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2400 Eliis Drive
Durham, NC 27703
iqvia.com

October 16. 2024

Frank Anania. M.D.. (acting Director)

Division of Hepatology and Nutrition (DHN)

Center for Drug Evaluation and Rescarch

10903 New Hampshire Avenue. Silver Spring, MD 20993

RE: PreIND number: 174081
Submission of Type B Pre-IND Meeting Information Package for Written Responses
Only (eCTD Sequence No. 0002 / Serial No. 0002)

Dear Dr. Anania,

JD Bioscience Inc. respectfully submitting SN0002 to provide the Agency with the requested Pre-IND
Type B Meeting Information Package. This package contains the background information required for the
Type B Written Responses Only (requested on September 23, 2024 and granted on October 01, 2024).

Should you require additional information regarding this submission. please contact me at
GRAUSagent@iqvia.com or via phene at +1 717 419 2287. My backup contact is Sruthi Nandikonda
and can be contacted at the same email.

Sincerely,

Lisa Spigelmyer
Director. Regulatory Affairs, IQVIA
Authorized US Agent for JD Bioscience Inc.
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WRITTEN RESPONSES

Meeting Type: Type B

Meeting Category: Pre-IND

Application Number: 174081

Froduct Name: GM-60106

Indication: Metabalic associated steatohepatitis (MASH)
Sponsor Name: JO Bioscience. Inc.

Regulatory Pathway: S05(b)(1} of the Federal Food, Drug, and Cosmetic Act

1.0 BACKGROUND
The Sponsor is developing GM-G0108, a HTR2A antagonist. for the treatment of MASH.

The purpose of this meeting 1$ 1o seek the Agency's agreement and feedback on the
development plan. and CMC and non-clinical data supporting the phase 2a clinical tral
JDB-106002, titled. A Phase lla. Randomized. Double Blind. Placebo Controfied, Proof
of Conce, idy 1o Evaiuate the Safety, Effcacy. Biological Activity. and
Pharmacoxinetics of GM-60106 in Parti Metabolic Assocated
Steatohepativg (MASH).

2.0 QUESTIONS AND RESPONSES
Cuestions from the Sponsor are in fale text. Responses from the FDA are in beold text,

2.1, Chemistry. Manufacturing. Control
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Sponsored by Partner

96 Participants were dosed with GM-60106

® Pharmacokinetic (PK) exposure in both SAD and MAD cohorts was

proportional to the dose.
® GM-60106 was safe and well-tolerated.

® 40% of subjects dosed with 40 mg GM-60106 for 28 days exhibited a
strong reduction in liver fat content (>35%), as analyzed by MRI-PDFF,

with no reduction in overall body weight.
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=Y &ill: GM-60106, Earns Awarded Distinguished
Abstract at 2024 and 2025 MASH-TAG

66

Selected as

Distinguished Abstract In MASH-TAG
Conference In January 2024 and 2025

MASHTAG

CONFERENCE

2

Bi1oSeectTor

JD Bio, 'HTR2A inhibitor' MASH
preclinical results “presented at
the NASH-TAG conference”

[NASH-TAG 2024] HTR2A inhibitor 'GM-60106' Q}Mﬂ.m ANOVEL CLNICAL DRUG
improves symptoms such as liver fibrosis and Tt pAs#0)

liver steatosis in mouse models. "Phase 1 clinical D BasoecsErecrs eece

trial is expected to be completed in March."

JD Bioscience announced on January 22 that it presented the
preclinical results of the company's MASH treatment candidate GM-
60106 at 'NASH-TAG 2024', a conference specializing in metabolic
dysfunction-associated steatohepatitis (MASH, formerly NASH)
held in Park City, the United States from the 4th to the 6th.

GM-60106 is an oral HTR2A inhibitor, and JD Bio confirmed that the
administration of GM-60106 in the MASH animal model improved
symptoms related to MASH, such as liver fibrosis and steatosis.
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Code Inhibitor In vitro
Class (cellular Assay)
ag .::NE
GM-10395 1C50 4;1 nM i +—T v caems GM10395 recovered
. Allosteric inhibitor Ingﬁg?pnhzrjg[';?a iz . + Jimer0' Mitochondria function with
C < - 159nM(IC50) gg . Dose dependent manner
CYP inhibition o Plasma stability ..
(IC50 uM) HERG inhibition (4hr incubation) AMES test Acute toxicity
IA2: 33.69
2C9:12.64 . .
2C19:12.18 a‘:’fff\’/l ggg;m Human 89% Negative LD50> 1000mpk
2D6:7.94 H 0%
3A4:7.72

In vivo PK

IV(5mpk)

Ora (10mpk)
T1/2:5.15h
AUC:1.76 pg/ml(IV)
BA: 48%

In vivo IBD study

Improved histological
Score colon length
In vivo at Tmpk

In vivo Anti-

cancer efficacy

Reduced tumor
Volume
In xenograft mice
At 1 mpk dose

In vivo efficacy
(anti-diabetes)

Glucose AUC
reduction (OGTT)
Oral administration

Co-crystal Structure
(ZHAS)

1
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GM-91466 Target Selection and Validation () 2o eroscience

Identified a compound that has better efficacy and safety than FDA approved drugs

Myung Ae Bae, Ph.D. KR]CT

Kerea Research imtitute of Chmical Technsiogy

Screening, Korea Research Institute of Chemical Technology

" Step1 Step2

Serotonin (5-HT)

Tryptophan SO
ool y
e .‘ n / Activates 5HT "
receptors.
Pt Q S{hs‘” i @ 6,566 small C13HgCIFN,0,8 120 small GM-91466
U molecules (GM-90432) molecules
/ sm\ % &
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- Structure-
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\_/ Korea Ac!:“"ty "
Serotonergic = ,."' B Chemical Relatlonshlp
Synaptic Varicosity Bank (S AR)

Pentylenetetrazole (PTZ)-induced Genetically modified seizure model
seizure model (Dravet syndrome)
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GM-91466 Overview () oo Bioscience

GM-91466

GM-91466 exhibits therapeutic potential for Dravet Syndrome, as
supported by our preliminary data.

PK value suggests that it is a suitable candidate for development into
an orally administered drug.

Efficacy of GM-91446 was compared with positive controls and
represented strong efficacy.

Showed entrance into the blood brain barrier.

MOA is TPH-2 upstream signaling of serotonin pathway

14
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Antibody drug conjugate
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Homing peptide.  Linker i Payload
‘Target specific -Non-Cleavable -Cytotoxic agent
-Cell penetrating -Cleavable -Radionucleotides
-Non-Cell penetrating -Stimuli (pH, GSH, enzyme)é -Imaging agent

PDC
Peptide drug conjugate

OIA O|OFolol0I O] FH|A A

Yo

TPD & DAC
Targeted protein degrader
Degrader antibody conjugate
@®®

Small molecule Linker Payload
-Target specific -Non-Cleavable -Cytotoxic agent
Cell penetrating “Cleavable -Radionucleotides
“Non-Cell penetrating : .stimuli (pH, GSH, enzyme):  -Imaging agent

SMDC
Small molecule drug conjugate

17
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Medicinal Chemistry  ADC 7Hg! jit-2}
(Design, Synthesis, SAR, Optimization) collaboration
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To discover novel therapeutics for metabolic disease with
unmet medical needs that help people live longer and healthier

dAraUL

801ho, TJS knowledge industrial center 17-23,
Cheomdangwagi-ro, 208 beon-gil, Buk-gu, Gwangju, South Korea

www.JDBIOSCI.COM | +82-62-974-9380 0 JD BIOSCIENCE
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