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MEdPACTO CELLORAM
Therapeutics
Germantown, Cleveland,
Maryland, USA Ohio, USA

- First/Best-in-class drug - Pre-clinical stage
dev. Cell therapy,

- Clinical trial Small molecule etc.
management.
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Discovery

Focusing on novel targets
to develop various
first/best-in-class
therapeutics for various
indications including
Metabolic disease and
Auto-immune disease.

Biologics

Small-
Molecule

Diagnostic
Kit

|ete| ZH245t First-in—class Ijo| =221 B.Q

Pre-clinical

* MP2021: Osteoporosis,
Rheumatoid arthritis

« MP1091: NASH

* MP005D: Cancer metastasis &
recurrence diagnostic

Small-

Molecule

Vactosertib: leading pipeline
targeting TGF-B receptor
kinase

12 Active clinical trials are
ongoing.

Designated programs for
treating osteosarcoma from
U.S. FDA

Fast Track Designation
Rare Pediatric Designation
Orphan Drug Designation

A global phase lll clinical
trial will be initiated in 2023.
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> Clinical Advisory Board

Dr. Greg Licholai, M.D., MBA

» 23 years of clinical experience

Dr. Greg Licholai, MD, is the former President of
rare diseases of Moderna Therapeutics and the
Vice President of McKinsey & Co. He is currently
serving as the Chief Medical & Innovation Officer
of ICON plc., and Teaching Faculty of Harvard
Business School and Yale School of
Management.

Dr. John Letterio, M.D.

» 30 years of clinical experience

Dr. John Letterio, MD, is the Director of the Angie
Fowler Adolescent & Young Adult Cancer
Institute. He is also serving as the Associate
Director of the Seidman Cancer Center at the
University Hospitals, Case Western Reserve
University.

Dr. Hyun Bae, M.D.

27 years of clinical experience

Dr. Hyun Bae, MD is a spine fellowship and
trained board-certified orthopedic surgeon
practicing of Spine-center at Cedars-Sinai
Medical Center and the Spine Institute in Santa
Monica CA.

Dr. Issac Kim, M.D., Ph.D.,MBA

» 20 years of clinical experience

Dr. Isaac Kim, MD is a urology oncologist
currently serving as a professor of urology and the
Chair at Yale University School of Medicine.
Prior to this, he served as a urologic oncology
research fellowship of the National Cancer
Institute and as the Executive Director of the
Cancer Institute.
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H3E (ORR) BAUMHZE(PFS)
57.1% 4.73 months

1.7 months

HEME YT YER

[

At& : AstraZeneca ORR, PFS H|0|E4, Antonia et al. Journal of Clinical Oncology 2017;35:9085-9085
T HEE0] Uy Aot AstraZeneca| YITHA| Zib=21% H| w St (L 2 HOFe.
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HEME
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PD-L1 >1% Any >1% Any
PD-L1>21% 33.3% (10/30) - 18% (62/344) -
PD-L1{25% 12.5% (2/16)  5.1% (5/98) - -

ORR ___ .

(ITT) PD-L1225%
PD-L1(50%
PD-L12>50%
mPFS

57.1% (8/14)

22.2% (4/18)

50.0% (6/12)

4.73 months

19.8% (21/106) -
- 9.8% (20/205)
- 30.2% (42/139)

1.7 months 4.0 months

12.6 (35/288)

30.6 (22/72)

A& :Vactosertib Study MP-VAC-203:Cho BCet al. SITC 2020, #P363
Durvalumab Study 1108: Antonia et al. Journal of Clinical Oncology 2017;35:9085-9085
PembrolizumabKeynote 010: Herbst et al. The Lancet 2016;387:1540-50
Atezolizumab Oak: Rittmeyer et al. The Lancet 2017;389:255-265
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MSSH CHE R 25 2| =4 2 2l S A+ e 21} CfH| ESetH|0]E] 2f=

t CiH| MP-VAC-204 H|1

MP-VAC-204 Regorafenib Atezolizumab
+
(HEAE+7IES0H cobimetinib Avelumab Lenvatinib
mOS :
; 15.8 17.35 :
(C'\)/lveedr;r manths months mg:‘:hs m;:ths ml)%tghs E m(?r.ﬁc)hs erft)hs ml)?ﬁis mgﬁ?hs
Survival) (200 BID) (300 BID)
ORR o o
(Overall (18?'5%? (;g}§$ 1% 1.6% TBD 2.7% 0.0% 3.4% 0% 22%
Response (200 BID) (300 BID) (5/505) (9/534) (490) (5/183) (0/18) (1/29) (0/43) (7/32)
Rate)
A= Vactosertib Study MP-VAC-204

GI 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 : PD-1 Blockade in tumors with Mismatch-Repair Deficiency May 30, 2015

M-7824: Oncology 2018 36:4_suppl, 764-764

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

Atezolizumab + Imprime PGG + bevacizumab, Regorafenib+Nivolumab : 2021 ASCO Abstract

Atezolizumab
+ Regorafenib
Imprime PGG +
+ Nivolumab
bevadzumab

5.7 11.9
months months
0% 7.1%
(0/15) (5/70)
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VRGS &4 Z1} 2! CBRH|1L TME M9 E+YE Survival Analysis

Overall Survival

HESZ}ys, H|HF2A] Clinical Benefit Rate 100 Subtype mOS (months)
SAtvs. H[2ESA} Cut-offvalue:2.179 -
Subtype 1 Not reached
- 0
FACHA 2 CMSType'® 85.7% Subtype 1 PDL11CD8AT| Subtype 2 15.8
4- a- Subtype 2 PD-L1 | CDBA | Sl.lblj"pﬁ q &H
** P o= 00014 *k& P =00004 Subtype 3 PD-L1 1 CD8A |

£ g ' Subtype 4 PD-L11cpsa 1|  Sublype 4 Not reached
o 3 & 3 1
5 5 g 30
‘B »
g 2 o 2
a & coga
= >
> h —_— ==
m 4. 0 1 o
9 1 o =55 - High
> > S

p- 0

HEES B S
CMS2 CMS4
- s ) VRGShigh  VRGSlow
. ean o gene expressions o T T 1 o L]
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We have investigated the efficacy of an orally available
small molecule inhibitor of TGF-beta Type 1 Receptor,
Wactosertib, in treating advanced Osteosarcoma as
monotherapy. Our preclinical data have allowed the
issuance of ODD by the FDA in 2021, and IND
approval for a Phase | clinical trial in August 2022. The
trial is being sponsored by MedPacto, with Rainbow as
the primary trial site and several other institutions are
planning to join this trial as consortium sites. We are
seeing preliminary encouraging data through
compassionate use basis”

4 U.S. FOOD & DRUG
S ADMINISTRATION

[EEEEEY m=scasom

[CHO|H 252 Ol=2l AZ(142 SHTE A1 20143 B2 HARET0lE) S
ZET UHE LA 2252 LetHeE thisHof ZITho| O|RTCE AZS HED]
08 AEHAf TThe 22 20t

Dli‘ Eﬂ"'i 20t

-+
Hu
[z
il
b
Joka]
2
2
>.
=i_—
>,
rm
]
il
[lis
L
_|UI'
|=_|
‘__|'>
o
1E
Hn
>
m
rlo

2l 2 A2 287t ZRF M ASE £ AT SHAIZH 20208 AZOIH
5 22 240] TOEDE M0 0|0 A= HO7E ZelE 20tk 22 19
| AIZERIZH SOOI AR E 2852 ME2 22 H, 7|

it
o
=)
)
Jtok
23

o it
JE

i ore o
=]
i
=

Fiood and Drug Adminssiration
1903 New Hampshine Avenue
WOl 3193
Sibver Spring, MD 20993
MedPacto, Ine.
267 Kentland Bivd

Gaithershurg, MD 20870

Attention:  Ebla Ali Ibrahim, M.S
Director, Regulatory Affairs
ehlaaliibrahim@medpactots com

Re: Designation request # RPD-2022-660

Dated: July 11,2022
Received:  July 14, 2022
Dear Mr. [brahim:

This letter responds to your request for rare pediatric discase designation of vactosertib
(TEW-T197) for “treatment of recurrent, refractory or progressive osteosarcoma.”

We hereby grant your request and designate vactosertib for treatment of osteosarcoma (08)
as a drug for a “rare pediatric disease,” as defined in section 529(a)(3) of the Federal Food,
Drug. and Cosmetic Act (FD&C Act) (21 U.S.C. 3608fia)3)). Please note that the
designation granted is broader than the indication proposed in your designation request.

We determined that O meets the definition of a rare pediatric discase based on the
information you submitted and reliance upon additional supportive information,

Based on the information you provided and additional information from the literature, there
is sufficient information !udcmnns:rmr that most patients with 08 receive treatment 1o
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IND 162575
GRANT FAST TRACK

MedPacto, Inc.

clo MedPacto Therapeutics, Inc.
Attention: Ebla Ali Ibrahim
Director, Regulatory Affairs

267 Kentlands Blvd #4080
Gaithersburg, MD 20878

Dear Ms. Ibrahim:

Please refer to your investigational new drug application (IND) submitted under section
505(i) of the Federal Food, Drug, and Cosmetic Act for vactosertib.

We also refer to your November 15, 2022, request for Fast Track designation. We have
reviewed your request and concluded that it meets the criteria for the Fast Track
designation. Therefore, we are designating as a Fast Track development program the
investigation of vactosertib as a single agent in adolescent and adult patients with
recurrent, refractory, or progressive osteosarcoma. Please note that if the clinical
development program you pursue does not continue to meet the criteria for Fast Track
designation, the application will not be reviewed under the Fast Track program.

For further information regarding Fast Track Drug Development Programs, please refer
to the guidance for industry Expedited Programs for Serious Conditions - Drugs and
Biologics.! This document may be requested from the Office of Communications,
Division of Drug Information at 301-796-3400 or 1-888-463-6332.

We remind vou that under section 561A(f(2) of the FD&C Act (821 11.S.C. 360hhb-0)

MedPacto, Inc. 24



Chapter 3.

02-2.FDA=2 134 H|u MEdPACTO
UL R gl (BreakthrEJDh Thera
(Orphan Drug Designation) | (Rare Pediatric Designation) (Fast Track Designation) Desia ngtion Py

Qualifying Criteria

A drug or biological product to pre
vent, diagnose or treat a rare dise
ase or condition

The drug must be intended for the
prevention or treatment of a rare
pediatric disease.

Adequate documentation or preva
lence data must demonstrate that
the intended pediatric disease or ¢
ondition is rare.

There must be supportive data su
ggesting that the drug may be effe
ctive in the rare

pediatric disease or condition.2

Showing superior effectiveness,
effect on serious outcomes or
improved effect on serious
outcomes

Avoiding serious side effects of an
available therapy

Improving the diagnosis of a
serious condition where early
diagnosis results in an improved
outcome

Decreasing a clinical significant
toxicity of an available therapy
that is common and causes
discontinuation of treatment
Ability to address emerging or
anticipated public health need

Benefits .

Exemption from user fees
Reduced fees for regulatory activit
ies

Tax credits for qualified clinical tri
als

Potential seven years of marketin
g exclusivity after approval

Additional incentives for obtaining
FDA approval of such

products beyond the incentives off
ered by the orphan drug designati
on (ODD) program

Speed the review and potential
approval of treatments
PRV(priority review voucher)

More frequent meetings with FDA
to discuss the drug's development
plan and ensure collection of
appropriate data needed to
support drug approval

More frequent written
communication from FDA
Eligibility for Accelerated Approval
and Priority Review

Rolling Review

When to submit
request

With IND or after
Ideally, no later than the end-of-ph
ase 2meeting

With IND or after

* For PRV : Before filing of a

marketing application for the drug
for the orphan use

The sponsor should ordinarily disc
uss the possibility of accelerated a
pproval with the review division du
ring development, supporting, for
example, the use of the planned e
ndpoint as a basis for approval an
d discussing the confirmatory trial
s, which should usually be already
underway at the time of approval

An effect on an established
surrogate endpoint

An effect on a surrogate endpoint
or intermediate clinical endpoint
considered reasonably likely to
predict a clinical benefit (i.e., the
accelerated approval standard)
An effect on a pharmacodynamic
biomarker(s) that does not meet
criteria for an acceptable
surrogate endpoint, but strongly
suggests the potential for a
clinically meaningful effect on the
underlying disease

A significantly improved safety
profile compared to available
therapy (e.g., less dose-limiting
toxicity for an oncology agent),
with evidence of similar efficacy

All Fast Track designation
features

Intensive guidance on an efficient
drug development program,
beginning as early as Phase 1
Organizational commitment
involving senior managers

With IND or after
Ideally, no later than the pre-BLA
or pre-NDA meeting
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