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Innate Lymphoid Cells:

5-20% of circulating lymphocytes (CD3- CD56+)

Can Distinguish Healthy Cells (self) From Dangerous Cells (non-self):

Immune regulatory capabilities, mediated by secreted cytokines

Natural Killers cells can get weaker with aging or stress.

Weak and/or deficient NK cells have been shown to be correlated with various disease conditions.

Liu, S, Galat, V., Galat4, Y. et al. NK cell-based cancer immunotherapy: from basic biology to clinical development. J Hematol Oncol 14, 7 (2021).

. NKQEN https://doi.org/10.1186/s13045-020-01014-w



State-Of-The-Art GMP Manufacturing Facility

Licensed cell therapy manufacturing
facility
. 25,000 sq ft facility (12,000 sq ft
for GMP) completed in 2019
« CAP/CLIA Laboratory

 Facility owned and operated
by NKGen Biotech

STATE OF CALIFORNIA

DEPARTMENT OF PUBLIC HEALTH
FOOD AND DRUG BRANCH

DRUG MANUFACTURING LICENSE

NKGEN Biotech Inc
3001 Daimler Streat
Santa Ana, Ca 92705

Tha Lol named herein it sno-m d to manufa drugs through the expiration date of this license. This
e is issued in accordance with the mvlahm ﬂ( Division 104, Chapter 6, Article 6 of the California

Vet and Safety Coda and is notnmvonm to.any other person or place. The licenses is required by law
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the application.

Food and Drug Branch, 1500 Capitol Avenve, WS 7602, PO Box 337435, Sacramento, GA 958997435 (916) 650-6500
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NKGen’s Manufacturing (CMC) Process results in Super NK cells s
Superior Cell Expansion, Increased Cytotoxicity, and Increased Activating Receptor Expression

‘l.

NKGen can expand NK cells from any donor! ) .
NKGen increases receptor expression!
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Autologous Next Gen Manufacturing ;

NKGen “Off-the-Shelf Autologous” SNK Cell Therapy

Superior Cell Our
Expansion and Cryoprocess
Activation preserves cell
features
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No Lymphodepletion

Collect Isolate Activate & Expand Cryopreserve Deliver to Clinic  Thaw and Administer
Leukapheresis Isolate NK cells Stimulate NK cells to Multiple doses  Doses in cryopreserved Doses thawed, as
from PBMC activate & expand to cryopreserved  state released to clinic needed, and
enhance cytotoxicity administered
to patient

Up to 3C

« Cryopreserved autologous manufacturing process takes ~ 30 days from NK cell isolation to cryopreserved product release
« One-time production for all the doses; SNK cells are frozen and stored on site, ready for release

- Ability to produce multiple doses (6 x 10° cells each) from single leukapheresis to fulfill 4-6 months of weekly treatments

« Multiple doses are produced at once; approx. 20 doses=1 batch release and cryopreserved

« Cryopreserved autologous process fully developed

o NKGEN
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SNKOT — Mechanism of Action in
Neurodegenerative Disedse




Market Opportunity in Neurodegenerative Disease

NKGen’s SNKOI, not yet FDA approved, will seek to address a multi-billion/year market

Over 55 million people Alzheimer’'s We are aware of no therapies
worldwide had dementia in and Parkinson’s currently

2023, with a new case patients are estimated to on the market that
diagnosed every 3 seconds; account for ~46 million halt or reverse

nearly 10 million new cases of the 55 million people with progression
every year' dementia worldwide? of AD or PD

The annual global cost Global Parkinson’s and Alzheimer’s Evidence of actual cognitive
of dementia is >$1.3 disease therapeutics markets forecast improvement in early trials and
trillion USD!' to be ~$16.8 billion by 20292 compassionate use AD and PD

patients treated with SNKO13

1. Dementia Statistics published by World Health Organization, Newsroom, Dementia Fact Sheet, on March 15, 2023.
. 2."Global Alzheimer's Disease Market $6.3 Billion by 2029" and "Global Parkinson’s Disease Therapeutics Market $10.5 Billion by 2029", February 22, 2023 by iHealthcareAnalyst, Inc.
. NKGE N 3. Reports of patient experiences from the compassionate use case studies have not been verified or validated. Only controlled clinical trials can support benefit for patients.
. L

oo ten These compassionate case study results and early trials may not be predictive of clinical trial results and cannot be used to establish safety or efficacy for regulatory
approval.
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Autoreactive T cells Cause - .

Neuroinflammation And _
Damage w

Chronic protein deposition leads to an
autoinflammatory cascade and damage

Removing proteins only addresses one
aspect of the underlying pathology

Activation of Autoreactive CD4+ and
CD8+ T cells"® which migrate to the
brain via CXCR36

1. Lindestam Arlehamn - NATURE Communications (2020) 111875 1-11.
2. Stojie-Vukani¢ Z - Front Immunol (2020) 11: 566225.

3. Monsonego - J. Clin. Invest. (2003) 112:415-422.

4. Machhi - Journal of Neuroinflammation (2021) 18:272.

5. Heneka - Lancet Neurol. (2015 ) 14(4): 388-405.

8. Zhou - Current Neuropharmacology, (2019) 17:142-150
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Autoreactive T cells And SNKOI Cross BBB (Blood Brain Barrier) Via CXCR3
SNKO1 Has High CXCRS3 Expression And Strong Migration Potential to cross the BBB

CXCL10, e
and CXCL11 :
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CXCR3+ T cells migrate to CXCLIO positive astrocytes that frequently are associated with amyloid deposits.

CXCR3 was highly expressed on a subpopulation of neurons and neuronal processes in the neocortex, hippocampus, striatum,
cerebellum, and spinal cord!

® %  osorecw 1. Xia - Neuroimmunol, 2000, 108(1-2), 227-235.
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NK Cells Regulate Autoreactive T cells™ weny i)

SNKO1 Has Enhanced NKG2D and DNAM-1 Expression that helps identify and eliminate N
autoreactive T cells to reduce auto-immune inflammation. =
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1. Rabinovich - J Immunol (2003) 170 (7): 3572-3576.
2. Lu - Immunity. 2007 May ; 26(5): 593-604.

. NKGE N 3. Nielsen - PLoS ONE 7(2): e31959. o

4. Ardolino - Blood (2011) 117 (18): 4778-4786.
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Level of immunosuppressive cytokines in conditioned media of SNKO1 cells
A 100 - B 1200 -
Level of interleukin 10 (IL-10) and TGF-B1 in conditioned media
1000 1 (CM) of SNKO1 cells. The production of IL-10 (A) and TGF-B1 (B)
3001 by SNKOI cells for 2 days cultivation after stimulation with or
H H 800 1 without K562 target cells for 3 hours before harvest at a 1:1 E:T ratio
E 200 E 600 was investigated by ELISA. CM and Activated CM indicate culture
S =2 supernatant of SNKO1 cells treated without (CM) or with target cells
= § 400 (Activated CM).
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Cytotoxic and degranulation activity and IFN-y expression level of SNKO01 cells when incubated with
activated T cells
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(A) Human T lymphocytes were cultured with (P/I) or without (Media) stimulation by PMA (5 ng/mL)/ionomycin (250 ng) (P/I) for 48 h. The cells were stained with PE-CD3, PerCP/Cy5.5-CD69,
and APC-CD25 antibodies and then analyzed by flow cytometry. Contour plots represent percentages of the CD25" CD69" cells on CD3* gated T cells. (B) Cytotoxic activity of SNKO1 against T
cells was assessed by flow cytometry. T cells labeled with CTV were activated either with (P/I) or without (Media) PMA and ionomycin, and then co-incubated with SNKO1 cells at an E:T ratio of

1:

1 for 4 hours. (C) Degranulation activity and cytokine expression of SNKO1 cells against T cells. T cells were activated either with (P/I) or without (Media) PMA and ionomycin and then mixed

with SNKO1 cells at an E:T ratio of 1:1. The expression of CD107a or IFN-y in CD56+ population was assessed by flow cytometry after 5- or 3- hour incubation, respectively.
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Table 1

Evidences of NK cell involvement in immune-mediated diseases as emerging from experimental models and human diseases.

Disease

Murine models (NK depletion)

Human diseases

Peripheral blood

Tissue site

Rheumatoid Arthritis
Spondyloarthritis

Psorasis

Inflammatory bowel diseases
Diabetes

Systemic lupus erythematosus
Anti-phospholipid syndrome
Multiple sclerosis
Myasthenia Gravis

Protective/promoting
Nd*

Nd

Protective

Protective

Protective

Nd
Protective/promoting
Promoting

Reduced levels, impaired activity Synovial membrane
Impaired activity Nd

Reduced levels, impaired activity Psonatic skin lesion
Normal levels, impaired activity Colonic lamina propria

4 Nd: not determined.

Reduced levels Nd
Reduced levels, impaired activity Nd
Increased levels Nd
Reduced levels, impaired activity Nd
Reduced levels, impaired activity Nd

Schleinitz - Immunology, 131, 451-458




NK cells have been found to reduce
protein accumulation'?

NK cells have also been found to
identify and degenerate intact
sensory axons after nerve injury3

1. Earls - PNAS - January 2020 117 (3) 1762-1771.

o N KG E N 2. Marsh et al. PNAS February 2016 -E1317.

% = 3. Davies et al, 2019, Cell 176, 716-728. .



NK Cells Play a Protective Role in Protein Deposition ¥y o

NK cells clear a-synuclein and the depletion of NK cells The adaptive immune system restrains Alzheimer’s
exacerbates synuclein pathology in a mouse model disease pathogenesis by modulating microglial function
Of a'syn UClEIﬂOpathy Samuel E. Marsh®®, Edsel M. Abud®?", Anita Lakatos“", Alborz Karimzadeh®?, Stephen T. Yeung“?, Hayk Davtyan®,

Gianna M. Fote®®, Lydia Lau®, Jason G. Weinger®3, Thomas E. Lane®“94, Matthew A. Inlay®™¢, Wayne W. Poon®,
Rachael H. Earls®'®, Kelly B. Menees™', Jaegwon Chung®', Claire-Anne Gutekunst®, Hyun Joon Lee“, and Mathew Blurton-Jones®?<>

Manuel G. Hazim®, Balazs Rada®, Levi B. Wood"9, and Jae-Kyung Lee®?
2Department of Neurobiology and Behavior, University of California, Irvine, CA 92697; ®Sue and Bill Gross Stem Cell Research Center, University of

“Department of Physiology and Pharmacology, College of Veterinary Medicine, University of Georgia, Athens, GA 30602; "Department of Neurosurgery, California, Irvine, CA 92697; “Institute for Memory Impairments and Neurological Disorders, University of California, Irvine, CA 92697; “Department of
Emory University School of Medicine, Atlanta, GA 30322; “Department of Neurology, University of Mississippi Medical Center, Jackson, MS 39216; “Research Molecular Biology and Biochemistry, University of California, Irvine, CA 92697; and ®Department of Molecular Inmunology, Institute for Molecular
Service, G.V. (Sonny) Montgomery VA Medical Center, Jackson, MS 39216; *Department of Infectious Diseases, College of Veterinary Medicine, University of Medicine, Huntington Beach, CA 92647

Georgia, Athens, GA 30602; “Couiter Department of Biomedical Engineering, Woodruff School of Mechanical Engineering, Georgia Institute of Technology,
Atlanta, GA 30332; and 9Petit Institute for Bioengineering and Bioscience, Georgia Institute of Technology, Atlanta, GA 30332

Significance Significance

Neuroinflammation and activation of innate immunity are path-
ological hallmarks of Alzheimer's disease (AD). In contrast, very
few studies have examined the impact of the adaptive immune
system in AD pathogenesis. Here, we find that genetic ablation
of peripheral immune cell populations significantly accelerates
amyloid pathogenesis, worsens neuroinflammation, and alters
microglial activation state. Critically, it appears that loss of IgG-
producing B cells impairs microglial phagocytosis, thereby exac-
erbating amyloid deposition. Conversely, replacement of IgGs via
direct injection or bone marrow transplantation reverses these
effects and reduces Af pathology. Together, these results high-
light the importance of the adaptive immune system and its in-
teractions with microglia in the pathogenesis of AD.

Parkinson’s disease, Lewy body dementia, and other synuclei-
nopathies are characterized by the accumulation of abnormally
aggregated a-synuclein (x-syn) protein, which is the principal
component of Lewy bodies. Inmunotherapeutic approaches
aimed at halting the propagation of both central and periph-
eral extracellular a-syn aggregates may be a promising thera-
peutic avenue for synucleinopathies. Our study demonstrates
that natural killer (NK) cells act as efficient scavengers of ab-
normal a-syn aggregates without becoming aberrantly acti-
vated. We demonstrate that systemic depletion of NK cells
significantly exacerbates synuclein pathology. Overall, our re-
sults provide strong evidence for a protective role of NK cells in
synuclein-related neurodegenerative diseases.

Knockout/Depletion of NK cells in both models caused rapid acceleration of protein deposition

1. Earls RH, Menees KB, Chung J, et al. NK cells clear a-synuclein and the depletion of NK cells exacerbates synuclein pathology in a mouse model of a-synucleinopathy.
> N K G E N Proc Natl Acad Sci U S A. 2020;117(3):1762-1771. doi10.1073/pnas.1909110117
'. 5 2. Marsh SE, Abud EM, Lakatos A, et al. The adaptive immune system restrains Alzheimer's disease pathogenesis by modulating microglial function. Proc Natl Acad Sci U S
A. 2016;113(9):E1316-E1325. doi10.1073/pnas. 1525466113 14
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Functional Characteristics of SNKO01 Cells for Alzheimer’s Disease (AD) -f‘

Uptake and degradation of aggregated amyloid-f8 (AB) proteins
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(A-E) Intracellular levels of AP aggregates in SNKO1 and HMC3 cells were analyzed by Western blot analysis. (A) SNKO1 cells were treated with varying concentrations of AP aggregates for 1 hour and
harvested. (B) SNKO1 cells were treated with 5 uM of AP aggregates and harvested at 1, 3, 6, 9, and 24 hours after treatment. (C) SNKO1 cells were treated with 5 uM A aggregates for 1 hour and
washed 3 times with PBS. Then SNKO1 cells were incubated in fresh medium for up to 48 hours and harvested at 1, 3, 6, 24, and 48 hours after wash. (D) HMC3 cells were treated with 5 uM of AP
aggregates for 1, 3, and 6 hours. N.C: negative control without treatment with AP aggregates. (E) HMC3 cells were treated with 5 uM AP aggregates for 1 hour and washed 3 times with PBS. Then cells
were incubated further in fresh medium for up to 48 hours and harvested at 1, 3, 6, 24, and 48 hours after wash. (F-J) SNKO1 cells were incubated with 5 uM of AP aggregates for 24, 48, and 72 hours
and analyzed for viability (F), cytotoxicity at 72-hour after treatment (G), degranulation (H), intracellular expression of IFN-y and TNF-a (I), and surface expression of various activating NK receptors at
72-hour after treatment (J).
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Uptake and degradation of aggregated a-synuclein proteins

F 120 G 120 H 50 @
m Control m a-syn Control . = Control
100 F
a-syn o o a-syn
z 5 Y
o g 8 r Z 8
A g0 B ._E...E C g.£ EE = D E s EE = 5 T o
= b = == Ot [ O =2 L € 2 L2
gc23¢ 53583 25855593 Z5E583 5§t Z5choa? 3 S e | &
— : " 3 2
o = % R EER L L 2 £ ~ 8
130 170 130 ot B 170 ° o 40 =
95 130 95 130 . 170 170 ' ® ® ]
70 95 70 95 130 130 20 F R
5 70 5 70 a5 95
- 56 i 70 70 o
43 T T 3 % s N 24hr  4shr  72hr | 2ahr  48hr  72hr
- 43 - 35 43 43 '... 10:1 51 251 1.25:1 0631 0.3:1
35 -
35 35 15 28 2 35 35 24h 48h 72h E-T ratio W/O target W/ target
28 28] - 28 28
" -. L l 30 J 120 ¢
- - 17 -
" 17 - 17 ) 17 17 m Control ma-syn
6 Soluble fraction [ Insoluble fraction mControl  ®a-syn w0 b
[ e R e R [ pp——— B-A0tn | e i 0 | 5 ot | ——— 0

actin

10 F

% of CD56+/cytokine+
% of CD56+/marker+
3

W/O target W/ target W/O target W/ target

(A-E) Intracellular levels of a-syn aggregates in SNKO1 and HMC3 cells were analyzed by Western blot analysis. (A) SNKOI cells were treated with varying concentrations of a-syn aggregates for 1 hour and
harvested. (B) SNKOI cells were treated with 5 pg/mL of a-syn aggregates and harvested at 0.5, 1, 3, 6, and 24 hours after treatment. (C) SNKO1 cells were treated with 5 pg/mL of a-syn aggregates for 1 hour and
washed 3 times with PBS. Then SNKO1 cells were incubated in fresh medium for up to 24 hours and harvested at 0.5, 1, 3, 6, 12, and 24 hours after wash. Left panel: soluble fraction with lysis buffer with 1% triton
X-100, Right panel: insoluble fraction with lysis buffer with 1% triton X-100. (D) HMC3 cells were treated with 5 pg/ml of a-syn aggregates for 1 and 3 hours. N.C.: negative control without treatment with a-syn
aggregates. (E) HMC3 cells were treated with 5 pg/mL of a-syn aggregates for 1 hour and washed 3 times with PBS. Then cells were incubated further in fresh medium for up to 48 hours and harvested at 1, 3, 6, 24,
and 48 hours after wash. (F-J) SNKO1 cells were incubated with 5 pg/mL of a-syn aggregates for 24, 48, and 72 hours and analyzed for viability (F), cytotoxicity at 72-hour after treatment (G), degranulation (H),
intracellular expression of IFN-y and TNF-a (I), and surface expression of various activating NK receptors at 72-hour after treatment (J).
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Case Studies




Alzheimer's Compassionate Case Study # 1 :
38 Y.O. With PSENT Mutation And Advanced Alzheimer’s Treated With SNKOI

IMPRESSION:
Striking decreased parietal activity with moderate diffuse temporal, occipital and
posterior fossa activity.

[RESULTS AND INTERPRETATIONS: This patient is heterozygous\
in the PSEN1 gene for a variant designated ¢.338T>A, which is
predicted to result in the amino acid substitution p.Leu113GlIn. This

WOLEGULAR GENETICS REPORT: variant has been reported in a patients with Alzheimer’s Disease
m (Fianh et al. 2005. PubMed ID: 15776278). A different amino acid
change at the same position, ¢.338T>C (p.Leu113Pro), has

_— woanar [ ok varase

varigions, | | tagmstaven In Siico.
edlicted Efl:

B | AT |t previously been reported to be causative for frontotemporal
S B i dementia and early-onset Alzheimer’s Disease (Raux et al. 2000.
‘ T PubMed ID: 11094121). Together we classify the c.338T>A
T Y o Q).Lem 13GIn) variant as likely pathogenic. /

s,
et

Patient was independently seen and evaluated by Dr. Ming Guo

(at UCLA Medical Center) before initiating SNKO1 treatment.

. THESE REPORTS OF PATIENT EXPERIENCES AND IMAGES HAVE NOT BEEN VALIDATED. ONLY CONTROLLED CLINICAL TRIALS
. NKGEN CAN SUPPORT BENEFIT FOR PATIENTS. THESE MAY NOT BE PREDICTIVE OF CLINICAL TRIAL RESULTS.
. L

BIOTECH 18



Alzheimer’'s Case Study #1 - Patient Baseline

Prior to SNKO1 treatment, patient was unable to talk, feed himself, hold a pen,
or get out of a wheelchair by himself

4 )

» Daniel is still declining and no longer able to (1) feed himself independently
(caregiver helps him eat since he can’t hold his spoon), (2) recognize when he
has to urinate (constantly goes to the bathroom with little success), (3) speak
more than a few words, (4) use his phone to call family or friends, (5) etc.

\_ J

Baseline Report

Date
9/15/20

Treatment #

b Daniel is still declining and no longer able to (1) feed himself independently {caregiver
helps him eat since he can’t hold his spoon), (2) recognize when he has to urinate

{constantly goes to the bathroom with little success), (3) speak more than a few words,
(4) use his phone to call family or friends, (5) etc.

when he smiled.

& THESE REPORTS OF PATIENT EXPERIENCES AND IMAGES HAVE NOT BEEN VALIDATED. ONLY CONTROLLED CLINICAL TRIALS
'. R NKGE N CAN SUPPORT BENEFIT FOR PATIENTS. THESE MAY NOT BE PREDICTIVE OF CLINICAL TRIAL RESULTS.

BIOTECH 19



Post-treatment Report

10/13/20 « Daniel is still unable to sieep at night, continues to wander, moderately agitated and
seems depressed / anxious now. Daniel now communicates that he wants to go home
but is willing to stay at the adult care facility to continue receiving his treatments. He
seems very aware of his surroundings which could be a possible explanation on why he is
sad about his situation and living arrangement.

e The caregivers noticed that Daniel is more independent now with eating and going to the
bathroom. They also mentioned that he was engaged while watching the NBA finals,
offered to buy them pizza and looked up “pizza” on his phone. They even saw him text
“Hello” to his brother.

e Daniel wasn't apprehensive during his third treatment. It looked like he knew this was a
treatment to help him as opposed to the last treatment where he wasn’t sure if this was
good.

+ Daniel initiated a handshake with Dr. Bayer for the first time when we were saying
goodbye after the treatment. He also saw a blue Porsche on the highway and said “nice

——talon the drive back,

« Daniel was able to eat noodles with chopsticks for the first time in many months.
However, he used the chopsticks like a fork, but he was able to hold it firmly and go
through the motions as if using chopsticks.

s Daniel was able to shoot a basketball at the park, but he was still off balance. He wasn’t
able to make a shot in the basket but still managed to hit the backboard (in the general
area of the basket). =

10/13/20

N KG E THESE REPORTS OF PATIENT EXPERIENCES AND IMAGES HAVE NOT BEEN VALIDATED. ONLY CONTROLLED CLINICAL TRIALS
CAN SUPPORT BENEFIT FOR PATIENTS. THESE MAY NOT BE PREDICTIVE OF CLINICAL TRIAL RESULTS.

20



After b Doses of SNKOIT — Patient Was Able To Regain Ability TR
To Walk And Run

"Hi Dr. Song, it was really nice catching up.
Here are some messages | have of
Daniel’'s Board and Care reporting falls
due to balance issues, videos of Daniel
having difficulty walking and wearing a
helmet as the Board and Care required
this after many falls, and then videos of
Daniel running after 2 months of
additional treatments. At this point, the
Board and Care no longer required Daniel
to wear a helmet. Hope these help!’

- Daniel's brother

5 THESE REPORTS OF PATIENT EXPERIENCES AND IMAGES HAVE NOT BEEN VALIDATED. ONLY CONTROLLED CLINICAL TRIALS

’. = N KQNEE N CAN SUPPORT BENEFIT FOR PATIENTS. THESE MAY NOT BE PREDICTIVE OF CLINICAL TRIAL RESULTS. ol












Alzheimer's Compassionate Use Case Study # 2
70 Y.O With Advanced Alzheimer's Treated With SNKOI

(Tech nical Results: R
AB42 369.1 gngmI JANICE ISSUES FOR POST TREATMENT MONITORING:
T-Tau  692.6 pa/ml wewom _
P-Tau 83.5 ngl ml ::‘:*n:::"}”w; bmlhor::ktot -mm:::
\ATI 0.35 J Cannot name be father or mothers first name i

Cannot remember my name

“Cannat name the town we live in -

-Cannat remember the name of her Aide

-Cannot name the Town she grew up in

Number y is limited t0 3.....
-Does not know Left from Right...arm, foot
-Can touch her nose not her Chin, Ear. Eye
-Does not know or does not see Letters or Numbers
-No concept of time of day. Want to go to bed at 9am

Comments

TeEyr et (o i 4f cannot navigate rooms in our own home.

diagnosis of Al '8 di (A} 24 a cause of hisfer neurological

a1 SPACIAL/SIGHT

AT Index: This analysis levels of ABy 5 peplide and total
“Cannat feed herself, use of fork or spo

. -Cannot find inar v,

Consistent i

wmamaw dr3

Clinical response after six treatments (July 2020 — December 2020).
Patient had noticeable improvement in her overall cognitive function.
But treatment was stopped for 2 years due to Covid.

L)
’. . N KG E N THESE REPORTS OF PATIENT EXPERIENCES AND IMAGES HAVE NOT BEEN VALIDATED. ONLY CONTROLLED CLINICAL TRIALS
= CAN SUPPORT BENEFIT FOR PATIENTS. THESE MAY NOT BE PREDICTIVE OF CLINICAL TRIAL RESULTS.
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After A Two-Year Hiatus, Treatment Resumed and Patient e
Showed Immediate Response
3% Neurological Associates of Long " Q 'By the way. Everyone sees sl g ‘
Island, P.C. different Janice recently. Energy. Eye
3d-Q 4 contact. General interaction. Can't

Dr. Vincent DeOrchis and Dr Paul Y Song of wait for you to see.

NKGen Biotech provided the first ever Thi . | i hd fth
infusion of autologous enhanced NK cells & el Lol eee el =

as part of a clinical trial for Advanced week C‘nq S'he repeated each dC‘Y
Alzheimer’s Type Dementia. after | said it. Sounds small but big
#dementiatreatment from where we were for sure.”

[

- Janice's husband

"For your listening pleasure.
Sunday 2-19-23. Not sure if this
is meaningful, but thought you
would appreciate it.

No way does she even attempt _ 3
this before 1-27-23 first /"’-’ ' <, B
treatment.”’ J = N "%‘
- Janice's husband . / : . *\{ ‘}?_ ®
suEReAN NP
Patient was granted single Compassionate Week 3

Use IND approval by USFDA

CAN SUPPORT BENEFIT FOR PATIENTS. THESE MAY NOT BE PREDICTIVE OF CLINICAL TRIAL RESULTS.
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Patient Showed Continued Improvement After 16 Weeks —
Patient Now Able To Walk, Talk, And Feed Herself

Q

"This evening, | went from our
family room to kitchen to clean
things up before heading
upstairs. To my surprise Janice
got up and walked

thru two rooms and arrived to
my surprise in the kitchen.

The video | just sent you was
her taking a bread flat and
feeding herself with it.

Do not want to overstate this
happening but thought you
both would like to see it

Small step forward.”
- Janice's husband

i q-“{-? % '
Week 15 Week 21 12/22/23

Walking without Improved memory Improved MMSE, more

Week 9

Patient feeding herself which she has not
done in years

verbal with increased
overall energy

assistance

. y NKGE N THESE REPORTS OF PATIENT EXPERIENCES AND IMAGES HAVE NOT BEEN VALIDATED. ONLY CONTROLLED CLINICAL TRIALS
[ B1OTECH CAN SUPPORT BENEFIT FOR PATIENTS. THESE MAY NOT BE PREDICTIVE OF CLINICAL TRIAL RESULTS. 24



Patient Continues to Show Improvement..

Actively engaged in conversation Able to get up out of a chair Can effectively navigate

surroundings
March and April 2024

.. o N KG E THESE REPORTS OF PATIENT EXPERIENCES AND IMAGES HAVE NOT BEEN VALIDATED. ONLY CONTROLLED CLINICAL TRIALS
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Parkinson’s Compassionate Use Case Study # 1 ._
Qualitative Evaluation Of 47 Y.O. After Treatment with SNKOT o

Patient was independently seen and evaluated by Dr. Ming Guo (at UCLA Medical Center)

60%
== Mental shqrpness/reaction
50% Fatigue/energy
=—8=Speech
40% === eft Leg Movement

Left two fingers stickiness

30% \/ —e—Face stiffness/smiling
° Slight depression

20% / —e— Neck stiffness

—o—eft side weakness

10% === | eft HaNnd Movement

Percent Improvement from Baseline

Slight balance

0%

Baseline 8/4/2020 8/25/2020 9/15/2020 9/29/2020 11/10/2020 11/24/2020

SNK dose dates

THESE REPORTS OF PATIENT EXPERIENCES AND IMAGES HAVE NOT BEEN VERIFIED OR VALIDATED. ONLY CONTROLLED CLINICAL TRIALS
. NKGE N CAN SUPPORT BENEFIT FOR PATIENTS. THESE MAY NOT BE PREDICTIVE OF CLINICAL TRIAL RESULTS AND CANNOT BE USED TO ESTABLISH SAFETY OR EFFICACY FOR
. L

BIOTECH REGULATORY APPROVAL. 2
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— . Find Studies ~ About Studies « Submit Studies ~ Resources About Site - PRS Login
ClinicalTrials.gov

Home >  Search Results >  Study Record Detail L] Save this study

Safety of SNKO1 in Subjects With Alzheimer's Disease (ASK-AD) (ASK-AD)

ClinicalTrials.gov ldentifier: NCT04678453

The safety and scientific validity of this study is the responsibility of
the study sponsor and investigators. Listing a study does not mean
it has been evaluated by the U.S. Federal Govermment. Know the

risks and potential benefits of clinical studies and talk to your
health care provider before participating. Read our disclaimer for Soe Btk i b Sl
details.
View this study on Beta.ClinicalTrials.gov
MX04

NKGen Biotech, Inc.

Information provided by (Responsible Party):
NKGen Biotech, Inc

Study Details Tabular View No Results Posted Disclaimer [ How to Read a Study Record

Study Description

Brief Summary:

The purpose of this study is to evaluate the safety, tolerability, and preliminary efficacy of SNK01 (autologous natural killer cell), as a single agent, for the treatment of subjects with
Alrheimer's disease.

Condition or disease € Phase @

Alzheimer Disease Biological: SNKO01 Phase 1

Neuro-Degenerative Disease




Data From MX04 Phase | Trial

CSF Ap42/40 Ch_ange pTau 181 Chan_e . L. ..
from the baseline . from the baseline . No observed SAEs or dose limiting toxicity
~ MX04-201-002 9o o T ;Silﬁz {:ZZ}
= ~+ MX04-201-003 So “ 40x10°(n=2)
S 00057 -+ MX04-201-004 g0
54 “+ NIX04-201-005 Y
+ aeaotane Dose Response Observed for
i ~ nacooran i
-~ 901! 5 ° °
. > wosanon” 25 Several Biomarkers in CSF
g 7 MX04-201-014 <z
= 4 MX04-201-015
o " 2
0.00 T . A Analysis \f’sit, week $
Analysis yisit, week | | .
nalysi st wesk Improvements seen in AB42 / 40,
| the last dose the last dose
e doss || s doe p-Tau, and alpha-synuclein
CSF a-Synuclein Ch i
 GFAP Change protein levels
100 2000 l
v 50 - 1.0x10%(n=4) 1000 -+ 1.0x10° (n=4) Red UCtIOnS Seen In
ol s g
@ — + 4.0x10° (n= i + 4.0x10° (n=2 H 1
S AN 59, = neuroinflammation
28 -0 B § -1000-
SE Ze
2= R
-100 2000+ -
YKL-40, NF-L were reduced or
15 T T T
0 ) 11- ) 22 = (I) 1'1 ZIZ ° — (o) M
Analysis visit, week Analysis yisit, week A Stqble In 50 60 /O Of pqtlents but

. rvenate | 2w not in a dose dependent manner
5 N KG E N the last dose the last dose
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Changes In Cognitive Function Post SNKO1 Treatment
Data From MX04 Phase | Trial

o A
p TN%

Cognitive assessments at week 22 (12 weeks post last dose)

Week 22 - All Patients compared to week 11; By dose cohort
10
9 CDR-SB ADAS-Cog MMSE
8
@ 7 10
c 9
2 o 8
8 5 g 7
S 4 s,
o} g 5
z 3 5 4
3
2 22
| | g - Z
0 0
CDR-SB ADAS-Cog MMSE MDA o MDA 2 MDA o
& & & & & & & & &
N N N ¥ > > ¥ W >
& ? & ? ? ? e ? ?
9 9 9 9 o 9 9 9 9
. &S & ©® S F ©® & & &
B Declined Compared to Week 11 B Stable or Improved Compared to Week 11 N e N YV i N YV 2
B Declined Compared to Week 11 B Stable or Improved Compared to Week 11

Despite 2/3 of patients being treated with low sub-optimal dosing, majority of patients showed improved
or stable cognitive function at 6 months.

o NKGEN
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Results

[] o002
/\ 003
A 004
& 005
V o008
V¥ o007
* 011
$ 012
@ o014
¢ 015

moderate)
moderate)
mild)

mild)
severe)
mild)

mild)
severe)
moderate)
mild)

—

*MCIDs used to determine
stable or improved
cognition: ADCOMS -0.1

Dotted lines are subjects in
Cohort 1 (1x10° cells),
Dashed lines are subjects in
Cohort 2 (2x10° cells) Solid
lines are subjects in Cohort
3 (4x10° cells)

& NKGEN

BIOTECH

Change from baseline

0.3+

0.2+

0.1+

0.0~

-0.2+

&
"?.'\:

ADCOMS -

90% had either stable or improved
ADCOMS scores, at one-week
post-treatment (week 11).

78% had either stable or improved
ADCOMS scores, at 3 months
post-treatment (week 22).

I I
1 22

Analysis visit, week

30



Phase | Clinical Trial Patient #15
85 Y.O. With Alzheimer's Disease Treated With SNKO]

Patient MMSE Score Increased From 14 to 22

2

Subject 015. His walk was unsteady,
and he couldn't dance prior to

treatment. He was much more
coordinated, could now dance, and
was mentally sharper after
treatment. See attached.

«Email message from June 12, 2023
Blanca Acosta, MD, Study Coordinator for MX04, Mexico

SNKO1-MX04 Clinical trial, NCT04678453

THESE REPORTS OF PATIENT EXPERIENCES AND IMAGES HAVE NOT BEEN VALIDATED. ONLY CONTROLLED CLINICAL TRIALS

CAN SUPPORT BENEFIT FOR PATIENTS. THESE MAY NOT BE PREDICTIVE OF CLINICAL TRIAL RESULTS.




ClinicalTrials.gov

RECRUITING ©

Clinical Study of SNKO1 in Participants With Moderate Alzheimer's Disease

ClinicalTrials.gov ID @ NCT06189963

Sponsor © NKGen Biotech, Inc.

Information provided by @ NKGen Biotech, Inc. (Responsible Party)
Last Update Posted @ 2024-01-08

Study Overview

Brief Summary
The goal of this clinical trial is to test SNKO1 in participants with moderate Alzheimer's Disease. The

main questions it aims to answer are:

1. Is SNKO1 safe and tolerable when administered every 3 weeks for up to 1 year as an intravenous
infusion
2. Can SNKO1 administration improve cognitive assessment scores and biomarkers

Official Title

A Phase I/lla, Study to Evaluate the Safety, Tolerability and Exploratory Efficacy of SNKO1 in Participants
With Moderate Alzheimer's Disease

Conditions @

Moderate Alzheimer Disease

o NKGEN

BIOTECH

Study Start (Actual) @

2023-11-21

Primary Completion (Estimated) @

202412

Study Completion (Estimated) @

2025-06

Enroliment (Estimated) @

36

Study Type ©

Interventional
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Phase 1/2a SNKOT in Moderate Alzheimer's Clinical Trial Patient s@

S}

" She has been doing great.
No side effects.. She is
improving a little bit at
time..” Patient’s husband

EEEEEEE 33



1-3. Product Testing of Cryopreserved SNKO1 Products in Clinical Trlorf

(from 3 patients in AD trial)

W i
Appearance Macrographic Observation Light-yellow cell suspension thhout cell
aggregation or clumping

BacT/Alert
Sterility | Gram Staining” |
USP <71>1
™
Mycoplasma MyCOSEQMetﬁoPdCR Assay

Identity Flow Cytometry

Endotoxin USP <85> Bacterial
Endotoxin Test

Cell Surface Marker
Expression?

Flow Cytometry

Cytotoxicity Assay Calcein AM
Potency

o Trypan Blue Staining
SR Method (EP <2.7.29>)

Trypan Blue Staining
Total Cell Number Method (EP <2.7.29>)

No microorganism detected
No microorganism detected
No microorganism detected

No mycoplasma contamination

CD3'CD56+ > 80%
<5.0%
CD14 <5.0%
CD20 <5.0%

< 0.5 EU/mL

Cytotoxicity against K562: = 50%
(E:T ratio of 10:1)

NKG2D Report Result

CXCR3 Report Result

DNAM-1 Report Result

NKp46 Report Result
=70%

1.6-2.4 x 10" cells/mL

) Additional confirmatory tests to assess sterility of the cryopreserved SNKOI final drug product.
2) Results are reported for information only. Specification will be determined based on the accumulated data during Phase | and Il clinical trials.

¢ NKGEN

BIOTECH

Pass

99.8%
0.0%
0.0%
0.0%

<0.050 EU/mL

97%

98.8%
97.8%
100.0%
82.2%

97.0%

1.9x107 cells/mL,
2.9x10° cell/bag

Pass

b“.’

41-

Pass

No microorganism detected
No microorganism detected
No microorganism detected

No microorganism detected

99.9%
0.0%
0.3%
0.1%

<0.050 EU/mL

93%

99.4%
95.0%
99.9%
73.7%

98%

2.1x107 cells/mL,
3.2x10° cell/bag

99.4%
0.0%
0.0%
0.0%

<0.050 EU/mL

88%

98.8%
94.7%
98.6%
70.5%

96%

1.9x107 cells/mL,
2.9x10° cell/bag
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Plasma proteomic profiles predict future
dementiain healthy adults
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M Check for updates
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Yu Guo™, Jia You®'?*, Yi Zhang'?, Wei-Shi Liu', Yu-Yuan Huang', Ya-Ru Zhang',
Wei Zhang?, Qiang Dong®', Jian-Feng Feng®?®' |, Wei Cheng®'** | &
Jin-Tai Yu®@'

The advent of proteomics offers an unprecedented opportunity to predict
dementia onset. We examined this in data from 52,645 adults without
dementiain the UK Biobank, with 1,417 incident cases and a follow-up

time of 14.1 years. Of 1,463 plasma proteins, GFAP, NEFL, GDF15 and

LTBP2 consistently associated most with incident all-cause dementia
(ACD), Alzheimer’s disease (AD) and vascular dementia (VaD), and ranked
highin proteinimportance ordering. Combining GFAP (or GDF15) with
demographics produced desirable predictions for ACD (areaunder the
curve (AUC) =0.891) and AD (AUC = 0.872) (or VaD (AUC = 0.912)). This

was also true when predicting over 10-year ACD, AD and VaD. Individuals
with higher GFAP levels were 2.32 times more likely to develop dementia.
Notably, GFAP and LTBP2 were highly specific for dementia prediction. GFAP
and NEFL began to change at least 10 years before dementia diagnosis. Our
findings strongly highlight GFAP as an optimal biomarker for dementia
prediction, even more than 10 years before the diagnosis, withimplications
for screening people at high risk for dementia and for early intervention.

Fibrillary Acid Protein (GFAP)
Neurofilament-light (NfL)

Growth/Differentiation Factor-15
(GDF-15)

Latent Transforming Growth Factor
beta binding protein 2 (Itbp2)
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Dementia Risk Panel —
MX04

SNKOI can reduce all biomarkers
associated with increased risk of
Dementia suggesting possibility to
be used as a preventative
treatment.

& NKGEN

BIOTECH

'

CSF Analysis GFAP - cfb NFL - cfb GDF-15- cfb LTBP2 -cfb
Subject AD Stage Week 11 Week 22 Week 11 Week 22 Week 11 Week 22 Week 11 Week 22

MX04-201-002 Moderate T t 0 ™ T 1t 1t 1t
MX04-201-003 Moderate T t 0 0 ¥ v 1t ¥
MX04-201-004 Mild 1t ¥ 0 T 1 T T ™
MX04-201-005 Mild ¥ ¥ ¥ ¥ r ¥ T ¥
MX04-201-006 Severe v 82 t N2 T T ¥ 82
MX04-201-007 Mild t t () t ¥ T T N2
MX04-201-011 Mild v N7 N7 ¥ ¥ N7 ¥ 1t
MX04-201-012 Severe N2 0 1 1t

MX04-201-014 Moderate v v 0 0 1 v 1t ¥
MX04-201-015 Mild v v ¥ 0 ¥ N7 ¥ T

Plasma Analysis GFAP - cfb NFL - cfb GDF-15- cfb LTBP2 - cfb
Subject AD Stage Week 11 Week 22 Week 11 Week 22 Week 11 Week 22 Week 11 Week 22

MX04-201-002 Moderate T t 0 0 ¥ v ¥ ¥
MX04-201-003 Moderate ¥ ¥ 0 0 ¥ T ) ¥
MX04-201-004 Mild ) v ™ 0 T T T m
MX04-201-005 Mild ap ) ™ () w T ¥ t
MX04-201-006 Severe t t N2 t T Mt ¥ N2
MX04-201-007 Mild N7 v v ¥ ¥ N7 T 1t
MX04-201-011 Mild ¥ ¥ ™ ™ ¥ N7 T T
MX04-201-012 Severe T ™ ¥ ¥

MX04-201-014 Moderate T ™ ™ 0 ¥ t T
MX04-201-015 Mild v v v v 1t T )

cfb=change from baseline
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