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ISIARER /] (Scientific Advisory Board, SAB)
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Professor of Medicine (Medical Oncology);
Co-Leader, Cancer Immunology, Yale Cancer

Center;
SITC president

Roy S. Herbst, MD, PhD
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Ensign Professor of Medicine (Medical Oncology)
and Professor of Pharmacology; Chief of Medical
Oncology, Yale Cancer Center and Smilow
Cancer Hospital; Associate Cancer Center
Director for Translational Research, Yale Cancer
Center
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Professor of Medicine (Medical Oncology);
Associate Cancer Center Director of Experimental
Therapeutics, Yale Cancer Center
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The University of Texas MD Anderson Cancer Center,
Houston, TX

Steven H. Lin, ., Ph.D.
TexasCiErw o| Tt
AR S St M2

o
MDA & &2 Ml

Department of Radiation Oncology,
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The University of Texas MD Anderson Cancer Center,
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Research Director, Inmunotherapeutics Program
Clinical Expertise: Melanoma; Immunotherapy
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Program STT-003 ' Humanized STT-003 Monoclonal Antibody (hSTC810)
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BTN1A1 on tumor cells regulates to evade immune control
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Program STT-003 ' Humanized STT-003 Monoclonal Antibody (hSTC810)

C57BL/6 mBtnlal*/*
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¥ STCube
Program STT-003 | Humanized STT-003 Monoclonal Antibody (hSTC810)
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<7 STCube
Program STT-003 ' Humanized STT-003 Monoclonal Antibody (hSTC810)

PD-L1 knockout MC38 mouse tumor growth

PD-L1 knockout mouse® I = p -|x°|. 7E:|J-|_I_ HIJ_.II_ Vikram R. Juneja, J Exp Med. 2017 Apl‘(._T':Ex'i)

1000+
~o- PD-L1%°MC38 cells (6/10 cleared)
o’g 800+ =e= Control MC38 cells (0/9 cleared)
S
g 600
=
S 400+
6 e
€ 200-
a0 .
0 10 20 30
Day

Figure 3. (C) WT mice were given either 105 control MC38 or MC38 PD-L1KO

tumor cells s.c. and tumors measured every 2-3 d, starting on day 7.

BTN1A11} H{ 8} I, PD-L10] &= mouse?| 2F 60% 0| A S YA %0 LIEFLIX| & %O,
BTN1A12 2 92 %0 M S&0| 4 EsIX| &tC}.
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¥ STCube
Program STT-003 | Humanized STT-003 Monoclonal Antibody (hSTC810)
HAH A FE Y MUY Z2
BTN1A1 {UAA|7(KO) &= ZZ0|A Zt7HFHHZAE0] Y SYM|Z0[AM BTN1A1 vs PD-L1 &t SHIEFA] 2

KO Mouse Phenotyping BTN1A1 BTN1A1 KO

I ZHICH

Eﬂ lL1|’“H
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¥ STCube
Program STT-003 | Humanized STT-003 Monoclonal Antibody (hSTC810)
Immune Checkpoint Blockade Paradigm Shift
PD-L1 -
i No-Response [-70-80% of Patients EE——)
@ Stable Disease - — PDAl:
2 "'
o oz
> el
2 e iy 20-30% R o
= - of S | RTEERE
= \ Patients Tt 5
\_’Long-Term
>Response - —

Time on PD-1/PD-L1 Therapy
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Program STT-003 | Humanized STT-003 Monoclonal Antibody (hSTC810)

Immune Checkpoint Blockade Paradigm Shift

()
=
-]

° Anti-BTN1A1
> Therapy
[

@)
g Anti-PD1/PD-L1
=

Therapy

Stable Disease

Long-Term

Response
>

Time on anti-PD1/PD-L1, BTN1A1 Therapy
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PD-L1

BTN1A1l

¥ STCube
Program STT-003 | Humanized STT-003 Monoclonal Antibody (hSTC810)

Expression of BTN1A1 observed across many different tumor tissue types

BTN1A1 expression is more prevalent and robust than PD-L1 expression

Innovative Game Changer of Global IO Therapeutics Market 29
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<7 STCube
Program STT-003 ' Humanized STT-003 Monoclonal Antibody (hSTC810)

Mutually Exclusive Expression of BTN1A1 and PD-L1

+

* Opal multiplex staining also shows mutually exclusive expression of BTN1A1 and PD-L1

Innovative Game Changer of Global IO Therapeutics Market
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¥ STCube
Program STT-003 ' Humanized STT-003 Monoclonal Antibody (hSTC810)

Mutually Exclusive Expression of BTN1A1 and PD-L1

b -

* Opal multiplex staining also shows mutually exclusive expression of BTN1A1 and PD-L1
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Wy STCube
Program STT-003 ' Humanized STT-003 Monoclonal Antibody (hSTC810)

BTN1A1 EA5H|9l hSTC8102| =A o1

BTN1A1S Cii3h SUNZO|IAN WHSHH 4 Z20|ME LHB0| 43
BTN1A1 Normal Tissue Expression PD-L1 Normal Tissue Expression
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7/ , /
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Program STT-003 | Humanized STT-003 Monoclonal Antibody (hSTC810)

HIO|20[* IBTN1A1 % PD-L1 USHEH|W

CHFet S22 £210|=(TMA)2 &QI5tH HI0| 2017 WdE 29

Tumor Tvpe Total % Expressing Total % Expressing Total % Expressing
yp BTN1Al PD-L1 BTN1Al1& PD-L1

HI M ZH &
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Program STT-003 ' Humanized STT-003 Monoclonal Antibody (hSTC810)

anti-BTN1A1 monoclonal antibody STC43H11-1 IHC

. 2ot ZITHE biomarker2
d2 golsi o, six| FEish x| 2Ho|

' BTN1A1 expression
s 1-49%

_ NSCLC, Squamous [17] 82 % - 18 %
| R, Lung LC814a
NSCLC, adeno [17] 82% 6% 12%
H 2 Lung NSCLC, Squamous [17] LC814a 70 % 18 % 12%
H0J, Lymph node meta NSCLC, adeno [17] a1 % 6% 539%
Hh2 Ot Bladder urothelial [38] BL481b 87 % : 139%
2|, stomach [72] BSO1012e 519 39 46 %
FAE L SCCHN [60] HN601d 88 % 5% 7%
AR Ovary [54]
, , Ov70la 61% 17 % 22 %
(serous mucinous, adenocarcinoma)
ZI&, Pancreas [50] PA501 58 % 10 % 32%
S, Breast [67] BC08013d 48 % 3% 49 %
Al @F Esophagus, squamous [68] BC02012a 68 % 13 % 19%
CH R, Colon [33] CO353a 73 % - 27 %
2|2 (% A= ™EHF) GE, carcinoma [30] CA301-1 83 % 7% 10%
7+, Liver [40] Lv483a 100 % ] ]
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Program STT-003 ' Humanized STT-003 Monoclonal Antibody (hSTC810)
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*Rios-Doria J, et al. ] Immunother Cancer 2020;8:e000416. doi:10.1136/jitc-2019-000416
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Program STT-003 ' Humanized STT-003 Monoclonal Antibody (hSTC810)
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E-rollkl H|
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In vivo efficacy study
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Yy STCube
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Program STT-003 ' Humanized STT-003 Monoclonal Antibody (hSTC810)

|2+ M| 3= A549E 0] AlSH CDX model (humanized mouse model)

2020'A0]| Incyte it O|A R ESH =F0f| 2|5H A549 H Y S 0| 4] Z atezolizumab (OIH|E2|FH)S F0o{et
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Rios-Doria J, et al. J Immunother Cancer 2020 (=& ZX)
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T 900 % 19009 o hstest0300ug
§ % %1200 ~+— hSTC810 600ug .
= E
9 § 600 - 3 900
S + > &g
Ec 300- g
" £ 2 300-

= 0 T | T | T | T "

7 10 13 16 19 22 25 2 0 6 12 18 24 30 36 42 48 54

D ays Days

Figure 4. Anti-tumor efficacy of atezolizumab in humanized
tumor models, (d) A549
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Program STT-001 | Humanized Glycosylated PD-L1 Monoclonal Antibody (hSTM108)

PD-L12| 5% 5t 9|5 ERoH= 314
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- PD-L1 LjAH5} 2 LHA|3HE S5t 3| % ggo| = wsmunon PD-L1339t ZEHEQI7L SAL
E
« PD-L1 8|7} St 2 75| 7o 22| e + hSTM108:2 N192, N200H
_ - Satolo] ZEt
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e
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. 2 4 Asi7H T 7 Lofiet
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70r2] F 6012 0flM
2Tl LIEHE

B3IGNTI
Nucleus TPD-L‘!

1. PD-L1/PD-1 blockade °
2. Cytoloxicity
3, Bystander effect

[ A& : Cancer Cell 33, 187-201. 2018 ]
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Program STT-001 | Humanized Glycosylated PD-L1 Monoclonal Antibody (hSTM108)

Cancer Cell

Eradication of Triple-Negative Breast Cancer
Cells by Targeting Glycosylated PD-L1

Chia-Wei Li," " Lim,''%'* Ezra M. Chung,'' Yong-Soo Kim,'' Andrew H. Park,'' Jun Yao,' Jong-Ho Cha,'*
Waiya Xia," Li-Chuan Chan,'” Taawan Kim,' Shih-Shin Chang,’ Heng-Huan Lee,' Chao-Kai Chog,' Yen-Liang L.
Hsin-Chih Yeh.* Evan P, Parillo,* Andrew K. Dunn,* Chu-Wei Kuo,”# i Khoo,* Jennifer L. Hsu,'* Yun Wy,*
Jung-Mao Hsu,’ Hirohito Yamaguchi,' Tzu-Hsuan Huang,' Aysegul A. Sahin,” Gabriel N. Horlobagyl,* Stephen S, Yoo,"!
and Mien-Chie Hung /#4104
'Departrosnt of Moleculer and Celluier Onociogy, The University of Texss MD Anderson Canoes Certer, Uret 108, 1515 Holoombe Boubevard,
Houston, TX 77020, USA
"Departmert of Pathology
‘Oupartment of Breast Medical Oncology
The Universty of Texas MO Ardemson Cancer Center, Houston, TX 77030, USA
“Tumor Microemvronment Global Core Research Center, College of Prarmacy, Seod National University, Seoul 151-742, Korea
"Grocuste School of Siomedical Scences, The Uneversity of Texas Health Sclence Center it Houston, Houston, TX 77030, USA
Oepartment of Blomedicd Enginesnng. The Universty of Tuxas at Austn, Austin, TX 78712, USA
Con Faclibes for Proten Structure Ansysis

ofB O Y
Acadermia Snica, Tape 115, Taiwen
“Graduste nsttute of Biomedical Sciences anc Carter for Molecutar Medicne, Chine Mecicd Uriversity, Tachung 404, Tawan
'Department of Biotechnology. Asia Universty, Tachung 413, Tawen
'mm o, 401onfemndmw.- Suite 250, Gathersburg, MD 20879, USA

""Oepar of M Chemtry and M Pharmacciogy, Purdue Universty, West Lafayette, IN 47907, USA
"Yhn-mnasmhmnm
"4 ead Contact

UGS AN 00N oG
nepuool.og/ 10 101 6. ccel 2012 00 009

SUMMARY

Protein glycosylation provides proteomic diversity in regulating protein localization, stabilty, and activity,; it
remains largely unknown whether the sugar moiety contributes to immunosuppression. In the study of
Immune receptor glycosylation, we showed that EGF induces programmed death igand 1 (PD-L1) and recep-
tor programmed cell death protein 1 (PD-1) interaction, requiring -1,3-N-acetylglucosaminyl transferase
(BIGNTY) expression In triple-negative breast cancer. Downregulation of B3GNT3 enhances cytotoxic
T cell-mediated anti-tumor iImmunity. A monoclonal antibody targeting glycosylated PD-L1 (gPD-L1) blocks
PD-L1/PD-1 interaction and promotes PD-L1 intemalization and degradation. In addition to immune reacti-
vation, drug-conjugated gPD-L1 antibody induces a potent call-killing effect as well as a bystander-killing
effect on adjacent cancer cells lacking PD-L1 expression without any detectable toxicity. Our work suggests
targeting protein glycosylation as a potential strategy to enhance immune checkpoint therapy.
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Program STT-002 | Humanized Glycosylated PD-1 Monoclonal Antibody (hSTM418)
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[ At : Cancer Research March 2020. doi: 10.1158/0008-5472.CAN-19-3133 |

Innovative Game Changer of Global IO Therapeutics Market

PD-1 &1 CHl| £44

- Ik ZYRU|A FDA
HFQ

o7t 2 eAlSat dE7(2H B

Ol AE|FHO| &A1 E

F048H o] YE7|2H0|

5t S71e

L II9A ZYDHON ZYAS
MESA2ETE FDA
87H w2 SIS T bl

k

O AE|FEO] 83| S
S0f3t 20| YT 47}
7ha 70 E7Ke

40



Investor Relations 2022

¥ STCube
Program STT-002 | Humanized Glycosylated PD-1 Monoclonal Antibody (hSTM418)

PD-1 & PD-1&4|2| Z2e5 %] (Epitope)

PD-L1 binding site Pembrolizumab hSTM418

180° turned view

G J . J . J
[At& : PNAS 105, 2008] [At& : Nat Commun 7, 2016] [At& : Nat Commun 7, 2016] [At& : STCube data]

Molecular Visualization System: PyMOL (Schroédinger, Inc.)
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[XFZ: ‘Gastroenterology’, 2020.12]
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[ALZ: ‘Gastroenterology’ under revision]
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Clinical Plan | Design

STCUBE-001 Anti-BTN1A1 mAb STC810 monotherapy, dose-escalation and bacifill

Purpose and Strategy : lil£ dose-escalation I3 3 STC8102| = 1t =+0l

Efficacy (RP2D)
| Backfill |

Dose Escalation hSTC810 Monotherapy

hSTC810 Monotherapy 15 mg/Kg, Q2W
15 mg/Kg, Q2W 10 mg/Kg, Q2W

6 mg/Kg, Q2W

3 mg/Kg, Q2W
1 mg/Kg, Q2W

% Dose-escalation cohort2| 017} HX| A[ZHE.
% 03mg/kg 0 =22 SHFUSE
F

DLT 4W > AU RO SAF SH AR IIUAR S OS RO 8
> 1mg/kg =°d €2l 7|2t 248 Z 1 mg/kg baddill cohort X EHX
* DLT : Dose-limiting toxicity , 4weeks > 136 mg/kg E0] 79| backfill cohort i & £|Cl 6HO Z 25 XI= HAS

%Y

4m
2
=
L
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Clinical Plan | Time line

1)
0

1

Of| & Timeline 2

Yy STCube

:DLT 7|2t
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Interim-Data

Dose-escalation ORR outcome timelines

¥ STCube

iTeos, anti-TIGIT phase 1 AACR 2021
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Merck, Keytruda, anti-PD-1 antibody phase 1 AACR 2015
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Business Plan ! Out-line
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Business Plan ' Commercialization
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¥ STCube

EE & mo|zatol

B

In vivo RNAI
ICP discovery platform

Glycosylation
specific antibody
development platform

STT-001
PD-L1 24|

STT-002
PD-1 24|

BTN1A1
Novel target S|
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Pre-clinical 2013 Astrazeneca PD-1 Amplimmune 500
Pre-clinical 2014 Lee's Pharmaceutical PD-L1 Sorrento Therapeutics 50
Pre-clinical 2015 Roche IDO inhibitor Curadev 555
Pre-clinical 2015 Diatheva CEACAM1 Agenus 44
Pre-clinical 2015 Merck Sharp & Dohme Novel target Akeso Biopharma 200
Pre-clinical 2016 Pieris PD-1 Enumeral Biomedical 106
Discovery 2015 Curis PD-L1/IRAK4 Aurigene Discovery Technologies 53
Pre-clinical 2016 Celgene ICOS/ PD-1 Jounce Therapeutics 2,824
Pre-clinical 2016 Servier PD-1 Sorrento Therapeutics 1,000
pre-clinical 2016 AbbVie GARP Argenx 685
Pre-clinical 2017 BMS STING/NLRP3 IFM Therapeutics 1,010
pre-clinical 2018 Boehringer Ingelheim SIRP OSE Immunotherapeutics 1,400
Phase 1 2015 Sanofi PD-1 Regeneron 2,170
Phase 1 2015 BMS CSF1R Five prime 1,740
Phase 1 2017 Celgene PD-1 Beigene 1,393
Phase 1/2 2018 BMS CD122 Nektar 3,600
Phase 3 2020 GILEAD CD47 Fortyseven 4,390

Innovative Game Changer of Global IO Therapeutics Market
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