?

If the screening question is confirmed, determine the frequency and seventy of the imitability/labality.

Frecquency: Now I want to find out how often these things [define using the description of the behaviors
noted as most problematic on the subquestions] cceur. Would you say that they occur:

1. Occasionally — less than one per week.
2. Often — about once per week.
3. Frequently — several times per week but less than every day.
4. Very frequently — essentially continuously present.
Seventy: Now [ would like to find out how severe these behaviers are. By seventy, I mean how disturbing

or disabling they are for the patient. Would you say that [the behaviors] are:
1. Mild — imitability or lability is notable but usually responds to redirection and

Teassurance.

2. Moderate — imitability and lability are very evident and difficult to overcome by the
caregiver.

3. Marked — imitability and lability are very evident, they usually fail to respond to any
mtervention by the caregiver, and they are a major source of distress.

Distress: How emotionally distressing do you find this behavior?
0. Notatall
1. Mimmally
2. Mildly
3. Moderately
4. Seversly
s

Very severely or extremely
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I

Aberrant Motor Behavior

™4)

Does the patient pace, do things over and over such as opening closets or drawers. or repeatedly pick at things
or wind string or threads?

NO (If no, proceed to next screening question). YES (If yes, proceed to subquestions).

1. Does the patient pace around the house without apparent purpose?

2. Does the patient rommage around opening and nnpacking drawers or closets?

3. Does the patient repeatedly put on and take off clothing?

4. Does the patient have repetitive activities or “habits™ that he/she performs over and over?

5. Does the patient engage in repetitive activities such as handling buttons, picking wrapping string,
etc?

6. Does the patient fidget excessively, seem unable to =it still, or bounce his'her feet or tap hiz'her

fingers a lot?

Does the patient do any other activities over and over?

If the screening question is confirmed, determine the frequency and severity of the aberrant motor activity:

Frequency: Now I want to find out how often these things [define using the description of the behaviors
noted as most problematic on the subquestions] oceur. Would you say that they occur:

1. Occasionally — less than once per week.
2. Often — about once per week.
3. Frequently — several times per week but less than every day.
4. Very frequently — essentially continuously present.
Severity: Now I would like to find out how severe these behaviers are. By severity, [ mean how

disturbing or disabling they are for the patient. Would you say that [the behaviors] are:

1.

-

3.

Mild — abnormal motor activity is notable but produces little interference with daily
routines.

Moderate — abnormal motor activity is very evident; can be overcome by the
caregiver.

Marked — abnormal motor activity is very evident, usually fails to respond to any
imtervention by the caregiver. and 1s a major source of distress.

Distress: How emotionally distressing do you find this behavier?
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Not at all

Minimally

Mildly

Moderately

Severely

Very severely or extremely
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E.

1.
2

8

Sleep

™4)

Does the patient have difficulty sleeping (do not count as present if the patient simply gets up once or twice

per night only to go to the bathroom and falls back asleep immediately)? Is he/she up at night? Does he/she wander at
night, get dressed, or disturb your sleep?

NO (If no. proceed to next screening question). YES (If ves, proceed to subguestions).
Does the patient have difficulty falling asleep?

Does the patient get up during the night (do not count if the patient gets up once or twice per night
only to go to the bathroom and falls back asleep immediately)?

Does the patient wander, pace, or get involved in inappropriate activities at night?

Does the patient awaken you during the night?

Does the patient awaken at night. dress. and plan to go out thinling that it i3 morning and time fo

start the day?

Does the patient awaken too early in the moring (earlier than was his'her habit)?

Does the patient sleep excessively dunng the day?

Does the patient have any other nighttime behaviors that bother you that we haven’t talled about?

If the screeming question 15 confirmed, determine the frequency and severity of the nighttime behavior disturbance.

Frequency: Now I want to find out how often these things [define using the description of behaviors
noted as most problematic on the subquestions] oceur. Would you say that they occur:

Ll

Occasionally — less than once per week.

Often — about once per week

Frequently — several times per week but less than every day.
Very frequently — ence or more per day (every night)

Severity: Now I would like to find out how severe these behaviers are. By severity, [ mean how
disturbing or disabling they are for the patient. Wonld vou say that [the behaviors] are:

1.

5

3.

Mild — nighttime behaviers occur but they are not particularly disruptive.
Moderate — nighttime behaviors ocenr and disturb the patient and the sleep of the
caregiver; more than cne type of nighttime behavior may be present.

Marked — mghttime behaviors occur; several fypes of nighttime behavior may be
present; the patient is very distressed during the night and the caregiver’s sleep is
markedly disturbed.

Distress: How emotionally distressing do you find this behavier?
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Not at all

Minimally

Mildly

Moderately

Severely

Very severely or extremely
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L. Appetite and eating disorders (NA)

Has he/she had any change in appetite, weight, or eating habits {count as NA if the patient is incapacitated and has
to be fed)? Has there been any change in type of food he/she prefers?

NO (If no, procead to next screeming question). YES (If yes. proceed to subguestions).
Has he/she had a loss of appetite?

Has he/she had an increase in appetite?

Has he/she had a loss of weight?

Has he/she gained weight?

Has he/she had a change in eating behavior such as putting too much food in his'her mouth at once?

= I i

Has he/she had a change in the kind of food he/she likes such as eating too many sweets or other specific
types of food?

Has he/she developed eating behaviors such as eating exactly the same types of food each day or eating
the food in exactly the same order?

8. Have there been any other changes in appetite or eating that [ haven’t asked about?

=1

If the screening question is confirmed, determine the frequency and severity of the changes in eating habits or appetite.

Erequency: WNow [ want to find out how often these things [define using the descnption of the behaviors
noted as most problematic on the subquestions] eccur. Would you say that they occur:

1. Occasionally — less than once per week.
2. Often — about once per week.
3. Frequently — several times per week but less than every day.
4. Very frequently — once or more per day or continuously
Seventy: Now I would like to find out how severe these behaviors are. By seventy, I mean how disturbing

or disabling they are for the patient. Would you say that [the behaviors] are:

1. Mild - changes n appetite or eating are present but have not led to changes in weight
and are not disturbing

2. Moderate — changes in appetite or eating are present and cause miner fluctuations in
weight.

3. Marked — obvious changes in appetite or eating are present and cause fluctuations in
weilght, are embarrassing, or otherwise disturk the patient.

Distress: How emotionally distressing do you find this behavior?
Not at all

Minimally

Mildly

Moderately

Severely

Very severely or extremely
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Appendix 6. GDS (Geriatric Depression Scale)

AstroStem | pate of Assessment DDAMM.YYYY

Study A Phase 1/2, Randomized, Double-Blind, Placebo-Controlled Study to
Evaluate the Safety and Efficacy of AstroStem, Autologous Adipose Tissue
ASPIN? Derived Mesenchymal Stem Cells, in Patients with Alzheimer's Disease

Protocol

AST-ADP2-TIS01

(24-hour clock)

Time of Assessment

Assessor’s Initials

HEEREEE |

Visit Number

Subject Number

Subject Initials

Geriatric Depression Scale (GDS) (Short Form)

Instructions read to the Subjeci: Choose the best answer for how you felt over the past week.

Evaluation Yes No
1 | Are you basically satisfied with vour life? ao 01
2 | Have you dropped many of your activities and interests? 01 ao
3 | Do you feel that your life is empty? 01 ao
4 | Do you often get bored? 01 oo
5 | Are you in good spirits most of the time? oo a1
6 | Are vou afraid that something bad is going to happen to you? 01 ao
7 | Do you feel happy most of the time? ao 01
§ | Do you often feel helpless? 01 ao
9 | Do you prefer to stay at home, rather than going out and doing new things? 01 ao

10 | Do you feel vou have more problems with memory than most? 01 oo

11 | Do you think it is wonderful to be alive now? oo O1

12 | Do you feel pretty worthless the way vou are now? 01 ao

13 | Do you feel full of energy? oo a1

14 | Do you feel that your sifuation is hopeless? 01 oo

15 | Do you think that most pecple are better off than you are? 01 ao
Total GDS Score:

Sheikh JI Yesavage JA. Genatmc Depression Scale (GDS): recent evidence and development of a shorter version. Clin Gerontol.
1986 Jume; 5(1/2): 163-173.
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Appendix 7. ADCS-ADL (Alzheimer’s Disease Cooperative Study- Activities of Daily Living

Study A Phase 172, Randomized, Double.Blind, Placebo-Controlled Study to Protocal

Evaluate the Safety and Efficacy of AstroStem, Autologous Adipose Tissue
Derived Mesenchymal Stem Cells, in Patients with Alzheimer’s Disease

AST-ADP2-US01
ASPIN2

AstroStem | page of Assessment DD-MMM-YYYY

HEEEEEE |

Time of Assessment

(2 4-hour clock) Assessor’s Initials

Subject Number Caregiver Initials

Visit Number

ADCS — ACTIVITIES OF DAILY LIVING (ADL) INVENTORY

NOTES: (1) {5} refers to the participant and should be replaced by the participant’s name or relationship
to the study partner each time an ADL question is asked of the study partner.

(2) This ADL inventory must be given in the format of an interview of the study partner, either
directly or by telephone. The form should NOT be given to a study partner to complete on
his/her own

READ THE FOLLOWING INSTEUCTIONS TO THE STUDY PARTNER:

I am going to ask vou about a number of daily activities that {5} may have performed during the past 4
weeks. Please tell me about {S}’s actual performance, not about what he/she could have done if an
opportunity had arisen. For each activity that {5} attempted. I'm going to ask you to choose one out of a
number of descriptions that best fits his'her most usual performance.

For some activities, I'll ask about whether {5} performed independently, or with supervision or help. Let me
explain how we are defining these words:

Independently means that {S} completed the activity without being helped. We still consider it independent
if {S} was reminded or prompted to get started, or received a little prompting while performing the activity.

With supervision means that {S} required verbal reminders and instructions while doing the activity.

With help means that {S} was given some degree of physical assistance by another person to perform the
activify.

INSTRUCTIONS FOR THE RATER:

If the study partner states that {S} had no opporfunity to perform the task during the past four weeks (e.g.,
{5} did not have access to a telephone, therefore could not possibly make phone calls), the response should
be recorded as ‘no.’

If either the study partner’ s answer or the questionnaire are unclear, please make notes on the case report
form detailing the problem.

For questions regarding specific ADL items, please refer to the ADL response Card.

“Used with permission from the NIA Alzheimer's Disease Cooperative Study (MIA Grant AGL0483)".
Galasko, D; Bennett, D; 3ano, M_; Emesto, C; Thomas, R.; Grundman, M_; Ferris, 5.;and the ADCS. "An Inventory to Assess Activities of Daily Living
for Clinical Trials in Alzheimer's Disease.” Alzheimer's Disease and Assodated Disorders, 1397, Volume 11(2): 533-539.
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Study A Phase 12, Randomized, Double-Blind, Placebo-Controlled Study to Protocol
e e, e o e o M o | st somy
ASPIN2 ' vl stem Ll :

AstroStem Date of Assessment DD-MAD-YYYY Tll'?e of .-“;5'sesm1_ent Assessor’s Initals

(24-hour clock)
Subject Number Caregiver Initials

Visit Number
Information obtained through: O Informant visit

Instructions: For each question, use the subject’s name whete {5} appears.
Before beginning, read the questionnaire guidelines to the informant.

T

Begarding eating:
Which best describes {5} usual performance during the past 4 weeks?

3 O
2 O
1 O
0 O

ate without physical help, and used a kmife
used a fork or spoon, but not a knife, to eat
used fingers to eat

{5} usually or always was fed by someone else

Regarding walking (or getting around in a wheelchair), in the past 4 weeks, which best
describes hisher optimal performance:

3

4

1
0

O

O
O
O

mobile cutside of home without physical help
mobile across a room without plysical help
transferred from bed to chair without help
required physical help to walk or fransfer

Regarding bowel and bladder fimction at the toilet, which best describes hisher usual
performance in the past 4 weeks:

3

4

1
0

I i I R |

did everything necessary without supervision or help
needed supervision, but no physical help

needed physical help, and was usually continent
needed physical help, and was usually Incontinent

“Used with permission from the NIA Alzheimer's Disease Cooperative Study [MIA Grant AGL0483)".
Galasko, D.; Bennett, D; 3ano, M.; Emesto, C.; Thomas, B.; Grundman, M.; Ferris, 5.;and the ADCS. "An Inventory to Assess Activities of Daily Living
for Clinical Trials in Alzheimer's Disease.” Alzheimer's Disease and Assodated Disorders, 1997. Violume 11(2): 533-539.
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ADCS — Activities of Daily Living Inventory
4. Fegarding bathing, in the past 4 weeks, which best describes lnsher usual performance:

3 O  Tbathed without remunding or physical kelp

2 O no physical help, but needed supenision/reminders to bathe completely
1 O needed minor physical help (e.g., with washing hair) to bathe completely
0 O needed to be bathed conpletely

5. Regarding grooming, in the past 4 weeks, which best descnbes his/her optimal performance:

3 O  cleaned and cut fingemails without physical help
2 O  bmshed or combed hair without physical kelp
1 O  kept face and hands clean without physical help
0 O needed help for grooming of hair, face, hands, and fingernails
Don't
Yes No  know
[m] O O 6. PFegarding dressing, in the past 4 weeks:
0 0 A) Dnd {5} select his'her first set of clothes for the day?

If yes, which best deseribes his'her usual performance:

O  without supervision of help
O  with supervision
1 O  wath physical help

B) Regarding physically getting dressed, which best describes his'her usual performance in the
past 4 weeks:
O  dressed completely without supervision or physical help
dressed completely with supervision, but without help
needed physical help only for buttons, clasps, or shoelaces
dressed without help if clothes needed no fastemuing or buttonng

4
3
2
1
0 always needed help, regardless of the type of clothing

O o0oono

“Used with permission from the NIA Alzheimer's Disease Cooperative Study [NIA Grant AGL0483)".
Galasko, D.; Bennett, D; 3ano, M.; Emesto, C.; Thomas, B.; Grundman, M.; Ferris, 5.;and the ADCS. "An Inventory to Assess Activities of Daily Living
for Clinical Trials in Alzheimer's Disease.” Alzheimer's Disease and Assodated Disorders, 1937 Volume 11(2}: 533-335.
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ADCS — Activities of Daily Living Inventory

Don't
Yes No  lnow
] O 7.  Inthe pastd weeks, did {S} use a telephone?
T 0 0 If yes, which best describes his'her highest level of performance:
: > 5 O made calls after looking up mumbers in white or yellow pages, or by dialing
directory assistance
4 O made calls only to well-known numbers, without refermng to a directory or list
3 O made calls only to well- known numbers, by using a directory or hist
2 O  answered the phone; did not make calls
Don't 1 O  did not answer the phone, but spoke when put on the line
Yes No kmow ¢ 1 the past4 weeks, did {S} watch television?
U O If ves, ask all questions:
0 0 Ind {S}:
O O O a)  usually select or ask for different programs or his'her favorite show?
O O |:| b)  usually talk about the content of a program while watching it?
O O |:| ¢} talk about the content of a program with in a day (24hours) after watching it?
Dc;n:t
Yes No  lnow
0 O 9, In the past 4 weeks, did {5} ever appear to pay attenfion to conversation or small talk for at
least 5 minutes?
0 0 Note: {5} did not need to initiate the conversation.
.{ﬁ es, which best describes his/her usual degree of participation:
> O  usually said things that were related to the topic
2 O  usually said things that were not related to the topic
1 O  rarely or never spoke
Don't
Yes No Know
10.  Dnd {5} clear the dishes from the table after a meal or snack?
T %I E If ves, which best descnibes how he'she usually performed:
» 3 O without supervision or help
2 O  with supervision
1 O  wath physical help

“Used with permission from the NIA Alzheimer's Disease Cooperative Study [NIA Grant AGL0483)".
Galasko, D.; Bennett, D; 3ano, M.; Emesto, C.; Thomas, B.; Grundman, M.; Ferris, 5.;and the ADCS. "An Inventory to Assess Activities of Daily Living
for Clinical Trials in Alzheimer's Disease.” Alzheimer's Disease and Assodated Disorders, 1997 Volume 11(2): 533-539.
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ADCS — Activities of Daily Living Inventory
Don't
Yes No know
T O O 11. Inthe past4 weeks, did {5} usually manage to find his/her personal belongings at home?

0 0 If yes, which best describes how he/she usually performed:

3 O  without supervision or help

2 O  with supervision
1 O  wath physical help

Don't
Yes No kmow ]2, Inthe past4 weeks, did {S} obtain a hot or cold beverage for him/herself?
a O (A cold beverage mcludes a glass of water.)
0 1] If yes, which describes his'her highest level of performance
e 3 O made a hot beverage, usually without physical help
2 O made a hot beverage, usually if someone else heated the water
1 O obtaned a cold beverage, usually without physical help

Don't

13,  Inthe past4 weeks, did {5} make himher self 3 meal or snack at home?

T E‘ E If Fes, which best describes his'her highest level of food preparation:
» 4 O cocked or microwaved food, with little or ne help
3 O coocked or microwaved food, with extensive help
2 O muxed or combined food items for a meal or snack, without cooking or
microwaving (e.g., made a sandwich)
1 O Obtaned food on hisher own, without mizing or cooking it
Don't

Yes No  Enow

14.  Inthe past 4 weeks, did {5} dispose of garbage or litter in an appropriate place or contamer at
o o home?
0 0 If ves, which best descnibes how he'she usually performed

3 O  without supervision or help

2 O  with supervision
1 O  wath physical help

“Used with permission from the NIA Alzheimer's Disease Cooperative Study [NIA Grant AGL0483)".
Galasko, D.; Bennett, D.; 3ano, M.; Emesto, C.; Thomas, R.; Grundman, M.; Ferris, 5.;and the ADCS. “An Inventory to Assess Activities of Daily Living
for Clinical Trials in Alzheimer's Disease.” Alzheimer's Disease and Assodated Disorders, 1997. Volume 11(2}: 533-539.
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ADCS — Activities of Daily Living Inventory

Don't
Yes No kemow
T O O 15, Inthe past 4 weeks, did {5} get around (or fravel) outside of his/her home?
0

If yes, which best deseribes his'her optimal performance:

> 4 O @lone, went at least 1 mile away from home
3 O alone, but remamed within 1 mile of home
2 0  ouly when accompanied and supervised, regardless of the trip
O

1 only with physical help, regardless of the mp

Don't
Yes No lmow 16 Inthe past 4 weeks, did {5} ever zo shopping?
O O If ves, ask A and B:
0 0 A) Which one best describes how {5} usually selects items:
= 3 O  wathout supervision or physical help?
2 O  wath some supervision or physical help?
1 O notatall orselected mainly random or mapproprate items?
'? %' E B) Did {S} nsually pay fiw items without supervision or physical help?
Don't

Yes No kenow

17.  Inthe past 4 weeks, did {5} keep appomtments or meetings with other people, such as relatives,
- g a doctor, the hairdresser, etc.?
0 If yes, which best describes his'her awareness of the meeting ahead of time:
* 3 O usually remembered, may have needed written reminders
e.g. notes, a diary, or calendar

=]

2 O  only remembered the appointment after verbal reminders on the day
1 O  usually did not remember, in spite of verbal reminders on the day

“Used with permission from the NIA Alzheimer's Disease Cooperative Study [NIA Grant AGL0483)".
Galasko, D.; Bennett, 0_; 3ano, M.; Emesto, C_; Thomas, R.; Grundman, M. ; Ferris, 5.;and the ADCS. "An Inventory to Assess Activities of Daily Living
for Clinical Trials in Alzheimer's Disease.” Alzheimer's Disease and Assodated Disorders, 19597 Volume 11(2}: 533-339.
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Note: 1. Do notask Q18 if the {S} is mstitutionalized; check here []
Being taken to day care or having a sitter at home does not constifute

being left alone.
Don't
Yes Ne  know
O O 18.  Inthe past 4 weeks, was {5} ever left on hisher own?
0 0 If yes, ask all questions:
Was {5} left-
D D D 3 away from home, for 15 mimites or longer, during the day?
D D D Wt home, for an hour or longer, during the day?
D D D 9 home, for less than 1 hour, duning the day?
Don't
Yes No know 19, Inthe past 4 weeks, did {5} talk about currvent event? (This means events or incidents that
| O occurred during the past month )
0 0 If yes, ask all questions:
Ind {5} talk about events that_ .
U 0 (N 2)  he/she heard or read about or saw an TV but did not take part in?
0 0l ( b)  he/she took part in outside home involving family, friends, or neighbors?
D D O ¢} events that ccourred at home that he/she took part in or watched?
Don't
Yes No  know
20,  Inthe past 4 weeks, did {5} read a magazine. newspaper of book for more than 5 minutes at a
O - time?
0 0 If yes, ask all questions:
DID {5} usually:
O O O a})  talk about details of what he/she read while or shortly
L 0 L {=than 1 howur) after reading?
O O O b)  talk about what he/she read 1 hour or longer after reading?

“Used with permission from the NIA Alzheimer's Disease Cooperative Study (NIA Grant AG10483)".
Galaske, D.; Bennett, D; 3ano, M.; Emesto, C.; Thomas, R.; Grundmamn, M.; Ferris, 5.;and the ADCS. "An Inventory to Assess Activities of Daily Living
for Clinical Trials in Alzheimer's Disease.” Alzheimer's Disease and Assodated Disorders, 1997, Volume 11(2): 533-539.

ASPIMZ f ADCS-ADL 11}an2017 Version
Page 7of9

CONFIDENTIAL Nature Cell Co., Ltd.



AST-ADP2-US01
Version 6.0, Mar 4, 2019 Page 102 of 124

ADCS — Activities of Daily Living Inventory
Den’t
Yes No  kmow
O O 21.  Inthe past 4 weeks, did {5} ever wmte things down?
0 0 Note: If {5} wrote things only after encouragement or with help, the response should sfill be
Yes”.
If yes, which best describes the most complicated things that he/she wrote:
e 3 OO0  letters or long notes that other people umderstood

2 O  short notes or messages that other people understood

1 O  Isher signature or name

Don't
Yes No kmow 23 [ythe past 4 weeks, did {5} perform a pastime. hobby or game?
O O If yes, which pastimes did he/she perform-
0 0

»Ask about all of the following, check all that apply:
O card or board games (including bridge, chess, checkers)

O bingo O crosswords O art

00 mmsical mstrumennt O kmitting O sewing
[0 reading [ gardening O golf

O tennis O workshop O fishing
O other

Note: Walking does NOT cowunt as a hobby/pastime for this scale.
O If {5} performs hobbies/pastimes only at day care, check here.
If yes, how did {5} usually perform his'her most common pastimes:

3 O  without supervision or help
2 O  with supervision
1 O  withhelp

“IUsed with permission from the NIA Alzheimer's Disease Cooperative Study [NIA Grant AGL0483)".
Galaske, D.; Bennett, D.; 3ano, M.; Emesto, C.; Thomas, B.; Grundmamn, M.; Ferris, 5.;and the ADCS. "An Inventory to Assess Activities of Daily Living
for Clinical Trials in Alzheimer's Disease.” Alzheimer's Disease and Assodated Disorders, 1997. Volume 11(2}: 533-539.
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ADCS — Activities of Daily Living Inventory

Deon't
Yes No knona
|_‘__| O O 13, Inthe past 4 weeks, did {5} use a household appliance to do chores?

0 0 - Askc abont all af the following, and check those that were used:
O washer O dryer O vacuum
O dishwasher O toaster O toaster oven
O range 0 microwave O food processor
O other

If yes, for the most commonly used appliances, which best desenbes how {5} usually used

them:
4 O  wathout help, operating more than on-off controls if needed
3 O  without help, but operated only on/off controls
2 O  waith supervision, but no physical help
1 O  withphysical help

Total Score (0-78)

Number of “Don’t Enow™ Responses

“Used with permission from the NIA Alzheimer's Disease Cooperative Study [NIA Grant AGLO483)".
Galasko, D.; Bennett, D.; 3ano, M.; Emesto, C.; Thomas, R.; Grundman, M.; Ferris, 5.;and the ADCS. “An Inventory to Assess Activities of Daily Living
for Clinical Trials in Alzheimer's Disease.” Alzheimer's Disease and Assodated Disorders, 1997. Violume 11(2}: 533-539.
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Appendix 8. C-SSRS (Columbia-Suicide Severity Rating Scale)

Study A Phase 172, Randomized, Double-Blind, Placebo-Controlled Study to Protocol
Evaluate the Safety and Efficacy of AstroStem, Autologous Adipose Tissue ,
Derived Mesenchymal Stem Cells, in Patients with Alzheimer’s Disease AST-ADPI-USO0L

ASPIN? b Aldhelm :
AstroStem | Date of Assessment DD-MMM-VYVY I;Ji"i':]’m‘u;‘;:;:{":;n Assessor’s Initials

Subject Number Subject Initials
Visit Number

COLUMBIA-SUICIDE SEVERITY
RATING SCALE

(C-SSRS)

Baseline/Screeming Version

Posner, K.; Brent, D.; Lucas, C.; Gould, M.; Stanlev, B.; Brown, G.; Fisher, P.; Zelazny, J.;
Burke, A.; Oguendo, M.; Mann, J.

Disclaimer:

This scale is intended to be used by individuals who have received training in its administration. The guestions contained
in the Columbia-Suicide Severity Rating Scale are suggested probes. Ultimately, the determination of the presence of
suicidal ideation or behavior depends on the judgment of the individual administering the scale.

Definitions of behavioral suicidal events in this scale are based on those used in The Columbia Suicide History Form,
developed by John Mann, MD and Maria Oguendo, MD, Conte Center for the Neuroscience of Mental Disorders
{CCMNMD), New York State Psychiatric Institute, 1051 Riverside Drive, New York, NY, 10032_ {Oquendo M. A_, Halberstam
B. & Mann 1., Risk factors for suicidal behavior: utility and limitations of research instruments. In M.B. First [Ed.]

Standardized Evaluation in Clinical Practice, pp.103 — 130, 2003}

For reprints of the C-35RS contact Kelly Posner, Ph.D., New York State Psychiatric Institute, 1051 Riverside Drive, New
York, New York, 10032; inquiries and training requirements contact posnerk@nyspi.columbia.edu

© 2008 The Research Foundation for Mental Hygiene, Inc.
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Study A Phase 1/1, Randomized, Double-Blind, Placebo-Controlled Studv to Protocol
Evaluate the Safety and Efficacy of AstroStem, Autologous Adipose Tissue
Derived Mesenchymal Stem Cells, in Patients with Alzheimer*s Disease

AST-ADP2-US01

ASPIN2 .
AstroStem Date of Assessment DD-AMAD-YYYY Tlgl_fn‘:f::‘:mm Assessor's Initials
HEEEEEN E |

Subject Number Subject Imitials
Visit Number
STICIDAL IDEATION
Ask questions 1 and 2. If both are negative, proceed to “Suicidal Behavior” section. If the Lifetime:
answer to question 2 is “yes ", ask questions 3, 4 and 5. If the answer to question I and'or 2 is Time He/She Past2
“vez”, complete “Intensity of Ideation” section below. Felt Most Months
Suicidal

1. Wish to be Dead
Subject endorses thoughts about 2 wish to be dead or not alive anymore, or wish to fall aslesp and not

wake up. Yes No Yes No
Have you wished you were dead or wished you could go to sleep and not wake up?

¥ ¥ ¥ g0 Eep up D D D D
If yaz, describe:

1. Noo-Specific Active Suicidal Thoughts
General non-specific thoughts of wantimg to end one’s hife'commut sweide (e g, T ve thoughr abour

Eilling myself™) without thonghts of ways to kill oneself assocated methods, mtent, or plan durmg the Yez No Yez No
assessment panod.

Have you acmually had any dhoughes of killing yourself? O O O O
If yes, describe;

X Active Suicidal Ideation with Aoy Methods (Not Plan) without Intent to Act
Subject endorses thoughts of siweeade and has thought of at least one method duing the assessment penied.
Thas 15 diffierent than a specific plan with tume, place or method detals worked out (e g, thought of

method to kall self but not a specific plan). Includes person whe would say, T thought abour taking an YVes No YVes No
overdoze but I never made a specific plan as fo when, where or how Twowld actually de it .. and Twonld
never go through with it” O O O O

Have you been thinking abour how you might do this?

If yaz, describe:

4. Active Suicidal Ideation with Some Intent to Act, without Specific Plan

Active swcidal thoughts of killing oneself and subject reports having some mtent to act on such thoughts,

as opposed to T have the thoughts but I definitely will not do amathing about them. ™ Yes No Yes No
Have you had these thoughes and had some intention of acting on them? O O O O
If yas, describe:

5. Active Suicidal Ideation with Specific Plan and Intent
Thoughts of kalling oneself with details of plan fully or partially worked out and subject has some intent to

cary it out. T N T N
Have you started ro work our or worked our the details of how to Il yourself? Do you intend ro cary €3 o = g
our this plan? O O O |
If yes, describe:

2008 Rezearch Foundation for Mental Hyziene, Inc
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Intensity of Ideation
The following featres should be rated with respect to the most severe ype aof ideation (i.e, I-3 from above,
with I being the least severe and 3 boing the most severe). Azk abourt time he/she was feeling the most suicidal.
- . Mast Mozt
Lifetime - Most severe Ideation: Sew.n;m SEVETR
Tipe #(1-3) Dezcription of Ideation (Lifetime) h[{!‘;;ﬁ}
Past ) Months - Maost severe Ideation:
Type # (1-3) Description gf Ideation
Frequency
How many times have you had these thoughtsT
(1) Less than once a wesk (2) Once a wesk (37 2-5 times m wesk (4) Daily or almest 5) Many times each
daily day
Duration
When vou have the thoughts how long do they last?
(1) Flesting — few seconds or mmmates 4} 4-8 bowrs'most of day
(2 55 than 1 howr/some of the time (5} More than § hows/persistent or continucus
(3) 1-4 howrs'a lot of time
Controllability
Couldican you stop thinking about killing yourself or wanting to die if vou want to?
(1) Easily able to control thoughts 4) Can control thoughts with a kot of difficulty
(2) Can confrol thoughts with ittle difficulty (5} Unable to control thoughts
(3) Can control thonghts wath some difficulty (1) Does not attenapt to control thoughts
Deterrents
Are there things — anvone or anything (e.g.. family, religion, pain of death) — thar stopped vou _from wanring fo die
or acring on thoughts of commiring suicide?
(1) Deterrents defimtely stopped you from 4) Deterrents most hkely did not stop you
attenpting smcide (5) Deterrents defimitely did not stop you
(1) Deterrents probably stopped vou @) Does not apply
(3) Unocertain that detervents stopped vou
Reazons for Ideation
What sort of reasons did you have for thinlang about waning to die or killing yourself? Was it to end the pain or
stap the way you were feeling (in other words you couldn’t go on Bving with this pain or how you were feeling) or
was i fo ger attention, revenge or a reaction from ethers? Or bodh?
(1) Congpletely to get attenfion, revenge or a 4) Mostly to end or stop the pain (you couldn’t go
reachon from others on bving with the pam or how you were
(1) Mostly to get attention, revenge or 3 reaction feeling.)
from others (5) Conmpletely to end or stop the pam {you
(3) Equalrty to get attention revenge or a reaction couldn’t go on Iving with the pain or how you
from others and to end/stop the pain were feeling)
{0} Do=es not apply
2008 Research Foundation for Mental Hyziene, Inc
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STUICIDAL BEHATIOR Lifetime Past 6
(Check All that apply. o long as these are separate events, must ask about all npes) Months
Actual Attempt: Yes No | Yes No

A potentially self-injurious act commutted with at least some wish to die, as a result of act. Behavior was in part thought O o o o
of as method to kill cneself Intent does not have to be 100%. If there i= any mtent/desire to die associated with the act,
then it can be considered an zctual smcide attentpt. There does not have to be any injury or harm, just the potential for
inhwry or harm I person pulls tigger while gun is i meuth but gun is broken so po injury result, this 1s considered an

attempt.
Inferming Intent: Event if an mdividual dernes intent’ansh to die, it may be mferred chmically from the behavior or
creumnstances. For example, a lughly lethal act that 1s clearly not an accident se no other intent but swcide can be
inferred (e.2., punshot to head, jumping from window of a lugh floorstory). Also, if scmeone demses intent to die, but
they thought that what they did could be lethal, mtent may be mferred.
Have you made a suicide attempe? .
Have vou done anyehing to harm vourself? Total = of | Total = of
Have vou done anyehing dangerous where ven could have died? Attepts | Attemmpis

What did you do?

Did you as a way fo end your Iife?

Diid you want to die (even a lirde) when you ?

Were vou oving te end vour life when vou ?

Or Did you think ir was possible vou conld have died from ?
Or did you do it purely for ether reasons / without ANY intention of killing yeurself (like to relieve siress, feel berter,
get sympathy, or get something else ro happen) 7{5elf-Infurions Behavior without suicedal intent)

If yes, descnibe:

Yes No [ Yes No
Has subject engaged in Non-Suicidal Self-Injurious Behavior? O [m] O O
Interrupted Attempit: Yes No [ Yez: No
When the person 15 infernupted (by an cutside crcumstance) from starhing the potenhially self-mjuious act (jfno for O O O O

that, actual attempt would have ocourred).

Chrerdose: Person has pills i hand but 15 stopped from mgesting. Onee they mmgest any palls, this becomes an attermpt
rather than an interrupted atternpt Shooting: Person has gun pointed toward self, gum 15 taken away by someone alse, or
15 somehow prevented from pulling tigger. Once they pull the tnzger, even 1f the gun fails o fire, 1t is an attenmpt.
Tumping: Person 15 poised to junp, 15 grabbed and taken down from ledze. Hanging: Person has noose around neck but | Total # of | Total # of
has not et started to hang - is stopped from doing so. Attenpts | Affemnpis
Has there been a fime when you started to do semething to end your Iife but someone or something stopped you
before vou actually did anyihing?

If yas, describe:
Aborted Attempt: Ye: No [ Yez No
When person bemins to take steps toward making a smeide attenopt, but stops themselves before they actually have O m} O O

engaged in any self-destructive behavior. Exanples are sinmlar to intenupted atternpts, except that the mdivadual stops
hirn'herself, mstead of bemg stopped by something else. Total £ of | Total & of
Has there been a fime when you started to do semething to ory to end your life but yvou stopped yourself before you o

actually did anything? Atterpts | Afternpis
If yes, descnbe:

Preparatory Acts or Behavior:

Acts or preparation towards mmmanently making a swicide attennpt. This can include anything beyond a verbalization or

thought, such as assembhing a specific method (e.z, buving pills, puchasmg a mum) or prepanng for one's death by v N i D-'
sweide (e g, giving things away, wnting a swcide note). I:“ -ET 5‘5 |:1|]

Have you taken any steps towards making a suicide antempt or preparing to kall yourself (such as collecting pills,
getfing a gun, giving valnables away or writing a suicide note)?

If ves, desenbe:
Suicidal Behavior: Yes No [ Yes No
Sweidal behavior was present dumg the assessment period? O m| O O

02008 Research Foundation for Mental Hygiene, Inc
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; Most Recent | Most Lethal | ImitialFast
Answer for Actnal Artempts Only X 3 3
Date: Diate: Date:
Actual Lethality Medical Damage: Enter Code | Enter Cods Enter Coda

0. o phy=ical damage or very mmnor physical damage (e.g., swrface scratches).

1. Minorphysical damage (e.g., lethargmic speech; first-degree bums; puld bleeding; sprams).

2. Moderate physical damage; medical attention needed (e g, conscious but sleepy, somewhat
responsive; second- degree bums; bleeding of major vessel).

3. Moderately severe physical damage; medical hospitalization and hkely intensive care

required (e g, comatose with reflexes intact; third-degres bumns less than 20% of body;
extensive blood loss but can recover; major fractures).

4. Severe physical damage; medical hospitalization with mnfensive care required (2.5, comatose
without reflexes; third-degree bums over 20%e of body; extensive blood loss with unstable
vital signs; major danage to a vital area).

5.  Death

Potential Lethality: Only Answer if Actual Lethality =0 Foter Code | Foter Code | Foter Cods

Likelw lethality of actual attemnpt if no medical damage (the following examples, whule having no

actual medical damage had potential for very senous lethality: put gun in mouth and pulled the

tngzer but gun fals to fire 50 no medical damage; laving on tran bracks with oncoming fram but
pulled away before nn over).

0 = Behanror not likely to result in injury

1 = Behavror Likely to result in injury but not likely to cause death
2 = Behavior hikely to result in death despite available medical care
2008 Research Foundation for Mental Hyziene, Inc
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Study A Phase 172, Randomized, Double Blind, Placebo-Controlled Study to Frotocol

Evaluate the Safety and Efficacy of AstroStem, Autologous Adipose Tissue
Derived Mesenchymal Stem Cells, in Patients with Alzheimer*s Disease

AST-ADP2-US01

ASPIN2
AstroStem Date of Assessment DD-MAD-YYYY Tll'?e of Assessn%ent Assessor’s Initials
0 B 8 -
Subject Number Subject Initials
Visit Number

COLUMBIA-SUICIDE SEVERITY
RATING SCALE

(C-SSRS)

Smcee Last Visit

Posner, K.; Brent, D.; Lucas, C.; Gould, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
Burke, A.; Oguendo, M.; Mann, J.

Disclaimer:

This scale is intended to be used by individuals who have received training in its administration. The guestions contained
in the Columbia-Suicide Severity Rating Scale are suggested probes. Ultimately, the determination of the presence of
suicidal ideation or behavior depends on the judgment of the individual administering the scale.

Definitions of behavioral suicidal events in this scale are based on those used in The Columbia Suicide History Form,
developed by John Mann, MD and Maria Oquendo, MD, Conte Center for the Meuroscience of Mental Disorders
{CCNMD), New York State Psychiatric Institute, 1051 Riverside Drive, New York, NY, 10032 {Oguendo M. A, Halberstam
B. & Mann 1., Risk factors for suicidal behavior: utility and limitations of research instruments. In M.B. First [Ed.]
Standardized Evaluation in Clinical Practice, pp.103 — 130, 2003.)

For reprints of the C-55RS contact Kelly Posner, Ph.D., New York State Psychiatric Institute, 1051 Riverside Drive, New
York, Mew York, 10032; inguiries and training requirements contact posnerk@nyspi.columbia.edu

© 2008 The Research Foundation for Mental Hygiene, Inc.
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Study A Phase 1/2, Randomized, Double-Blind, Placebo-Controlled Smdv to Frotocol

Evaluate the Safety and Efficacy of AstroStem, Auntologous Adipose Tissue
Derived Mesenchymal Stem Cells, in Patients with Alzheimer*s Disease

AST-ADP2-TS01

ASPIN2
AStroStem | page of Assessment DD-MMM-YYYY Ti";'ifﬂ‘fff;'“kjm Assessor’s Initials
0 I [ ]

Subject Number Subject Initials

Visit Number

STICIDAL IDEATTON

Ask questions 1 and 2. If both are negative, proceed to "Suicidal Behavior” section. If the answer to question 2 is
"yes", ask question 3,4, and 5. If the answer fo question 1 and/or 2 is "ves", complete "Intensity of Ideation "
section below.

1. Wish to be Dead

Subject endorses thoughts about a wish to be dead or not alive anymore, or wish to fall asleep and not wake up. Yes No
Have vou wished you were dead or wished you could go to sleep and not wake up?

Simce Last
Visit

O O
If yes, describe:
1. Now-Specific Active Suicidal Thoughts
General non-specific thoughts of wantmg to end one’s hfe/commut swade (e.z., T ve thought abowr Klling myself ) without . _
thoughts of ways to kill oneselffassocated methods, intent, or plan dwring the assessrent period. Yes No
Have you actually had any theughes of killing yourself? O O

Ifyes, describe:

1. Active Suicidal Ideation with Any Methods (Wot Plan) without Intent to Act

Subject endorses thoughts of swicide and has thought of at least one method dunng the assessment peniod. This 15 different
than a specific plan with time, place or method details worked out (e.z., thought of method to kill self but not a specific plan). _ _
Includes person who would sav, T thought about faking an overdoze bur I never made a specific plan as to when, where or Yes No
hew Iwonld actually do it and Twould never go through with it

Have you been thinking about how you mighe do this? O O
If yes, describe:
4. Active Suicidal Ideation with Some Intent to Act, without Specific Plan
Active swcidal thoughts of killing oneself and subject reports hanving sorme mbent to act on such thoushts. a5 opposed to "7 _ _
have the thoughts bur I definitely will nor do anything abour them. ™ Yes No
Have vou had these thoughts and had some intention of acting on them? O =
Ifyas, describe:
5. Active Suicidal Ideation with Specific Plan and Intent
Thoughts of killing oneself wath details of plan fully or partially worked out and subject has some intent to carry it out.
Have vou started to work out or worked out the details of how to kill yourself? Do you intend te carry out this plan? Ves No
Ifyes, describe: D D
2008 Rezearch Foundation for Mental Hyziene, Inc
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Study FProtocol

A Phase 1/2, Randomized, Double-Blind, Placebo-Controlled Studv to
Evaluate the Safety and Efficacy of AstroStem. Autologous Adipose Tissue
Derived Mesenchymal Stem Cells, in Patients with Alzheimer*s Disease

AST-ADP2-US01

ASPIN2
AstroStem Date of Assezsment DD-ARGE-YYYY Tl"?e of .-‘;:tsesm%ent Assessor’s Initials
24-hour clock)
Subject Number Subject Initials
Visit Number

Intensity of Ideation

least zevers and 5 being the most severs). Ask about fime he/she was feeling the most suicidal.

The following features should be rated with respect to the most severe type af ideation (e, I1-3 from above, with I being the

Most
Most severe Ideation: Severs
Type # (1-3) Description af Tdearion
Freguency
How many times have you had these thoughts?
(11Less than once a (Z¥0nce a week (3)2-5 times in week  ($)Daly or almost (3)Many fomes each day
week daily
Duration
When vou have the thoughes how long do they last?
(1) Fleeting — fewr seconds or mmmates 4} 4-8 bouwrs'most of day
(2) 55 than 1 howr'some of the time (5) More than § hows/persistent or continucus
(3) 1-4 howrs'a lot of time
Controllability
Could/can you stop thinking abourt killing yourself or wanang to die if vou want ro?
(1) Easily able to control thoughts 4) Can control thoughts with a lot of difficulty
() Can confrol thoughts with hittle diffieulty (5} Unable to confrel thoughts
(3) Can control thoughts wath scme difficulty (0} Deoes not attenapt to contrel thoughts
Deterrents
Are there things — anyene or anything (e.g., family, religion. pain of death) — that stopped you from wanting ro die or
acting on theughts of committing suicide?
(1) Detervents definitely stopped you from 4) Deterrent: most likely did not stop you
attenpting smeide (5) Deterrents definutely did not stop vou
() Deterrents probably stopped vou (@) Does not apply
(3) Uncertain that deterrents stopped you
Feazon: for Ideation
What sort of reasons did you have for thinking about wanning to die or lalling yourself? Was it ro end the pain or stop the
way yeu were feeling (in other words you couldn 't go on living with this pain or how you were feeling) or was it 1o get
attenfion, revenge or a reaction from others? Or both?
(1) Congplately to get aftenfion, revenge or a 4) Mostly to end or stop the pain (you couldn’t go on living
reaction from others with the pain or how you were feeling.)
(1) Mosthy to get attention, revenge or a reachon (3) Completely to end or stop the pam (you couldn’t go on
from others Iving with the pam or bow you were feeling)
(3) Equalry to get attention revenge or a reachon {00 Does not apply
from others and to end/stop the pain
2008 Rezearch Foundation for Mental Hyziene, Inc
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D:ir:de‘hie:en:l:r}l;:lirem rl.':i;s,&in P:rifnt?:ithuiﬁi?;;r‘i I!;Ei;semue AST-ADP2-US0L
ASPIN2 ) S ! i
AstroStem Date of Assessment DD-MAD-YYYY TI'I:E of .-'Lssessn%ent Assessor’s Indtals
I A O O 1 ]
Subject Number Subject Initials
Visit Number
STUTCIDAL BEHATIOR Since Last
{Check all that apply, 50 long as these are separate events,; must ask about all hpes) Visit
Actual Attempt: Yez: No
A potentially self-mjunious act comnmtted with at least some wish to die, as a result of acs. Behavior was m part thought of as O O

method to kill oneself Intent does not have fo be 100%0. If there 15 any intent/desite to die associated with the act, then it can be
considered an actuzl swicide attempt. There does nor have re be any injury or harm, just the potential for mpury or harm. If person
pulls ngger while gun is I mouth but zun 15 broken 50 no mpmury result, this 15 considered an attempt.

Infeming Intent: Event if an individual denies mtent/wish to die, it may be inforred climeally from the behavior or ercumstances.
For exaniple, a lughly lethal act that is clearly not an accident so no other mtent but suicide can be inferred (e.z., gunshot to head,
junping from window of a ligh floor'story). Alse, if someone denies mtent to die, but they thought that what they did could be
lethal, mtent may be mfered.

Have you made a suicide attempr?

Have you done anvrhing to harm yourself?

Have you done anvihing dangerous where vou conld have died? Total #of
Whar did you do? Attenpts
Ihd you as a way to end your life?
Dnid you want to die (even a little) when you ?
Were vou orying fo end vour life when you ?
Or Did you diink it was possible vou could have died from ?
Or did vou de i purely for other reasons / withowt ANY intention of kalling vourself (like ro relieve stress, feel better, ger
sympathy, or get something else o happen)? (Self-Injunous Behavior without swedal mbent)
If wes, describe: Yer No
Ha: subject engaged in Non-Suicidal Self-Injurious Behavior? [m] O
Interrupted Attempi: ez No
When the person i= mtermupted (by an outside circumstanee) from starting the potentially self-mpunous act (§f met for that, actual | O

attempt would have ocowrred).

(Overdese: Person has pills in hand but is stopped from ingesting. Onee they mgest any pills, this becomes an attenpt rather than an
mtermupted attempt. Shooting: Person has gun pointed toward self gun 1= taken away by someone else, or 15 somehow prevented
from pulling tngger. Once they pull the nzger, even if the gun fails to fire, if is an attenpt. Funping: Person is poised to jump, 15
grabbed and taken down fiom ledge. Hanging: Person has noose around neck but bhas not yet started to hang - 1s stopped from domgz Total # of
50. Atternpts
Has there beem a ime when you started to do something to end your life but someone or something stopped vou before you
acrually did anyehing?

If wes, describe:

Aborted Attempi: ez INo
When person begns fo take steps toward making a smcide attentpt, but stops themselves before they actually have engagzed m any O O
self-destructive behavior. Examples are similar to mterupted attempts, except that the individual stops himherself, nstead of being

stopped by something else. Total £ of
Has there beem a ime when you started to do something to try to end your Life bur you stopped yourself before you actmally did !
anything? Attenpts
If yes, describe: -
Preparatory Acts or Behavior:

Acts or preparation towards muminently makmg a sucide aftemnpt. Thes can include anything bevond a verbalization or thought,

such as assembling a specific method (e g, buying pills, puchasmg a gun) or preparmg for one's death by suicide (e.z., gng . N
things away, wning a sweide note). I:T -I:D
Have you taken any steps towards making a suicide attempt or prepaning te kil yourself (such as collecting pills, getting a gun,

giving valuables away or writing a suicide note)?

If wes, describe:

Suicidal Behavior: Yez: No
Suicidal behavior was present during the assessment period? [m] O
Suicide: ez No

O O
2008 Rezsarch Foundation for Mental Hygiene, Inc C-55F5-%ince Last Vizit (Version 1/14/09)
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Study A Phase 1/2, Randomized, Double-Blind, Placebo-Controlled Studv to Frotocol

Evaluate the Safety and Efficacy of AstroStem, Autologous Adipose Tissue
Derived Mesenchymal Stem Cells, in Patients with Alzheimer*s Disease

AST-ADP2-TS01
ASPINZ

AstroStem | pate of Assessment DD-MMM-YYYY

Time of Assessment

T
24 hour clock) Assessor’s Initials

Subject Number Subject Initials
Visit Number
Answer for Actial Attempts Only Mmf L‘Eﬁ:“l
Diate:
Actual Lethality Medieal Damage: Enter Code

Mo physical damage or very miner physical damage (e g, swface seratches).

Minor physical damage (& g, lethargic speech; first-degree bums; muld bleeding; sprains).

Moderate physical damape; medical attenfion needed (e.g., conscrous but sleepy, somewhat responsive; second- degree

burns; bleading of major vessal).

3. Moderately severe physical damage; medical hospitalization and hkely mtensive care requured (e g, comatose with reflexes
intact; third-degres buns less than 20%%: of body; extensive blood loss ut can recover; major fractures).

4. Severe phymical damage; medical hosprtalization wath intensive care required (e.z.. comatose without reflexes; third-degres
burns over 20% of body; extensive blood loss wath wnstsble vital signs; major damage to a vital area).

5.  Death

bd =t O

Potential Lethality: Ounly Anzwer if Actual Lethality =0 Enter Coda
Likely lethality of actual attenopt 1f no medical damage (the following exanples, while having no actual medical damaze, had
potenhal for very serious lethality: put gun in mouth and pulled the trigger but gun fals to fire s0 no medical damage; laying on
tram fracks with oncoming traan but pulled away before mn over).

0 = Behavior not likely to result n mpury
1 = Behavior hkely to result m inpory but not hkely to cause death
2 = Behavior likely to result m death despite available medical care

2008 Research Foundation for Mental Hyziene, Inc
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Appendix 9. Instruction for Liposuction Procedure

Instruction for Liposuction Procedure
1. Pre-procedure for Liposuction
Sterilize operation room with 70% ethanol spray 20-30 nun before liposuction procedure.
2. Liposuction Kits (Provided by Biostar, manufacturer)

One kit (plastic bag) includes 2(ml-syringes, syringe tip caps, vacuette tubes, labels and sterilization
envelopes, as shown in the following:

Syringe 20ml
(BD302830)
Syringe Tip Cap
(BD305819)
Vacpette tube
(BD367955)
Sterilization Envelope
Label Label for fat tissues (Syringe)
Tizzue Samples from Liposuction (AST-ADPI-TUS01)
Subject ID / Initials:
Fandomuration No:
Label for fat tissues (stenlization envelope)
Tizzue Samples from Liposuction (AST-ADPI-TUS01)
Subject ID / Initials:
Randomuzation No:
Tissue Collection Date & Time:
Label for blood sampling (WVacuette tube)
Blood Samples from Liposuction (AST-ADPI-TS01)
Subject ID / Initials:
Randomuration No:
Label for blood sampling (sterihzation envelope)
Blood Samples from Liposuction (AST-ADPI-TS01)
Subject ID / Initials:
Randomuration No:
Elood Collection Date & Time:
Mature Cell Co., Ltd AST-ADP2-TIS01 Page1of6
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3. Preparation for Liposuction

s Saline set, gauze, sterile pad, idodine solution, ring forcep

* 2% lidocaine, No 11 blade

¢ Tumescent solution (prepare right before the procedure and discard after 1 hour)
» Hartmann Solution 1L + Lidocane 1000mg (2% Lidocane 50ml) + Epinephrine 1mg (=

1mg/ml Epinephrine 1ml)
» (using 100ml normal saline) normal saline 100ml + Lidocane 100mg (2% Lidocane Sml) +
Epinephrine 0.1mg
* 5x Antibiotic-Antimycotic
» Dilute 100x antiboitic-antimycotic (Thermofisher/Cat NO.15240-096) using sterile saline
solution to 5x (sterlie saline solution 380ml + 100x antibiotic-antimycotic 20ml) and aliquot
5x antibiotic-antimycotic 400ml into 4ml
» Freeze aliquots and thaw before use

10 cc syringe (Lock syringe; BD 10 ml syringe Luer-Lok Tip; syringe connected to cannula)

3-way cock

Cannula for injection

Cannula for suction

2.5 cc syringe (for anesthesia), 50 cc syringe (for collection of tissues)

Surgical drape with hole, cotton ball, surgical instrument tray

Needle Holder, suture (blue nylon 5.0)

Sharp Scissors

* Towel Clip

*  Syringe holder

e e o o = "0

Figure 1. Liposuction Set-up

4. Cautions for Use

s Before liposuction
» Stop taking thrombolytic agents such as Aspirin within 5-7 days of liposuction
*  After liposuction
Your belly be covered in bruises.
Your belly may be squeezed.
You can take shower, but avoid going and soaking in the bath.
You can take pain medicine if necessary.

YVVVY

5. Intraoperative and postoperative monitoring recommendation

Baseline vital signs including blood pressure and heart rate are recorded pre- and postoperatively.
Pulse oximeter monitoring is essential in all cases and may be continued after surgery until the patient has
fully recovered and is ready for discharge. Although serious complications are rare and any physician

Nature Cell Co.. Ltd. AST-ADP2-US01 Page 2 of 6
Instruction for liposuction procedure
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should be able to handle such complications should they arise, it is recommended that a physician trained
in resuscitation and emergency care such as a trained anesthetist be available on the premises.

6. Liposuction Procedures

Liposuction procedures can be summarized as three steps: injection of tumescent solution, waiting time,
and collection of fat tissues. The detail procedures are instructed below.

1) Counfirm the subject ID and randomization number before liposuction procedure and write them on
each label.

2) Collect 60 ml blood (13 of 5 ml Vacuettes serum tubes) before the collection of fat tissues.

3) Insert the blood sample bottle into the sterilization envelope and place it in a refrigerator.

4) Sterilize skin with iodine solution and cover it with sterile pad.

5) Inject small amount (2-3 cc) of 2% Lidocaine, solution for local anesthesia.

6) Connect injection cannula, 10 cc lock syringe and solution sets connected to tumescent solution into
3-way cock (Refer to Figure 2).

Figure 2. 3-way Connection

7) Make an incision about 2-4mm long with No 11 blade, at around umbilicus (if possible, place where
scar is not seen easily).

8) Imsert slowly the injection cannula into subcutaneous fatty layer (Insert it into right site of belly in
case of right-handed subjects).

9) Imject the tumescent solution evenly around the liposuction area (Refer to Figure 3).
; the amount of tumescent solution injected is 90-150 cc, which is about 3-5 times of the amount of
adipose tissues

Figure 3. Method for using 3-way Stopcock
(Left) Put the solution in the syringe like left figure.
(Right) Inject after spinning 3-way cock like right figure.

Nature Cell Co.. Ltd. AST-ADP2-US01 Page 3 of 6
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10) After the injection of tumescent solution, wait for about 15-30 minutes.

11) Remove the lock syringe from the 3-way cock and connect to the cannula for suction.

12) After the injection of suctioning cannula, collect the adipose tissue by suctioning with about 1~2cm
of negative pressure.

13) Place the collected adipose tissue into a 50 cc syringe closed with a needle.

14) The adipose tissues will float and the tumescent solution will sink to the bottom. Discard the sunken
solution and continue the tissue collection until the amount of pure adipose tissue is 30 cc.

15) After the sufficient amount of adipose tissues is suctioned, stop the suction.

16) Insert 15 cc fat tissues into each 20 ml syringe sealed with tip cap, discard the tip cap, and suck 3ml
of 5x antibiofics.

17) Close syringe with tip cap, confirm the subject ID and randomization number, insert the syringe into
the sterilization envelope, and place it in a refrigerator.

18) After completing the fat tissue collection, dress the incision area with #5 blue nylon.

19) After completing dressing, inject 1 ampule of lincomycin or gentamycin intramuscularly in order to
prevent infection

20) Take out stitches after 1 week.

7. Blood Collection Procedures

1) Attach corresponding labels to 13 of 5 ml serum tubes.

2) Draw 60 ml blood into the tubes.

3) Mix gently by inverting the tube eight (8) times. Do not shake.

4) Allow blood to clot upright at room temperature for 60 minutes.

5) Centrifuge the specimen at room at 3000 rpm, room temperature for 5 minutes

8. Transportation Methods of Collected Fat Tissues and Blood

1) Prepare ‘Adipose Tissue and/or Serum Collection Form'.

2) Insert the serum tubes into the sterilization envelope, and place in a refrigerator until the shipment.

3) Close syringe with tip cap, attach the label on syringe, insert into the sterilization envelope, and place
in a refrigerator until the shipment.

4) Insert serum tubes, syringe(s) and the original copy of ‘Adipose Tissue and/or Serum Collection Form’
into the shipping package provided by the World Courier. (Please find detail instruction on next page)

5) Confirm the refrigerated transportation with the World Courier before pick-up.

* Collected fat tissue and blood shall be delivered to the manufacturing lab as soon as possible.
Therefore, please in advance arrange the pick-up of shipping package with the World Courier.

Nature Cell Co., Ltd. AST-ADP2-US01 Page 4 of 6
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Shipment of a package with the World Courier

o In advance the pick-up of adipose tissues and/or serum tubes will be arranged with the World
Courier.

e At the date when adipose tissues and/or serum tubes are collected the World Courier will bring all
materials for packing and shipping the serum tubes.

e The adipose tissues and/or serum tubes and collection form placed in a refrigerator will be inserted
into the shipping package provided by the World Courier.

— 1 ¢ Wacuum Perel Lid
€——— Guiberies 4 PCM

€«——— lspaductBag

€ 1 xVacuum Panel box
M ] 3 Prlythigne tarton

1 Duter Fibrebaard box

e The product temperature will be monitored using a TempTale 4 Bio Monitor in the package.
Temperature should be maintained at ( +2 to +8 °C ).

o The package will be sent to a manufacturing facility on the same day.

Once the package is arrived to Korea and cleared at the Korea Customs, the World Courier will deliver
the package to a manufacturing facility, take back the temperature monitor. and provide shipment
temperature record to the sponsor.

Nature Cell Co.. Ltd. AST-ADP2-US01 Page 5 0f 6
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Adipose Tissue and/or Serum Collection Form

Prepared by Site (Time zone: PST)

Item Information Remarks
Subject ID / Initials /
Gender / Age /
Randomization No
Site No / PI Name Site / Dr.
Name of Facility
Date of Collection (DD/MMM/YYYY)
Time of Collection I,}l.gggé:— (%EI{ 1\%)
Volume of Collection | Blood: ml / Tissue: ml
Name:
Collected by Signature:
Date:
Date and Time of
Shipment Pick-up (DD/MM/YYYY, HH:MM, 24-hr clock)
Shipment Condition [ Refrigerated
Tracking No
Signature:
Confirmed by Date:

* Please insert the original copy into the shipment package, and please file the photocopy into the ISF
binder and send the photocopy to KCRN by email (yealimkim@kcrnresearch.com)

Prepared by Biostar Stem Cell Research Institute (Time zone: KST)

Item

Information

Remarks

Temp. Records from
Temp. Monitor

o No excursion
0 Yes (Please describe excursion in remarks)

Date and Time of

(DD/MM/YYYY, HH:MM, 24-hr clock)

Package Receipt
) Name:
Person who Received Signature
Package Date:

¢ Please send the photo copy to KCRN by email (yealimkim@kcrnresearch.com). KCRN will forward
the copy to Site for filing into the ISF binder.

Nature Cell Co, Ltd. AST-ADP2-US01
Instruction for Liposuction Procedure
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Appendix 10. IP Administration Instruction for Clinical Sites

IP Administration Instructions for Clinical Sites

Only unblinded designee (phvsician or study coordinator) will open the aluminum bag, dilute IP

into saline bags and mask the saline bag and IV tubing with the brown IV bag cover and tubing
cover.

Pre-procedure for IP administration

At least 2 hours before the infusion provide 500 mg Aspirin to subjects who are 75 years and older, have
had cardiovascular disease, or may need the regimen at investigator’s discretion.

Supplies

¢ Study drug in 20 cc syringe, Qty 2

* 100 cc fluid normal saline, Qty 2

* 18G needle, Qty 2

* Colored standard blood filter tubing set with a
170 to 260 micron filter, Qty 2

* 22@G catheter needle, Qty 2

* A labeling with subject information, Qty 4

* Alcohols pads

* Gloves

e IV bag cover, Qty 2

Preparation of IV saline bags with study drug
1. Use aseptic technique when preparing saline bags with the study drug

2. Gather supplies and the study drug

e Bring out the study drug stored in a refrigerator and open the aluminum foil pack.

e Confirm the subject ID and randomization number of the study drug.

e Sign the IP and Label Verification Form once you confirm that the subject ID and randomization
number is correct.

e Only take out one syringe from the aluminum foil pack and bring the pack back to the
refrigerator.

e Confirm all supplies are ready for the procedure.

e  Verify that a subject is not allergic to alcohol. In case a subject has alcohol allergies. alcohol
swab can be replaced with 0.2 % Chlorhexidine Gluconate

3. Confirm the subject ID and randomization on the study drug is same with one on the label for a
saline bag.

4. Sign the IP and Label Verification Form.

5. Inspect the saline bag. If visibly opaque particles, discoloration, or other foreign particulates are
observed, the bag should not be used.

Nature Cell Co, Ltd. AST-ADP2-US01
IP Administration Instructions 1
V4.0 Final, 11December2017

CONFIDENTIAL Nature Cell Co., Ltd.



AST-ADP2-US01
Version 6.0, Mar 4, 2019 Page 121 of 124

6. Attach the label on the top of the saline bag.

7. Confirm the subject ID and randomization of the study drug is the same with the label attached to
the saline bag.

8. Gently invert syringes 15-20 times. Do not mix vigorously or vortex.
9. Connect 18G needle to a 20cc syringe.
10. Disinfect the saline bag access port with alcohol swab.

11. Insert needle and inject the contents into a saline bag with rate of 1 cc /20-25 secs.

12. After injection, mix the saline bag gently. Don’t shake the bag.

13. Cover the IV bag with the brown IV bag cover in order to maintain the blind to other study staffs
and subjects prior to sending dose to be infused

14. Attach the label on the top of the brown IV bag cover and confirm the subject ID and randomization
of the study drug is the same with the label attached to the IV bag cover.

Nature Cell Co, Ltd. AST-ADP2-US01
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15. The study drug infusion should begin within 20 minutes of mixing.

Infusion Procedures

1. Use aseptic technique when preparing and administering fluids and medications

2. Insert the spike of the colored IV tubing into the saline bag mixed with the study drug.

3. Select a vein that is well-dilated. The selection priority of vein will be the following; Dorsal venous
plexus, metacarpal plexus, basilica vein, cephalic vein, median cubital vein.

4. Perform the venipuncture.
5. Hang the saline bag on an IV pole.

6. Adjust to the desired flow rate. The infusion time for one saline bag is 1-3 hours. The infusion rate
will be determined by PI's discretion but maximum infusion rate will be 25 gtt/min (100cc/ hr).

7. Gently squeeze the saline bag every 30 min to prevent cell settling.

8. Document the relevant data regarding infusion.

Record the start time of the infusion on the client’s chart.
Include the date and time of the venipuncture

Specific name and location of the accessed vein

Flow rate

Type, length and gauge of the needle or catheter

The client’s general response

Your signature

9. Another saline bag should be mixed with the study drug stored in the refrigerator before the infusion
of the first saline bag is finished. Follow the same procedure to prepare the second saline bag.

10. Once the infusion of the first saline bag is finished, close the roller clamp.
Nature Cell Co, Ltd. AST-ADP2-US01

IP Administration Instructions 3
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11. Take out the spike of the colored IV tubing from the first saline bag and insert into the second saline
bag mixed with the study drug.

12. Hang the saline bag on an IV pole.

13. Adjust to the desired flow rate again. The infusion time for one saline bag is 1-3 hours. The infusion
rate will be determined by PI's discretion but maximum infusion rate will be 25 gtt/min (100cc/
hr).

14. Gently squeeze the saline bag every 30 min to prevent cell settling.

15. Document the relevant data regarding infusion.

Record the start time of the infusion on the client’s chart.
Include the date and time of the venipuncture

Specific name and location of the accessed vein

Flow rate

Type, length and gauge of the needle or catheter

The client’s general response

Your signature

16. Once the infusion of the second saline bag is finished, perform saline flush with approximate 20 cc
of saline to make sure entire IP is administered.

17. Once the saline flush is finished, close the flow regulator of IV tubing. Apply gentle pressure over
the insertion site with sterile gauze. Withdraw the needle. Hold pressure on the insertion site until
bleeding stops. Cover the insertion site with an adhesive bandage.

18. Enclose empty two syringes of study drug and two IV bags into a pre-labeled bag and seal with
tamper tale. Store at the secure place until a close-out visit.

19. A subject should stay in the infusion bed/chair at least 1 hour after infusion.

20. A subject will be discharged by PI's discharge order.

Monitoring Plan during and after the IV infusion of the study drug

1. Document the relevant data regarding infusion.

Record the start time of the infusion on the client’s chart.
Include the date and time of the venipuncture

Specific name and location of the accessed vein

Flow rate

Type, length and gauge of the needle or catheter

The client’s general response

Your signature

2. Check tubing for anything that might interfere with flow. Be sure clamps are in the open position.

Nature Cell Co, Ltd. AST-ADP2-US01
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3. Inspect the site for swelling, leakage at the site, coolness, or pallor, which may indicate infiltration.
Ask if subject is experiencing any pain or discomfort. If any of these symptoms are present, the IV
will need to be removed and restarted at another site.

4. Inspect the site for redness, swelling, and heat. Ask if patient is experiencing pain. The findings
may indicate phlebitis. Notify principle investigator (PI) if phlebitis is suspected. TV will need to
be discontinued and restarted at another site.

5. Check for local manifestations (redness, pus, warmth, induration, and pain) that may indicate an
infection is present at the site or systemic manifestations (chills, fever, tachycardia, and
hypotension) that may accompany local infection at the site. If signs of infection are present,
discontinue the TV and notify PL

6. Ifsubject is experiencing shortness of breath and chest pain, discontinue the IV and notify PI. With
PI's discretion, IV infusion will be terminated.

Nature Cell Co, Ltd. AST-ADP2-US01
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