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‘ ‘ Septerna emerges with $100M to

spark 'second golden age' of prolific
drug target GPCR with pioneer as
co-founder

By Kyle LaHucik - Jan 27, 2022 07:00am

With $255M antibody biotech buy,
AbbVie spies opportunity to take on
tricky GPCRs

By James Waldron - Oct 20, 2022 12:40pm

Structure finalizes $111M IPO while
cancer-focused Intensity reveals
Nasdag ambitions

By James Waldron + Jan 30, 2023 10:59am

GPCRZEA—7 Y EL T+ ERIZ700LL LD EESH
KIBINTHY. BELTHHHARXMRTHS3

Sources: ! “Unexplored opportunities in the druggable human genome”, Nature Reviews, 2016 ; 2 “Trends in GPCR in Drug Discovery — new agents, targets and indications”, Nature Reviews, 2017;3 “Septerna

emerges with $100m to spark second golden age of prolific drug target GPCR with pioneer as co-founder” by Kyle LaHucik via Fierce Biotech, Jan 27 2022; . “ SOS e I
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Neurocrine Biosciences Advancing Muscarinic Portfolio

Clinical studies, include:

> Initiated Phase 2 placebo-controlled study of NBI-1117568*, a selective M4 agonist, as a
potential treatment for schizophrenia

v" NBI-1117568 offers the potential for an improved safety profile:
U Without the need of combination therapy to minimize side effects

U Avoids the need of cooperativity with acetylcholine when compared to non-selective
muscarinic agonists and positive allosteric modulators in development

» Initiating Phase 1 studies in 2023 of:
U NBI-1117570, a dual M1 / M4 agonist

U A selective M1 agonist

u‘ NEUROCRINE ‘in-licensed from Sosei Heptares. NBI-1117568 is investigational and not approved in any country
) BIOSCIENCES

HAT: —2—09510% 202 EEHRERAER
https://www.neurocrine.com//assets/2023/02/NBIX-Q4-and-FY-2022-Earnings-Presentation_Final-1.pdf
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PF-07081532: Potential Best-In-Class Once-Daily Oral GLP-1 Profile
Upcoming EASD Phase 1 data show rapid, robust reduction in glucose and body weight’

99 mg/dL Reduction in Mean Daily Glucose after 6 weeks' 5kg Reduction in Body Weight after 6 weeks

Placebo PF-07081532 Placebo PF-07081532
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. . I
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-80
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-100
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-99

6

Bodyweight Reduction (kg)

-120
» Similar changes in body weight observed in participants with non-diabetic obesity

» Safety and tolerability profile consistent with GLP-1 RA class, further titration optimization in planned Phase 2 Study
+ Three presentations? across oral GLP-1 RA franchise at EASD Annual Meeting, September 2022

ePﬁzer Second Quarter 2022 Earnings 27
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HiFT: Pfizertt 2022 F 5200+ HIR B ERBAE #
https://s28.g4cdn.com/781576035/files/doc_financials/2022/q2/Q2-2022-Earnings-Charts-FINAL.pdf
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Danuglipron/PF-07081532 Commercial Potential %
Opportunity to Potentially Contribute $10B+ in Peak Year Sales

GLP-1RA Class
~$QOB $25B GLP-1 market currently growing at +30% per year,
projected to reach ~$90B by 2030

Orals projected to capture ~30% of GLP-1
market by 2032 due to strong patient preference

Oral GLP-1RAs >60% of patients prefer BID oral vs. QW injections

~$27B
~$10B

(Potential)

We believe Pfizer’s oral GLP-1s are well-positioned to
compete on efficacy, tolerability and simplicity of
administration vs. other oral therapies

@ Pﬁzer

e Pﬁzer Near-Term Launches 4 High-Value Pipeline Day | Oral GLP-1RA - Commercial Potential

GLP-1DTHIB IR 250{BR )L, 5. EFE30%BTHEL.
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PK Pharmacokinetics EMENRE, ERIORE-AELMPREDERICET SR - HER, EICADMEDERE BIEZLEBRT S

PD Pharmacodynamics ENZ, EMEELEENEORBRICET MR -HR
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POM Proof of Mechanism ERMF ORI, XICNA\(AY—h—HGEEZBLT ARRAANZ X LDIRAFTSCE, POCKYBL DB THIIEE AT REEERIZ T HEKRE LY
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NDA New Drug Application KEFDA(TAHEBREERR) ICHLTITS. iEEZTIRT 5O DRZEHE
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mCRPC
COPD
AD

DLB

Long Acting Muscarinic Antagonist

Long Acting Beta2-Agonist

Inhaled Corticosteroid

Metastatic Castration—Resistant Prostate Cancer
Chronic Obstructive Pulmonary Disease
Alzheimer’s Disease

Dementia with Lewy Bodies
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M1 Muscarinic M1 Receptor

M4 Muscarinic M4 Receptor

CGRP Calcitonin Gene-Related Peptide
A2A Adenosine A2A receptor

GLP-1 Glucagon-like Peptide 1

CCR6 Chemokine Receptors 6

MC4 Melanocortin 4 Receptor

GPR35 G Protein-Coupled Receptor 35
CXCR4 CXC Motif Chemokine Receptor 4

mGlu5 Metabotropic Glutamate Receptor 5
OX1, OX2 ' Orexin 1 Receptor. Orexin 2 Receptor
GPR52 G Protein-Coupled Receptor 52

H4 Histamine H4 Receptor

EP4 Prostaglandin EP4 Receptor

PAR2 Protease-Activated Receptor 2
SSTR5 Somatostatin Receptor 5

GLP-2 Glucagon-like Peptide 2

Mpro SARS-CoV-2 Main Protease

D2 Dopamine Receptor D2

5-HT 5-Hydroxytryptamine Receptor
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