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1. Key Takeaways MEdPACTO

MSS CHE &
253t 60|
mOS 17.35

ORR 18.8%
Hx

First-in-class
SHEE YUz 9

Y

> MSSY CHEMY CHA Best-in-class Ci|O|
B 27 (mOS 17.35, ORR 18.75%,
300mg BID 7|%)
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Chapter 1.

1. Key Takeaways_2024

MEdPACTO
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> 20234 128 fASX 43H 0

22, 7429 X2 =
X0l CHEE 2]lA3 s, 24 SHEE| THA| O Q1 CHE R 24 2b/34S, Al THo|=2tolo] 4 8l 7|&0|%

S A= 7t53t

Y,
/ \ > 20243 18 22 Phase 2b/3% IND 521, MSSE CHERE 20EO| Market Leader2A12| =2F S

v MSSH CHEt
(Vactosertib +
Keytruda)

\_ J

4 )
v B8E
(Vactosertib
monotherapy)
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v 4 mho|=e2fel

\_ J

> MSSY CHEH 20}29| Best-in-class H|O|E| Y=

Overview of Efficacy 300mg BID Overall

(RECIST) (N=32) (N=105)
ORR 18.8% 13.3%
mOS 17.4 15.8

=
> 2023 58 = O|= W R 2hAF Fof 2tz Bl gy =24 JiA| 2tz WE Al TS 7
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2. Pipeline and Programs

MEdPACTO

Product

Clinical-stage
Programs

Pre-clinical
Programs

Type

Small
Molecule

Biologics

KFHSIEl First-in-class IFO| 2010 2 F 2 - AlQF JEE X X|

IND-enabling
Studies

| | . - g |
C%:::::a , Vactosertib + Keytruda (anti-PD-1) ) ‘o)

Colorectal - PN i
olorect Vactosertib + Keytruda (anti-PD-1) ; %
Osteo Vactosertib Monotherapy )) % )

-sarcoma

NscLc o)
L Vatosertlb + Keytrda (anti-PD-1) ' ) CJ
NseLc o
o Vatosertlb + Imf|n| (anti-PD-L1) _ ) ?)
Bladder Vactosertib + Imfinzi (anti-PD-L1) )) %

Cancer

Arthritis

Cancer IND-Enabling )
Cancer IND-Enabling )

Indication Pre-clinical Phase1 Phase2 Phase3

Collaborators

A
AstraZeneca -~

A
AstraZeneca -~
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3. Vactosertib_Key Factors MEdPACTO

*E % P A=Al 2t IS MSSH CHEQ Eofo)
Vactosertib2 2 MZO0| A CHEL 2 FH|E|0f Best-in-class H|O|E| &I&

Ao| MOl MHZ FXIoH= TGF-RE <A
okogw 7O<ot EI|A'|| gpzl ; _7.(_75!

‘Cold tumor'E 'Hot tumor 2 T ZHA| 7|
_9_'6'|- 01'6'|-E "‘l.[j:‘ I:I:l_Q_ E ol_l_ SHoF

Mol =utsE 3| “"Ala"

+ VactosertibZ} Keytruda HE 2, MSS CHE Y
OM =29 A A 2EX |2 2 CHH] 2
oKz 21 UT
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3. Vactosertib_S Y O|M|=2HE 0| M TGF-B12| gt

MEdPACTO

TGF-B1S 9 0| H[2HES FHSI0| ¢to| FMo|L MEHS =7

Normal Epithelium - Cancer

* Cell-cycle arrest Y Immune GellS

« Apoptosis o TGF_BL : , ﬁ
o ° , : ‘ 192

=D

Cancer associated fibroblasts

— TGF-B2| =82 7|s

© TAMZ| AHE ALE 2 &7

« THERINK MEEO| =5
« ZETME2| 2 oA
e TMIZ DZekx|

o
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MEdPACTO

3. Vactosertib
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3. Vactosertib_MSS& (Metastatic Satellite Stable) CH
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3. Vactosertib_ CHEH(MSST) & 21t H|W 25 H|O|E MEdPACTO

Reference :

MSSY CHE Y #= X=X & 2 S S Yo 21t TiE| 5S¢ HOH =&

MSS-CRC Phase 1b/2a Clinical Trial 2 Z1}
CHEQt E&=X|2 2% CiH| MP-VAC-204 H| CHEQE(MISSH) 4 I
Phase2 . - Atezolizumab
Vactosertib for CRC Regr:])zfgnlb Lonsurf mono pl‘_\;a::l:] rf+ +
(Vactosertib+Keytruda) cobimetinib
15.8 17.4
6.4 7.1 10.8 8.9 5.0 10.8 7.5 11.9
mOS months months - - : : :
(Overall) (300 BID) months months months months months months months months
0, 0,
ORR (113;:]?6?) (16?382§) 1% 1.6% 6.1% 2.7% 0.0% 0% 22% 7.1%
(Overall) (300 BID) (5/505) (9/534) (15/246) (5/183) (0/18) (0/43) (7/32) (5/70)

US FDA IND approved for Phase 2b/3 (pivotal trial)
Target Patients: 3r-line treatment for Recurrent, Refractory or Progressive Non-MSI-H colorectal cancer
Multicenter (US, KR), Randomized design

Vactosertib Study MP-VAC-204

Gl ASCO: Trifluridine/tipiracil plus bevacizumab for third-line treatment of refractory metastatic colorectal cancer: The phase 3 randomized SUNLIGHT study.
Regorafenib(Stivarga) mono : Highlights of prescribing information, Revised 09/2012

Lonsurf mono : Mayer RJ, Van Cutsem E, Falcone A, et al. Randomized Trial of TAS-102 for Refractory Metastatic Colorectal Cancer. NEJM. 2015;372:1909-1919.
Atezolizumab+cobimetinib : The Lancet Oncology June 2019, Pages 849-861

Pembrolizumab :le etal. New Eng|J MED(2015)

Lonsurf + Nivolumab : 10.1200/JC0.2019.37.8_suppl.48 Journal of Clinical Oncology 37, no. 8_suppl (March 10, 2019) 48-48

Regorafenib+Avelumab : Cancer Treat Rev. 2018 Jan;62:61-73. doi: 10.1016/j.ctrv.2017.10.011. Epub 2017 Nov 10.

Pembrolizumab+Lenvatinib : 2021 ASCO Gastrointestinal Cancers Symposium
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3. Vactosertib_ CHEF(MSST) & A4t H| 1w M A | 0| E MEdPACTO
TOo|d Chde el S¢F 21, MET X 18 0| HEMES| g ¥F

Summary of Treatment Emergent Adverse Events

Owerall, (N=105)
n(%), [E]

200mg QD, {N=30)
n(%s}, [E]

200mg BID, (N=38)
n(%), [E]

200mg TID, (N=T})
ni%). [E]

300mg BID, (N=32)

Summary of Treatment Emergent Adverse Events n{%), [E]

TEAE 90 (85.71), [691] 23 (76.67), [97] 31 (86.11), [272] 7 (100.00), [57] 29(90.63), [265]
TEAESI 2 (1.90), 2] 2 (6.67), [2]

Immune-related TEAE 26 (24.78), [95] 8 (26.67), [16] 6 (16.67), [22] 1(14.29), [1] 11 (34.38), [56]
Grade 3-5 TEAE 33 (31.43), [T4] 10 (33.33), [13] 7 (19.44), [29] 4 (57.14), [9] 12 (37.50), [23]
TEAE related to Dermatology 51 (48.57), [125] 13 (43.33), [28] 17 (47.22), [28] 3 (42.86), [11] 18 (56.25), [58]
TEAE related to Adrenal Insufficiency 2(1.80), (21 1(2.78), [1] 1313}, [1]
Serious TEAE 20 (19.05), [27] 6 (20.00), [6] 6 (16.67), [10] 1(14.29), [1] 7 (21.88), [10]
Serious TEAE related to Vactosertib 9 (8.57), [11] 1(3.33), [1] 2 (5.56), [2] & (18.75), [B]
Discontinue due to TEAE 9 (8.57), [10] 3(10.00), [3] 3 (8.33), 3] 3(9.38), [4]
TABbreviations: TEAE, fraatment-emergent adverss event; n, N of subjects with adverse event: £, No of adverss evant * Empty bexe means 0"

+ 105%2| BRI AN 7+ BIRHSHA LIEHH X 2SEFXHETEARS BT, 78 X AF &2
« 2= 22 (Cohort) M O SOHA| ZOtALE 2|7t 022 4t NZS SR AE(TEADS HE L X H3

Reference : Efficacy and Safety of Vactosertib and Pembrolizumab Combination in Patients with Previously Treated Microsatellite Stable Metastatic Colorectal Cancer ; ESMO 2023
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3. Vactosertib_A| % =X E

MEdPACTO

A 0| OlALE E S| H°H ElO| S}IAFA] He &
Cro| M2 Soll BHEAEIQ| 2batdil HE 21}
Ik o & M4 At
9t M 0|83t 9|9t I 0|83 &-PD1
cEsol 524 2t sHoto] W80l At
& of Axt . He =0
\g 400 [ o nirol o 1|<1_‘9_| S} 8 _;_,1} -E:L?_I
x 300 » Vactosertib ‘gj 6
o)) (25mg/kg) o)
‘v 200 2 4
= IS}
S 100 g 2
€ P
2 0 0

03571024712PL&8B3

Control  Anti- Vactosertib Anti PD-1
PD-1

.
Vactosertib

Efcacy Assessmen:

SSEERERS 8085

Vactosertib | ELOT  DARA POM+
el +pd  +pd DEXAPY 'OM
671 Iy
)J_?Eg__r ;g B0% 6% Se% 4% 20%

Note: Daratumumab historical data source: Chari et al. (2017) Blood.
130:974)

= |kt

oML 7|=0]H 7K ==t

—

H| &M ZH 9 5 &

4m
2
11}
0x
N
Q

0x
oM
B
i
]

HSE (ORR)

57.1
IE o 475
19.8
% 1.7 months
Vactosertib + Dunelmeb Vactosertib + Dunekrmeb Dunameb

Source: AstraZeneca DCR, ORR data,
Antonia et al. Journal of Clinical Oncology 2017;35:9085-9085
Note: A study directly comparing the combination therapy vs. Imfinzi was not conducted.

(o) e
Qlot W50l U (b4 ZIF Za))
FULLEE (PF)
1004
2 E A E (200300mg BID) + DS 2|
wn 5570
Lsd L
AOIAL +I 22|
447014
o=
29744
0 r . .
0 5 10 15

Source : " MedPacto ESMO 2020 Poster, ‘Lancet Oncol. 2014 Oct;15(11):1224-35.
Note : A study directly comparing the combination therapy vs. Cyramza was not conducted.
Results from phase 1b stage

MedPacto, Inc. 13
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3. Vactosertib 2S5 A|%}

= A|A MEdPACTO
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University Hospitals

The Science of Health. The Art of Compassion.

o DAIA X[Z0f A i‘ﬂi 28l SR IHK]
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3. Vactosertib_==35(EH=28) MEJdPACTO
20 S| ESe| A4l Moo= HEMES 7tesd ©F, /IEsS ST ooty =2 55 =17

Orphan Drug
Designation (2021.08)

4 U.S. FOOD & DRUG

o re257s Rare Pediatric Drug
e el Designation (2022.09)

Directs
267 Ko

ulatory Affe
| Gatrersnorg b 20871 | /ﬁ U.S. FOOD & DRUG

ADMINISTRATION

Dear Ms. Iorahim:

Please refer to your inve
505(1)of the Federal Foc

Fast Track Design
(2023.01)

Orphan Medicinal Product
Designation (2023.07)

ar i
lea to your 3
() of er A
EUROPEAN
We also refer to your Novem COMMISSION

Brussels, 25.7.2023
€12023) $148 final

COMMISSION IMPLEMENTING DECISION

Initiate Clinical Trials in US/KR o1287.2028

Study to Assess Safety and Efficacy of Vactosertib in
Adolescents and Adults With Recurrent, Refractory or
Progressive Osteosarcoma
[NCT 05588648] / Phase 1/2 / Estimated Enrollment: 48, FPI : April

Orphan Drug Designation; ODD

*  Exemption from user fees

» Reduced fees for regulatory activities

=110 Eile » Tax credits for qualified clinical trials

+ Potential seven years of marketing exclu
sivity after approval

Fast Track Designation
; FTD

More frequent meetings with FDA to

discuss the drug's development plan and

ensure collection of appropriate data

needed to support drug approval

=i . More frequent written communication
from FDA

 Eligibility for Accelerated Approval and
Priority Review

* Rolling Review

Rare Pediatric Designation; R

PDD

Additional incentives for obtainin
g FDA approval of such
products beyond the incentives
offered by the orphan drug desig
nation (ODD) program

Speed the review and potential
approval of treatments

PRV priority review voucher)

Breakthrough Therapy
Designation ; BTD

All Fast Track designation
features

Intensive guidance on an
efficient drug development
program, beginning as early as
Phase 1

Organizational commitment
involving senior managers



Chapter 3.

4. MP2021_Key Factors

MEdPACTO

A THA Q| First-in-class &4l Ak
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4. MP2021_2t&7|T1(MOA) MEJPACTO
bty HetS OF7|5t= Crell i M=EF A A|ZALEN 7|E i Het X[=X| Cib]
O e =kt ot 7| Cf
Key membrane organizer
of osteoclast multinucleation
Osteoclast Mononuclear Mononucleated Multinucleated Activated
Precursor Osteoclast Osteoclast Osteoclast Osteoclast

P+
—_—
Fusion

P+
—
Activation

TRAP-
& @— 0=

Prollferatlon Differentiation
Differentiation

e *
" e e

Osteoblasts Bone Resorption

Public Patient Data

Rheumatoid arthritis Psoriasis Osteoarthritis
0.0086 .
5+ —_— . p<0.0001 p=0.0002
— 149 —
4- %
3 2+ © 124
g g 5
g z 5 101
1 N
1 £ 81
‘&' S
0- 0 T T z 6 T T
Healthy RA normal psoriasis normal osteoarthritis
GSE120178 GSE54456 accession E-MTAB-5564
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4. MP2021_2t-27|T4(MOA) MEJdPACTO

Tm4sf190| E&2S R Eots, LM 22| CHeislof 20jgts &

Tm4sf19 deficiency inhibits
osteoclast multinucleation
and prevents bone loss

Abstract

Background

Multinucleation is a hallmark of osteoclast
formation and has a unique ability to resorb
bone matrix. During osteoclast differentia-
tion, the cytoskeleton reorganization results
in the generation of actin belts and eventual
bone resorption. Tetraspanins are involved
in adhesion, migration and fusion in vari-
ous cells. However, its function in osteoclast
is still unclear. In this study, we identified
Tmysf19, a member of the tetraspanin fam-
ily, as a regulator of osteoclast function.

Materials and methods

We investigate the effect of Tm4sfig
deficiency on osteoclast differentiation us-
ing bone marrow-derived macrophages ob-

tained from wild type (WT), Tmgsfig knock-
out (KO) and Tmygsfig (LELA) mice lacking
the large extracellular loop (LEL). We an-
alyzed bone mass of young and aged WT,
KO and LELA mice by uCT analysis. The ef-
fects of Tm4sfig LEL-Fec fusion protein were
accessed in osteoclast differentiation and os-
teoporosis animal model.

Results

We found that deficiency of Tm4sfig inhib-
ited osteoclast function and LEL of Tm4sfig
was responsible for its function in osteoclasts
in vitro. KO and LELA mice exhibited higher
trabecular bone mass compared to WT mice.
We found that Tm4sf19 interacts with integ-
rin avP3 through LEL, and that this bind-
ing is important for cytoskeletal rearrange-
ments in osteoclast by regulating signaling
downstream of integrin avf33. Treatment
with LEL-Fe fusion protein inhibited osteo-
clast function in vitro and administration of
LEL-Fc prevented bone loss in an osteoporo-
sis mouse model in vivo.

Conclusion

We suggest that Tm4sfig regulates
osteoclast function and that LEL-Fc may be
a promising drug to target bone destructive
diseases caused by osteoclast hyper-differen-
tiation.
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4. MP2021_Preclinical Data MEdPACTO

2OIE|A BEY S5 52 DHOM Q5 X U ot olZo| 3= Hat ol
Collagen-induced Arthritis Model Collagen-induced Arthritis Model
MP2021 THE&0{ Z1t HSZZ|HM 8l micro CT Z1t
S A CIA
SHEE MP2021
] - m%‘&i’m 10mgikg _ 1omgkg
4 -=~ MP2021 25mg/kg 3\

core
L

CIAS

Toluidine R-ﬁ
blue f \

CIA
MP2021
Sham higG1 10 mg/kg 25 ma/ke

MP2021
10 mg/kg 25 mg/kg
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5. Clinical Advisory Board(® &A= 2 2) MEdPACTO

HAN Mztoz RYE YARESIA], 2 ek 9 RS Y 4

Former President of Rare
Diseases at Moderna
Therapeutics and Vice President
at McKinsey & Co.

Currently Chief Medical &
Innovation Officer at ICON plc.
Distinguished faculty member
at Harvard Business School and
Yale School of Management.

o
4

Currently Director at the Angie
Fowler Adolescent & Young
Adult cancer Institute.
Associate Director at the
Seidman Cancer Center,
University Hospitals, Case
Western Reserve University.

Currently a board-certified
orthopedic surgeon specializing
in spine surgery

Practices at the Spine Center,
Cedars-Sinai Medical Center,
and the Spine Institute in Santa
Monica, California.

Dr. Issac Kim, M.D.

A renowned urology oncologist
Currently, Professor of Urology
and Chair at Yale University
School of Medicine

Previously, completed a
urologic oncology research
fellowship at the National
Cancer Institute and served as
the Executive Director of the
Cancer Institute.
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