- ; . & = . : .
- | 5 _‘:-' =
r ! . O 4 & ]
3 v - 3 ' =~ - 1 ’
r -3 i b o]
o
L
ju

Industry report on global and China’s
metabolic and digestive disease drug market

China Insights Consultancy
Cbeagoo
1= g

(i Yochao Hou

?5’ May 2025

Coppright © 2023 Ching

e IREn



Introduction, methodology and assumptions

Introduction, methodology and assumptions

China Insighte Consultancy was commissianed to conduct research and analysis of and io produce A report nn China's drig market for metabelic disorders and digestive diseases.
The report commissioned has been prepared by Chira Insighls Consultancy independent of the influence of the Company and other interested parties.

China Insights Consultancy's services include industry consulting, commerdial due diligence, strategic consulting, etc. s consulling team has been tracking the latest market trends in
industrial, energy, chemicals, healthcare, education, consumer goods, transportation, agriculture, internet, finance, etc., and has the most relevant and insightful market intelligence in
the above industries.

China Insights Consultancy conducted both primary and secondary research using a variety of resources. Primary research involved interviewing key industry experts and leading
industry participants. Secondary research involved analyzing data from varicus publicly available data sources, such as the National Bureau of Stalistics, National Medical Products
Administration, Food and Drug Association, Mational Health Commission of the People's Republic of China, the International Monetary Fund, World Health Organization, etc.

The market projections in the commissioned report are based on the following key assumplions: (i) the overall social, economic and political environment in China is expected to remain
stable during the forecast period; (i) China's economic and industrial development ie likely to maintain a steady growth trend aver the next decade; (jii) related key industry drivers are
likaly 1o continue driving the growth of the market during the forecast period, such as the increasing cancer incidences mainly owing to aging population, strangthened public
awareness of cancer care, enhanced patient affordability, enriched drugs and theraples, etc.; and (iv) there is no extreme force majeurs or industry regulation in which the market may
be affected dramatically or fundamentally.

All statistics are reliable and based on information avalable as of the date of this report. Other sources of information, including from the government, indusiry associations, or markat
participants, may have provided some of the information on which the analysis or data is based.

All the information about the Company is sourced from [the Company's audited report or management interviews]. The information obtainad from of the Company has not been
independently verified by China Insights Consultaney.

Copyrigh! © 2023 Clina ingighls Consulancy, AN rights reserved,
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Terms and abbreviations (1/3)

Terms and abbreviations

Abl Terms Abb Torms

5-HT1A S-Hydroxytryplamine ANGPTL-3 Angiopoistin-Like 3

B-MP dmbnaipina AP ?ﬂq:;ta Pancreatitis, a condition whare the pancreas bacomes inflamed over a short paricd of

A1C Hemoglobin A1C Test APl active pharmaceutical ingredionts

AASLD American Association for the Study of Live® Disease ApoC-l Apolipoprotein C-111

AC Alcohol-assocated Cirhosis apoplosis A type of programed cell death s

ALCEI Angnensin-Convering-Enzymea Inniorors APRI Aspartate aminutransierese (o platelet ratio index %

AEs Adverse Effects ARB Angiotensin Receptor Blockers %

AH Alcoholic Hapatitis ASBT Apical Sodium-depandant Bile Acid Transporiar z‘

ARRI1CZ Aldo-Keto Reductase family 1, member C2 ASCVD Atherosclerctic Cardiovascular Disease %

ALD Aloocholic Liver Disease ASK1 Apoptosis Signat-Regulating Kinase 1 g

ALFP Alkaline Phosphalase, AST Aspartste aminotransferase g

ALS Amyotrophic Lateral Scierosis, ATP Adenosine Triphosphate g

ALT Alanine transaminaze AR Amyloid B §

AnAR Amarcan Medical Associabion AMPK AMP-activated protein kinase %

ANPK AMP-activated protein kinase ANGPTL-3 Angiopoiatin-Like 3 s
— - e —
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Terms and abbreviations (2/3)

Terms and abbreviations

Abb Terma Abb Toarms

BID Two times a day EASL Eurapean Association far the Study of the Liver

BIRCS Baculoviral Inhibitor of Apoptosis Repeat-Containing 5 EBV Epstein-Barr Virus

BF Bilood Pressure ELF Enhanced Liver Flbrosis

CAGR Compound Annual Growth Rate EMA European Medicines Agency

CAR Chimeric Anfigen Receptor IFG Impaired Fasting Glycemia

cop CRED Binding Protein IFM-y Interferon y

CDE Center for Drug Evaluation IGF1R Insulinike Growth Factor! Receptor

CMC Chemistry, manufactunng, and controls IGFBP9 Insulin-like Growth facior-Binding Prolein 9

cT1 Corrected T1 value lgG4 Immunoglobulin G4

CTCAE Common Terminology Criteria for Adverse Events IGT Impaired Glucose Tolerance

C\VDs Cardiovascular Diseases, conditions affectng the heart or blood vessols LDL-C Low-Density Lipoprotain Cholesterol

CWM Cardiovascular and Metabolic LFC liver fat content, fat scoumulated in the liver

DN diabetic neuropathy, nerve damages causad by diabeles MASLD Metabolic {dysfunction) Associated Fatty Liver Disease

DPP-4| dipeptidyl pepfidase 4 inhibitors MAFL Metabolic Associated Fatty Liver

DR Diabetic Retinopathy MAS MNAFLD activity score
—_———--¥ - —™ .—_ —_—_—_—_—————————————
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Terms and abbreviations (3/3)

Terms and abbreviations
Abb Terma Abb Torme
MASH MNonaleoholic Steatohepatitis, an advanced form of NAFLD p.o. Paros
DGTT Oral Glucose Talerance Test BC. Subecutaneous injection
PK Pharmacokinatics CHI Congenital Hyperinsulinemia
Placebo A medical treatment or preparation with no specific phamacological activity SPPS solid-phase peplide synthesis
SAEs Sevious adverse events LPPS liguid-phase paptide synthesis .
SGLT-21 sodium-glucose cotransporier-2 inhibitors MROL Mstional Reimburaement Drug List %
T1DM Type 1 Diabetes FGF21 Fibroblast growth factor 21 %
T2DM Type 2 Diabetes GIP Gastric inhibitory polypeptide “i
TEAEs Treaiment-emergent adverse events O5A Obstructive sleep apnea s
FXR Famesoid X recaptor E
GLP-1 Glucagon-lke peptide-1 %
HbA1C glycated hemoglobin §
HDL-C High-density lipoprotein chalesterol E‘*
oIc Oploid-induced Constipation %
PAMORA, Peripherally actng p-opioid receptor antagonist %
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The market size of China pharmaceutical market is expected to increase from RMB1,680.0 billion in 2022 to
RMB3,097.7 billion by 2032 at the CAGR of 6.3%

nd China Introduction & Market
hical market sre

China pharmaceut cal market size, 2018-2032E Breakdown by market segment, 2022(excl. TCM)

CACR 2018 2022 2022 2032E 1
I Biological drugs 9.3% 14.5% I
B small molecule drugs 0.1% 1.6%

Traditional Chinese Medicina{TCM) 0.7% 3.8%
Total 2.0% 6.3%

1,630.8

1,551.2

1,458.4

B Metabolic and digestive system drugs
M Anti-cancer drugs and immunomodulators
7 Hematopoietic drugs
Musculoskeletal medicine
i Others

395.0 359.1 346.5 4135 491.6 569.3

2018 20189 2020 2021

2027E 2032E

o m E  w S  a —

e
China phammacautical market s expected to Increase from 1680.0 billion RMB in 2022 to 3,097.7 billlion RMB in 2032
Key Analysis Orthopedics, metabolic diseases, ancology, and hematology. Collectively, these four therapeutic areas accounted for [52.0]% of the total pharmaceutical sales in
China in 2022, and outpaced the broader Chinese pharmaceutical industry from [2017 and 2022], a trend which is expected to continue in the near future.

JCTE 117 8 Source: China Statsboal Yearbook, China Insights Consultancy
e D g ey
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The market size of global pharmaceutical market is expected to increase from USD 1,459 billion in 2022 to USD 2,270
billion by 2032 at the CAGR of 4.5%

( his Introduction & Market

pharm =l market [-1ri-]

Global pharmaceutical market size, in terms of generic drugs and branded drugs, 2018-2032E
CAGR 2018-22 2022-32E USD biffion
Bialogics B.4% 7.8%
B smal-molecule drugs 3.0% 3.2%
Total 42% 4.5%
2.269.8
24722
19800 2.075.0
1,827.0 Laoed
1.750.0 JHET. §98.9 7510
16000 5730 - goso 480
15280 i S66.0 :

1230 2840
256.0

208 2019 2020 2021 022 2023E 2024E 2025E 2026E 2027E 2028E 2029 2030E 20ME 20326

—— " Source: WHD, World Bank, China Insights Consuliancy
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The CDE of NMPA is responsible for evaluating drug clinical trial applications, drug marketing authorizations,
supplementary applications, registration renewal applications of drugs manufactured overseas

Overview of NMPA and CDE new drug application process

Glohal and China

pharmac

MDA regulatony
arangemeants

tical market

Scrooning
compounds to
identify drug
candidatles

Scresning

Mon-clinical studies
like pharmacokinetic
siudy

Compound
SCreaning

Indication for gene

fargets

Discovery Pre-clinical

Clinical trials

Clinical trials _
Phase IV, Post-marketing

Phase I-ll|

ch'ml ﬂud'ms _.:_, __ I e LA
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4 o
Non-clinical research refers to various toxicity tests conducted in laboratory conditions using experimental
systems o evaluale drug safety, including single-dose toxicity tests, repeated-dose toxicity tests, reproductive
toxicity tests, mutagenicity tests, carcinogenicity fests, various irritancy tests, dependence tests and other
toxicity tests related to drug safety evaluation.

Animal experiments are widely used in medical, biomedical and veterinary research, and are essential means
of drug development and preclinical testing, including toxicology and safety studies. They help us advance our
scientific understanding, serve as models to study disease, help us develop and test polential new medicines
and therapies. Animal experiments eliminate somre potential drugs as either ineffective or too dangerous to use
on human beings.

Good clinical practice (GCP) is an international ethical and scientific quality standard for designing, recording
and reporiing trials that involve the participation of human subjects. The GCP guidelines detail the
requirements for trial documentation, protocol amendments, requiremeants such as indemnity, reporting lines for
adverse events and provision of medical care fortrial participants. Compliance with this standard provides
public assurance that tha rights, safety and wellbzing of trial subjects are protected and that clinical-trial data
are raliable.

Clinical trials of biomedical interventions typically

proceed through four phases:

+ Phase | evaluates the tolerability and
pharmacokinetics of a drug in human body.

= Phase |l conducts a preliminary assessmant of
the efficacy and safety of a drug in a specific
population with defined indication.

= Phase |l evaluates overall efficacy and safety
profile with an adequate sample size and robust
control measures, to provide confirmatory
evidence.

» Phase |V is the post-marketing research
conducted after the approval, to investigate the
efficacy and AEs under widespread use conditions.

Copyright @ 2023 China insights Consulfancy. Al rights reserved.
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Following NDA, access to NRDL and bid for regional or centralized VBP are two major events that could potentially
impose pressure of price reduction

China market accass

(il i : " ; » Drug manufacturers presentprice ) [+ Two drug groups in NROL with different
. :f:[;l‘ﬂl?:ﬂ‘l‘a;ﬂm and criteria for efgibility of !Expmtsaa':jsgtuhml ﬂn::g,:fm quiote and B for NRDL Inclzion | PBRNDLiTER el
epe e + Class A: 100% reimbursed

- = 5 “ i k
+ Pharmaceutical companies could prepare required | undertying drugs proposad to ba threshold, drug mmufwl:rem f:ay
| qualifications and documents accordingly Y, included in NROL lose the M v,

E Class B: partially reimbursed, vares

across municipalities and provinces

« In the new 2023 NRDOL, 111 new drugs were added, and their prices were reduced by an average of 60.1% lhrough negotiations and bidding. The catalog now contains a iotal of 2,967 dugs,
including 1,586 western medicines and 1,381 traditional Chinese medicines. Some drugs for conditions like cancer, COVID-19, rare diseases, diabetes, and chronic obstructive pulmonary
disease were includad. Notably, COVID-19 drugs like Azvudine tablets were added

20198
44T
T

Avg price cut  52% 59% 53% 53% 52% 56% 48% 48% 56%

« Yaolume-based procurement program is a series of dug procurement policies implemented in China, which aims to encourage the substitution of generic drugs and reduce the cost of drugs
that have passed their exclusivities. In the pilot run of centralized VBP, the policy only covered 11 pilot cities in 2018, bui fast rolled out to nationwide implementation.

» Centralized procurement for drugs has yielded cost savings by crealing economies of scale and improving purchasing and negotiation power over pricing by pooling procurement process for
drugs across mulliple buyers. Pharma companies intum should design market access sirategies io cope with expected price cut

— Sourca: NHSA; frontiers; China Insights Consultancy
TR
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The FDA new drug application process is a formal submission wherein drug sponsors propose that the FDA grants
approval for a new pharmaceutical to be sold and marketed in the United States

FDA new drug
apphcation
Overview of FDA new drug application process
{ GLP requirements | | GCP requirements | ®
: ¥ '
DI FDA filling & NDA, ANDA,
Basic research WE:E gy design Pre-clinicals Clinical IND submitted Clinicals Post-marketing
P applications risk assessments
» Mechanical parameters including In ¢ Matariais select = Human & Animal studias i
Vitro testing R T R « Bench & Animal models + Human effectiveness/efficacy
; Structure activity relationship « Luborsiers & Arimal modls :
. Hlstn;_na_ﬂwingy, i : « Laboratary & Computer models ry . Sca_ia-up 5p.?dﬂcatmns
« Monclinical stability testing * Clinical guality assurance

—I The FDA approval process }

+ The FDA's Center for Drug Evaluation and Research (CDER) in charge of overseeing the drug approval process before a drug is marketed. CDER review each drug closely using
an independent team of clinicians and scientists wno evaluate safety, efficacy and labeling of the drug product. After approval, FDA follow-up continues to make sure new drugs
continue 1o be safe and effective.

+ Generally, there are four phases of a drug approval process: 1.Pre-clinical, IND; 2. Clinical; 3 NDA Review, 4 Post-markefing risk assessmenis. The full research, development and
approval process can last from 12 to 15 years. However, In order to incentivize the development of therapies to fill unmet needs for serious conditions, the FDA has developed
various programs lo expedite drug development and review. These four programs are: fast track, breakthrough therapy, accelerated approval, and priority review.

* In addition, supporiing ihe development and evaluation of new treatments for rare diseases is also a key priority for the FDA. The FDA has authority to grant orphan drug
designation to a drug or biclogical product to prevent, diagnose or treat a rare disease or condition.

The FDA's Fast Track program is designed to facilitate the development The Orphan Drug Act (ODA) was passed in 1983 to encourage the development of drugs
and expedite the review of drugs reat senous conditions and fill an for rare diseases. The FDA's Orphan Drug Designation program provides orph slatus o
unmet medical need. The purpose is to get important new drugs to the drugs and biolegics that are intended fur the safe and effective treatment, diagnosis or
patient earlier. The Fast Track program is intenced to help patients with prevention of r 22 or di affec er than 200,000 people in the US
senous conditions receive new drugs more quicy The program provides Incentives for *:.pumﬂr.:. to develop products for rare diseases.

=

—— . Source: FOA China Insights Consuitancy
41
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In Europe, clinical trial applications are approved at the member-state level, whereas marketing authorization
applications are approved at both member-state and centralized levels

Overview of CE new drug application process

Flow chart of Centralized Frocedure Flow chart of Mutual Recognition Procedure Flow chart of Decentralized Procedure

MMA Start of \ire Applicant submits applications to the RMS & CMS Appﬁcanlsa.Mﬂsappﬁcfllm lo the RMS & CNS
l l RMS & CMS validates the application
; i RMS validates the application l'

CHMP provides ,__ Assessment report from {eal- RMS distributes the preliminary assessment report to
comments rapporteur l the CMS :
v ! g
MP RMS distributes assessment report to CMS RMS sends preliminary assessment report & all &
Cappa:;am “Br;:izrw —» Submission uf response by comments of the CMS to the applicant E
questions BppRe l + =
i CMS validates the applicath Clock stops, applicant responds, clock runs %
CHMP decision on v 5
need of oral __, Joint assessment report from l RMS send draft assessment report to the CMS & %
explanation by (co)-rapporteur applicant -
applicant + CMS approves the assessment report ! g
Final draft of English SPC, CMS approves the assessment report g
’ leafiet & labelling by | 8
CHME: opinion +——— applicant to {co}-rapporteur, Y L %‘
EMEA, CHMP Marketing authorization in each of the CMS Marketing authorization in RMS & each of the CMS %

— A Source: Internalional Journal of Drug Regulatory Aflairs, China Insights Consuliancy
cic NiREN
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Belt and Road Initiative is a large-scale infrastructure which has the potential to stimulate economic development,
including drug importing and exporting, while ICH is a global organization brings pharmaceutical regulators together

Belt & Road Initative
countries and [ZH

Global and China

pharmaceutical market

Intreduction of ICH

The Belt and Road Initiative established in 2023, iz a missive China-led infrastructure project that amins to stretch around
the globe. Over the past decade. the undertaking has expanded its scope to encompass Africa, Oceania, and Lalin America,
thereby substantially increasing China's economic and political sway on a global scale. As December. 2023, there are more
than 150 Belt and Road Initiative countries.

L ]
yeicH
+ The International Council for
harmonisation of Technical

Country
| Malaysia

== | Agency (NPRA)

Food and heath related authorities

MNational Pharmaceutical Regulatory

Drug registration process

The applicant submit the document to the NFRA to apply for
inspection and registration of the products

Reguirements if Pharmaceuticals for
Human Use (ICH) is a unigue

harmonization organization involving
regulators and the pharmaceutical

industry.

» |CH was faunched in 1990s by the U5,
EU, and Japan. Currently, ICH

Saudi Food and Drug Authority
(SFDA)

Singapore The sponsor need to submit 8 Drug Master File(DMF) to the
Health Science Authority (HAZ) HAS, and provide the detalled information Including clinlcal/non-
clinical data, product info, etc.
Saudi Arabia

SFDAIn collaboration with Ministry of Health (MoH) to regulates
the medicine supply chain, registration, sale, pricing and
licensing of any drug product

includes 21 Members and 37
Observers.

= NMPA joined ICH in 2017. Bacoming

a member of the ICH signifies a
significant milestone in advancing the
global landscape of drug development
and registration. It grants the privilege

of actively contributing to and
influencing decision-making
processes within the realm of

Russia oy p Companies are required to submit documents to meet the
:ﬂ;l;ﬁg‘_g;r-iealth of the Russian requirements for registering a drug, including the clinical data,
safety information, etc.
Poland , ; For compliant market access manufactures must register their
- g"l"*f i“a"“a“e“"““' Inspectorate of | dicinal products with Chief Pharmaceutical Inspectorate of
e Poland
Brazil* Companies need to prepare and submit registration dossier to

E

Note: Accarding fo

Brazilian Health Regulatory Agency
(Anvisa)

Anvisa, then Anvisa will conduct inspection of manufacturing
sites

, Brazil has not bean a member of Bel
and Road initiative couwntries yet as of December, 2023

cic PRGN

international drug development and
registration technology.

Source. yidalyilu.gov.cr, ich.org, China Insights Consuitancy
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Driven by policy support and increased demand along the Belt and Road, China's pharmaceutical exports surged to
$44.7 billion in 2022, with South Korea, Russia, and Vietnam comprising the largest share about 24.4%

Belt & Road Inftiative
countries and ICH

g

Market size of Chinese pharmaceutical products in Belt and Road Initiative countries

Linit Rillian LISD from January fo September, 2023

Export Value |Billion USD) Share

+ The export value of China's

phammaceutical products 1o South Korea  |@; 29 10.1%
countries and regions along :
the 'Belt and Road' initiative Russia 23 8.1%
increased from $17.0 billion 17.0 =
in 2013 to $44.7 billion in
2022, marking a 1.6-fold VR | * | 1.8 6.2%
Lﬂ?ﬁﬁ;h&%ﬂ;ﬂﬂﬂf 10 2013 207 2022 Italy l . H 1.7 5.8% E
19 pandemic, China ‘Government's support drives Pharmaceutical Ll = b " E‘
experienced rapid growth in ' wm | = B L e e Ve 2 =
pharmaceutical product : Indonesia 1.4 4.9% 5
axports, with a year-on-year 2 5
increase of 82% in 2020and . By the end of June 2023, China had signed an MoU Singapore 3 1.2 4.3% E
18% in 2021. with the WHO on health cooperation in BRI partner - o
- Among these exports, countries, inked health cooperation agreements with Philippines , 1.2 3.9% g
Wastern medicine accounted maore than 160 countries and international g
for over half, medical devices organizations, and initiated or participated in 9 Malaysia &= 1.1 3.9% £
exceeded 40%. and international and regional health cooperation 3
traditional Chinese medicine mechanisms, including China-Africa Health Turkaey 1.1 3.8% g
(TCM) comprised 5%. Cooperation, China-Arab States Health Cooperation, 9
and China-ASEAN Health Cooperation. Others 125 4 44 9%, £
3

RS Source: Ghina Chamber of Commerce for Import and Export of Medicines and Health
Ei_f_: b Hin Froducts {CCCMHPIE), China Insights Consultancy %
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A metabolic disorder is a disorder that negatively alters the body’s processing and distribution of macronutrients
such as proteins, fats, and carbohydrates

Introducton

Overview of metabolic disorders

Introduction and symptioms of metabolic disorder Dimerent types of metabolic disorders

+ A metabolic disorder {also named metabolic syndrome)
iz a disorder that negatively alters the body's

Amino acid metabolism disorders Protein metabolism disorders Lysosomal Storage Disorders

processing and distribution of macronuirients i T‘“"E_“ oeas ? SNGrei ® = HINr SR
.& . such as proteins, fats, ard carbohydrates. Metabolic % Tymensmia _ ’ urela E:]-:TlaDefads * Krabbe Disease
- 4 disorders can happen when abnormal chemical = Phenylketanuna *  Aminoaciduria

reaciions in the body ashter the nomal metabolic +  Homoeystinuria

Lifestyle risk factors: obesity, physical inaclivity, smaking, and unhealthy =
diet are significantly associated to the risk of metabolic disorders
* Diabetes is one of the most common melabolic disorder. In 2022, there are <800 millilon T2DM patients

globally , accounting for over 30% of global metabolic disorder prevalence with multiple comarbidifies
such as hypertension, obesiy and dysipidemia.

Unknown Causes: the causes of some metabolc disorders remains
unknown, zuch as type 1 diabetes, which is an autoimmune disorder

&
8]
@

"\-. ..
_—t .3 PraCHES. Fatty Acid Metabolism Disorders Glycolipid Disorders
» Common condiions of metabolic disorder include «  Mismann-Pick Disease Carbohydrate Metabollsm + Gaucher's Disease g
These condilions include increesed blood pressure, «  Meadium-Chaln Acyl-coenzyme A Disorders ¥ f i
high blood sugar, excess body fat around the waist, Dehydrogenase (MCAD) s Diabétes whm“? mm_ bolism Disorders
and abnomal cholestersl or trighycende levels. Deficiency «  Hereditary Fructoss Intolerance Biotinidase Deficlency fl:
+ Fabry's Dispase +  (Galactosemia E
T o
Causes of metabolic disorder Mineral Disorders . Pynivate Metabolism Disorders P ol Bicoidee :
) : . - 5 i i
L~ Genetics: a gene that tells the body how to do a cerain metabolic procass *  Wilson Disease """:"_" '_3'9"“-'5 Diseasa Zeliweger Syndroma 5
-‘ of make a chemical or BNZyMme muiates. Gysl]nusis hﬁlpﬂduﬂ Adrenalaukadyslrnphy E
*  Maenkes Dizease + Forbes' Disease 8
Organ dysfunction: an crgan invoived in metabolizm gets diseased or «  Meardle Disease =
damaged, such as the pancreas or thyroid. +  Pompe's Disease E
m
b
]
@
£

e . —— = e e ——
Source: Chapter1, Drug Delivery Systems for Metabolic Disorders, Academic Press,

- o
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Metabolic disorders have been highlighted as a risk factor for digestive and other chronic diseases

Overview of Metabolic disorders and Digestive diseases

Introducton

« Digestive diseases (also called Gastrointestinal disorders) are characterized by physiological and momphological abnormaliies of the Gi system. Key organs affected in the realm of digestive
diseases are lver, stomach, panoeas and gallbladder, amnong ulles.

Metabolic disorders (metabolic syndrome) and digestive diseases occurs when a series of organs do not function normally due to a hormeone or enzyme deficiency. Multiple organs and

factors are involved in the pathology of the two types of dseases, and the synergic offect between the organs or factors makes the diseases incline to deteriorate. Besides, a series of complications could
he induced, and even in some cases, the management of the complications become the primary goal of the treatment currently.

Indications

Indications

Metabolic disorders

mra“ m
therapeutic Q
areas L
) Adiposity
Vascular
Insulin-related
Specific
indication
Liver disease

Others

Metabolic disorders is a complex,
pathophysiological state composed of a cluster of
clinically measured and typically unmeasured risk
factor, is progressiva in its course, and i
associated with serious and extensive comorbidity,
but tends to be clinically under-recognizad.

Digestive diseases

Sleep disordered breathing Liver dissase
Cibesity

»  Thera is a well-established link e
IR betwsen M5 and inflammatory Pancreatitis
Hypertension diseases of the gastraintestinal
T2DM VSl wystam Gastrointestinal
Geslational diabates ® Gl mofility disorders caused by diseasa
Congenital Hypernsulinemia (CHI) liver cirrhosis
MASHMASLD ® Adiposity as a risk factor for
Livier cirhioak inflammatory bowel disaase
Hormonal dysfuncticn Inflammatory Bowel
Chronic kidney disease Diseasze

)
5
i5
£}

;

Analysis

The digestive systern made up of gastrointestinal tract
(G, liver, pancreas, and galibladder helps the body
digest food.

Digestive diseases have become prevalent in a age
par of the world population. Some digestive diseases
and conditions are acute, lasting a short time, whils
others are chronic, or long-lasting.

Inflammation of the pancreas including acute and
chronic

Viral, bacterial or parasitic infections

Gl motilty dizorders
Constipation

Including Crohn's Disease and Uicerative Colitis

Source: Gastroenterol Res Pracl, United Eurcpean Gastroenterol J,, China Insights

Consutancy -
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Global prevalence of metabolic disorders and digestive diseases

Introduction
Global prevalence of metabolic disorders and digestive diseases
CAGR 2018.23 2023.32E Million cases
Metabolic disorders 2.0% 1.9%
I Digestive diseases 1.4% 1.4%
Total 1.7% 1.7%

5450 5.539 5.628 5717

5,275 5362
4,527 4,604 4,686 4,768 4,851 4,934 5,017 5,100 5.189

293 29
B B B B B B B BB BEE B O

2018 2018 2020 2021 2022 2023 2024E 2025E 2026E 2027E 2028E 2029E 2030E 2031E 2032E

Note:
= Major metabolic diseases include diabetes, hyperriglyceridemia, obesity, diabetic neuropathy, etc.

* Mafor digestive diseases include NAFLD and cther chronic liver diseases, galibladder and biliary diseases, inflammatory bowel disease, pancrealitis, upper digestive
system diseases, etc.

== iR iR Source: China Insights Consutancy
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China prevalence of metabolic disorders and digestive diseases

Introduction
China prevalence of metabolic disorders and digestive diseases
CAGR 2018-23 2023-32E Million cases
Metabolic disorders 1.6% 1.9%
B Digestive diseases 1.0% 1.4%
Total 1.3% 1.7%
1,235
sg  1oes 1084 102 1121 1140 198
998 995 1012 1030 1 :
: 623 634 645
. 566 577 589 600 611
503 503 513 524 534 545 akb

H H i %

2018 2019 2020 2021 2022 2022 2024E 2025E 2026E 2027E 2028E 2029E 2030E 2031E 2032E
Mote:
= Major melabolic diseases include diabetes, hyperinglycerndemia, obesity, diabetic neuropathy, elc.

= Major digastive diseases include NAFLD and other chronic liver diseases, gallbladder and biliary diseases, inlammatory bowel disease, pancreatitis, upper digestive
system diseases, efc.

Copyright @ 2023 China insights Consuftancy. AN rights resenved

iR Source: China Insights Consutancy
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Global market size of metabolic disorders and digestive diseases

Introduction
Global market size of metabolic disorders and digestive diseases
CAGR 2018-23 2023.32E Billion USD
Metabolic disorders 101% 10.6%
kT Digestive diseases 3.1% 3.5%
Total 6.2% 7.5%
669
623
540 580
503
g 468 o
ug 8 ' 351 =
330 289 319
282 305 236 261
259 268 191 212
160 171

2018 2018 2020 2021 2022 2023 2024E 2025E 2026E 2027 2028E 2029E 2030 2031E 2032

Nota:
= Major metabalic diseases include diabeltes, hypeririglyceridemia, cbesity, diabefic neuropathy, efc.

+ Major digestive diseases include NAFLD and ather chronic liver diseases, gallbladder and biliary diseases, inflammatory bowel disease, pancrealitis, upper digestive
system diseases, efc.

Coyrpright © 2023 China Insighls Consuiancy. Alf rights rasenved,

e e — —_—__—— _________——— __.a}
iR i Source: Annual reports published by market players, Expert interview, Literature ressarch,
L China Insights Consultancy



China market size of metabolic disorders and digestive diseases

Introduction
China market size of metabolic disorders and digestive diseases
CAGR 2018-23 2023-32E Billion RMB
Metabolic disorders 57% 8.5%
M Digestive diseases -2.6% 0.9%
Total 1.1% 5.3% 109 325 Hd
294
280
266
252
223 226 22
-
s 216 208 215 214 3 o~ 4 227
) 144 157 170

H
2022

2023 2024E 2025 2026E 2027E 202BE 2028E 2030E 2031E 2032E

2018 2018 2020 2021

Note:
= Major metabolic diseases include diabetes, hypeririglyceridemia, obesity, diabetic neuropathy, etc,

» Major digestive diseases include NAFLD and other chronic liver diseases, gallbladder and biliary diseases, inflammatory bowel disease, pancreatifis, upper digestive
system diseases, elc.

Coppright € 2023 China Insights Consuffancy. AN rights reserved,

= iR Source: Annual reports published by market players, Expen interview, Literature research,
ELE sk g o e China Insights Consutancy -




Market drivers in metabolic and digestive diseases treatment include increased patient population, strengthened
public awareness, improved affordability and novel technology with better disease understanding

Market drives

Market drivers of metabolic disorders and digestive diseases treatment

»  Moreover, with the development of scientific research in the
field of digestive diseases and metabolic diseasas, a deep
and comprehensive understanding of the diseases are
suraly expaciad. A better understanding of the diseases
kays a solid foundation for new drug development,
Databaszes for these diseases are being developad for
further exploration.

« In acdition to databases, novel technologies such as drug
design platiorn and high-throughput drug screening
platform help materialize these dalabases and extract
insightful information that guides drug design and drug
development, thus enabling a more efficient process of
drug RED, and ultimately drives the markat growth.

n disease Understanding & novel technology

n Expansion of vulnerable population

= Metabolic disease and digestive disease may develop congenitally or from multiple faciors such as stress, faligue or
diets. Abusing alcohol imposes the most significant fisk for both diseases. Global aging results in more vulnerable
population, due to the incidence of most digestive diseases and metabolic diseasas increase with age. There were
about 4,851 million diagnosed case of metabolic and digestive diseases around the world in 2022, and the patien
population is expect to exceed 5,539 milllon in 2030,

Strengthened Public Awareness n

Market drivers

« Along with the development of the economy and growth in
the living standard, increasingly maore altention is being

* Increased disposable income per capita and broadermedical insurance coverage in China and the U.S. make it
easier for patients to afforded relatively more expensive medical fees. Health expenditure per capita in China
increased from 2981 RMB in 2015 to 5146 RMB in 2020 with compound annual growth rate of 11.5%. Health
expenditure per capita in the U.S. increased from 9920 USD in 2015 to 12000 USD in 2020 with compaund

annual growth rate of 3.7%.

paid to healthcare, with more and more resourcas and
money therefore expectad to be spent on healthcare in
the futura. Under such a condition, the improvement of
government medical systerm and popularization of reguiar
health examination are expected to result in decreasing in
the ignorance of diseases that are easily overlooked

before.
improved affordability of patients &4
— 5 Source: China Stalistical Yearbook, China Insights Consultancy
cic fIREM N ) e
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Future trends of metabolic disorders and digestive diseases treatment

Future trends

Future trends of metabolic disorders and digestive diseases treatment

Pargonalized treatmant strategy:

* Technological advancements and clinical research breakthroughs have significantly revolutionized medicine and healthcare, leading to an
enhanced capability for disease management. Personalized care will be the key o improve the treatment of chronic diseases for all Individuals,
which could benefis patients on aspects of physical health, mental health, and the ability 1o self-manage conditions.

Preferred treatments with long-term effects and better safety profile:

= Metabolic disorders and digestive diseases are chronic diseases that often camry the risks of complications. Long-term treatment
sirategies focus on better safety profiles, ease of using, and higher patients’ compliance

Trend of

= Preferred treatments aims to control symptoms and improve the patient's quality of life over the long term. Patient's compliance fo
prescribed medications and lifestyle recommendstinne are the key in sucress of long-term treatments

metabolic _ _ . L
di d d Widely recognition of treatment paradigms that could provide systematic metabolic and digestive benefits:
IEI'.?I" EI"S an + Clinical guidelines stress the vital role of effectively managing risk factors in reducing long-term complications. The
d IgEStI\FE “Healthy China Action (2019-2030)" proposes to advance the co-management of the “three highs" (=& -4£F) and
disease standardize the management of blood pressure, blood glucose, and blood lipids. The specific plan is to achieve a

standardized management rate of = T0% for hypertension and diabetes by 2030, and the annual blood lipid testing rate for

treatment residents aged 35 and over should be > 35%.

Increasing market share of domestic products:

» Thiough ongoing research and development efforts, specialized medications like GLP-1 recepior agonists, FXR agonists, DPP-4
inhbitors, and SGLT-2 inhibitors are effectively mesting unmet clinical needs within the realm of metabolic disorders and digestive
diseases.

= Mumerous domestic pharmaceutical companies have initialed clinical studies focused on the treatment of metabolic diseases.
and recent approvals for certain domestic GLP-1 products signify a growing trend. It is anticipated that an increasing number of
domestic products will capture market share in China to replace the imported products.

Copyright © 2023 China Insighis Consultancy. Allnghts rasened.

— Source; " =& A& F T L AT F B+ 402023400 ); Rerature review, China Insights
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GLP-1R agonists, as medications, replicate the effects of GLP-1, and used in the treatment of metabolic disorders
such as T2DM and obesity

Introduction

Introduction of GLP-1 peptide and GLP-1RAs

= GLP-1, an an =ndocrine hormone, originates from a proglucagon precursor and is secreted from

Glucagon-like intestinal encocrine L cells in response to nutrient intake. Primarily, it is found in the form of
peptide-1 (GLP-1) GLP-1{7-36) amide, hereafter referred to as GLP-1. P l ‘\ ,\ -
structure features The cellular density of L-cells progressively increases along the length of the small intestine, being  ~ AR &S
the lowest density in the duodenum and the highest in the distal ileum.
GLP-1 sianal GLP-1 stimulates glucose-dependent insulin release from the pancreatic islets.
tran;du;tninn This binding results in activation of adenylyl cyclase with consequent production of cAMP and subseqguent activation of protein
path kinase A and the Epac family.

GLP-1 also slows gastric emptying, regulates postprandial glucagon, and reduces food intake.

GLP-1 receptors
(GLP-1R)

« GLP-Ris a member of GPCR family. Human GLP-1R comprises 463 amino acids, including seven :

transmembrane domains and an N-terminal signal peptide that is cleaved upon delivery to the
plasma membrane.

GLP-1R signaling

» Binding of GLP-1 to GLP-1R triggers a downstream signaling cascade that induces a potent stimulation of glucose induced

insulin secretion (GIIS) in pancreatic beta-cells, as well as inhibition of alpha cell glucagon release.
GLP-1 also acts directly or indirectly in different body organs.

GLP-1R agonists
(GLP-1RAs)

Synthetic GLP-1RAs are variably resistant to degradation by the enzyme DPP-4, and therefore have a longer half-life,
facilitating clinical use.

Currently, GLP-1RAs have been approved for the treatment of T2DM and obesity, and ongoing clinical trials are also exploring
the clinical effzct of GLP-1RAs in other indications such as MASH and ASCVD.

Neote: GPCR, G protein-coupled receptors; ASCVD, athernscierosis cardiovascular

disgase;

| Copyright & 2023 China Insights Caonsuitancy, A mghs resened.
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Binding of GLP-1 and GLP-1R can regulate insulin secretion and glucagon release, and also has effects on various

organs/tissues within the metabolic system

GLP-1 and GLP-1RAs Intreduction

Metabolic actions of GLP-1/GLP-1RA in different body organs’

Q O
Reduce binod pressure; induction of Nl
heart rate and vasodilation

Increase incretin secretion

+ GLP-1R4As are modified 1o be less
susceptible to rapid degracation by
DPF-4 enzyme

Improve insulin resistance and

Increase insulin secretion

= GLP-1RA= helps with insulin
resistance improvement by
stimulating fi-cell proliferation and

‘(__:_)‘ Key Analysis

Increase lipolysis rafe and free fatty
acids

Prevent albuminura and siow the

= The metabolic actions of
GLP-1 across diverse body
organs including the
pancreas, kidney,
gastrointestinal (Gl) tract, Iver,
muscle, bone, liver as well as

— il

2 - : dechine of renal tunclion
necgenesis and increasing FECME ik ] 3 a the cardiovascular systems
expression of glucose o )
transporters in insulin-dependent G “#\* L-cells produced by GLP-1
tissuns Increase glucose uptake in skeletal are predominantly located
R —— © muscle i along the ileum and colon of
Decrease glucagon secration LP-1RAs can significanty the GI

* GLP-1RAs can inhibit glucagan
secreton from pancrealic islet o

calis by shrmulating msulin secretion

Decrease glucose prodguction 0
= GLP-1RAz can inhibit hepatic
Jisenss producton (HGP) and

reduce Inver lipid confert

1. Miiber TD, Finan 8, Bioam SR, ef al. Giuragon-fike peplide 1 (GLP-1) Mol Mertab. 2018:30:72-130 doi: 10 104 8 moimed 201800010

cic i iEisE

S e T oee

Stimulate neurc protective ability

increase the uotake of glucose by
muscE issug, thus lowering biood .

QHICOSE
- - - -

Glucose-stimulated insulin
release from pancreatic B-
cells is a tightly regulated
process, which involves many
complementary pathways

GLP-1RAs can control glycemia vig
glucose-cepsncent machanisms of

achion and promobs wetghl loss

Sourca: Mol Metab. 2019,30:72-130, doi. 10.70164.molmel. 2019.09.010, China Insighs
Consultaney

Copyright © 2023 China insighls Consultancy, ANl rights resenved,




The comparison of different types of GLP-1RAs, including their molecular structures and clinical efficacy

Drug name(generic)

Molecular structure
characteristics/Molecular
modifications?

A major factor to influence
clinical efficacy, such as
half-life

Modification for extended
clearance time

Efficacy length

Administration frequency

Half life

Exenatide

The synthetic
form of a
naturally
ooccurring
parent
compound
exendin-4

NIA

Short-acting

Twice a day

24hrs

Exenatide-LAR

Maodified to an
extended-releasa

preparation

NIA

Long-acting

Once a week

One-week

sustained release

Lixisenatide

Based on

exendin-4 with an

addition of six
lysines and a
deletion of a
proline at the C-
terminus

N/A

Short-acting

Once a day

I hrs

Liraglutide

An addition of a 16-

carbon fatty-acid side-

chain al Lys26 and an
Arg34Lys substitution

Falty acid chain
modification

Short-acting

Once a day

13 hrs

Semaglutide

A larger linker
maolecule
comprising of
increased
length of fatty
acid derivative

Fatty acid
chain
maodification

Long-acting

Once a week

=7 days

GLP-1 and GLP-1RAs

Albiglutide

Developed as

continuous-acling
peptide by covalent

binding of DPP-4

resistant-GLP-1

analog to human
albumin

Fusion with HSA!

Long-acting

Once a week

~5 days

Classifications

Dulaglutide

Consists of two
DFP-4 resistant
GLP-1 molecules
covalently bound
to a modified
IgG4 Fc fragment

Fusion with the
human lgG4-Fc
heavy chain

Long-acting

Once a week

~5 days

1. Sokar B, Smgh K, Amddasi AW, Chow BX. Phamacolagical Actions of Glucagon-Live Peplide-1, Gazime inhibiory Palypeplide, and Glucagon. Inl Rev Coll Mad Biol, 2006326270341, doi 10, 100 688 immb 2016 08 002

Note: LAR, long-acting release

cic VRSN
o Sy e e iy
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Long-acting GLP-1RAs have better effects in glycemic control and body weight loss

Main differences between short- and long-acting GLP-1RAs

Long-acting vs.
shorting-acting

|
| Features®

Ehert-acting (Exenahda)

Long-acting (Exenatide-LAR, Semaglutida. PB-119)

| Fasting plasma glucose ++ +4++
| Postprandial plasma glucose +++ 44
| Gasirointestinal effects S e + 4
Adherence potential + ++ ' +++
e e R ===
| Injection burden +++ +
' DURATION~4 LEAD-3 SUSTAIN 1 PB-119301
(NCTOCB76338) {NCTO0294723) (NCTD20548937)
26 weeks 52weeks 30 weeks 24 weeks
; . o Liraglutide Semaglutide | Semaglutide | PB-11¢
Effects Metformin Exenatide Glimepiride (1.8ma) Placebo (0.5mg) (1.0mg) Placebo |(150pg group)
Reduction in HbA1c -1.48% -1.53% -0.51% -1.14% 0.0% -1.47% -1.56% | -0.63% | -1.37%
| |
Reduction in fasting plasma l
glucose 98mmaoliL -2 26mmallL -5.20mgidL | -25.57mgldL | -0.55mmeoll | -24immolll | -2 39mmaol/L 0.522mmoliL. | 1.263mmolL |
Change in body weight -2.00kg -2.04kg 1.12kg -2.45kg -0.89kg -3.68kg -4 B6Tkg -0.35kg -0.52kg

=+ =low 4+ = median/moderate === = high

Nole, HbA Te, ghycaled hemagiobin

1. Mifiambres, |, Parez. A, |s there a justification for classifying GLP-1 recaptor agonists as basal and
prandial?. Diabatol Matab Syndr, 6 {2017} hitps:fdorong/10. 1 186/213088-017-0204-6

e fIRE

Souree; Diabetology & Metabolic Syndrome; China Insights Consultancy
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Aside from GLP-1 RA mono-target product, there are currently multiple forms of combinations of adjacent targets
under clinical development, of which most are dual agonists and triagonists

Dual agonists and
frisgonists

Comparison of different combinations of targets in the adjacent areas of GLP-1 RA

Drug type GIPR/GLP-1R dual aganists GLPARIGCGR dual aganists GIPR/GLP-1R/GCGR friagonists’
i « Endowrine K cells in the intesting are responsible for producing gastric inhibitory polypeptide (GIF). Similar to GLP-1, GIP promotes insulin secretion from
pancreatic B cells in a manner dependent on glucose levels
Description « GGlucagon (GCG)is a 29-amino acid peptide released by pancreatic a cells in response to low blood glucose levels.
» Dual agonists or tritagonists activate more than one receptor, and they usually can create a synergistic effect superior to the impact of any of individual recaptor |
| agonist acting alone. B
!IJH.I;; Example Trizepalide Mazdutide (IBI362) Retatrutide (LY3437943)
FDA approval 2023.11.08 NfA (Currently in Phase |Il, started 2022.10) NiA (Currently in Phase I, started in 2023.C5)
* CooeHaaaMazOpr Cg HeaeM
;S o " 10Ha2:NasOg7 * CapiHigNesOse
-Bt!uqturu nd Tiizepatide s a ynihetic incar pEplico molcae Mazdutide is a synthetic oxyntomodulin analog |« More potent at human GIP receptor, and less
activity contalning 29 amino ackis Pathway: GPCR/G protein potent at glucagon and GLP-1R
+ Largely mediated by the GIP component L
+ Obesity ;
: : e Under development for the treatment of; = Under development for the treatment of:
Indication . %usmwgm ht associated comrorbid conditions (e.g., T2DM and obesity T2DM, obesity and MASLD
Modification for
extended clearance Fatty-acid mocified peptide A fatty-acyl moiety MIA
time
1 Efficacy length Long-acting Long-acting Long-acting
Administration
waak
Sequency | Once a week Cnce a week Cnca a
Half life i ~116.7hrs 6.3-16.8days ~Gdays

1. Wang JY, Wang QW, Yang XY, ef al. GLP-1 receptor agoniss for the tesaiment of obestly: Roke ax 4 promising approsc. Fronl Endocringd (Lausanne). 2023 14: 1085799, Publizhed 2023 Feb.dol:10.33280%endo. 2023 1085799

e s R
cic finEN

Cowaowcy

Source: Clin@al(Trial.gov; China Insights Consultancy
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Treatment mechanisms of GLP-1RAs on T2DM, MASLD/MASH, and obesity, and the common outcome measures in
the clinical studies design (1/2)

GLP-1 and GLP-1RAs

T20M and obesity

T2DM, obesity, and MASLD/MASH are correlated: The initiation and progression of MASLD can be affected by organokines secreted from metabolic organs under
metahalic disturhance Clinically, T2DM roexists with MASLD, and it can aggravate MASLD to more sarve forms of MASH.

Indication T2D0M ObesityiOverweight
) Satiaty 1
Gastric emptying | (F.0, Appetite |
! {— Body weight |}
Therapeutic - T Neuroinflammation | The m&ﬂl'ﬂ'!dllsm fﬂfl:fanreaﬁa in GLF'—L1 -
mechanisms of B-cell function T S — — Neuroprotection 1 secretion is incompletely understood in obesa
i : wu w = people, some studies befieve that the decrease
GLP-1RAs B-cell protaction 1 o GLP-1RAs i
i : ¥ of GLP-1 in obese subjects may be related to
traatment Ingulin secration 1 Blocd pressure | 7 ifind cid

Ghicagon secraion | \ Hkart ke + n:é::u plasma non-esterified fatty acids

Somatostatin Cardiac function | { )

secretiont - Cardio-protection ’r

Primary S .
Outcicme Change in glycated hemoglobin (HbA1c) Average body weight loss
+ Change in fasting plasma glucosa (FPG) and
Common criteria in postprandial glucose (FPG) « Waist circumference, or waist-hip ratio
the phase Il clinical * Change in C-peptide and insulin levels « Change in free fatty acids, triglycerides, high density lipoprotein (HOL),
studies design Secondary | . Average weight loss/Percentage body weight change low density lipoprotein (LDL) and other indicators
Outcome from baseline/Change in BMI + Hypertension and other indicators

+ Cardiovascular outcomes and others
Half-life; Mumber of Treatment-emerging Adverse Events {TEAEs);, Number of Serious Adverse events (SAEs)

Eﬁf 11015 i Source; ClinicalTrial.gov, China Insights Consultancy
==l Do G

kL]
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Treatment mechanisms of GLP-1RAs on T2DM, MASLD/MASH, and overweight, and the common outcome measures
in the clinical studies design (2/2)

GLP-1 and GLP-1RAs MASH/MASLD
Indication MASLD/MASH
Sauery 1 — 1T e i Incretin effect ¢
Caloric Imlake I ﬁl GLP-1RAs X Gastric
Body weight | | emptying |
' | I
Insulin " . i
Therapeutic mechanisms resistance | Adipose tissue Influx of fatty acids | 5
of GLP-1RAs treatment : =
. : De novo lipogenesis |

Flasma glucose level 1 3"‘ Hepatic glucose production |

an ion by islet a-cells | &5 o ic i i

et scbon s Rt ok # et B i Ut ikt sty | ¥

Adiponectin T TNF-a | ER stress | g

“ Stellate cell activation | g

=

Primary = Change in liver fat (absolute change in LFC as measured by MRI-PDFF from baseling) %‘

Outcome + Change in intrahepatic triglycerides (IHTG) quantified by proton magnetic resonance and spectroscopy (H-MRS) g

5

Common criteria in the = Average weight loss %
phase Il clinical studies *  Change in serum asparlale aminctransferase (AST) lavel £
design Secondary +  Change in fibroscan parameters: liver stiffness measurement{LSM), contralled attenuation paramelerCPA) g
Outcome = Change in cardiometabolic markers: IL-1, TNF-alpha, hs-CRP, leptin, adiponectin and homocysteine and fibrosis markers ]

»  Change in biochemical markers: serum alaning iransaminase (ALT) levels, Gamma-glutamyl transpeptidase (GGT) lavals §

Half-life; Number of Treatment-emerging Adverse Events (TEAEs); Number of Serious Adverse events (SAEs) %

EE— e —— ]
Note: LFC, liver fact content: MRI-POFF, magnelic resonarce imaging-denved praton = R Source; ClinicalTrialgov: China Insights Consutancy
densify fat fraction ciC i

i, g o 3



Market size breakdown of global GLP-1RA market by indication®

Market size
Global GLP-1RA market size breakdown by indication, 2018-2032E
CAGR 2018-23 2023-32E USD biltion
M GLP-1RA, T2DM 29.3% B.4%
GLP-1RA, Obesity B, 4%, 26,08
1106
98.3
BY.2
7.3
684
B60.5
53.5
47.3
361
o 485
108 133 16 2 229 £
e - 26.8
S 17.4 217
86 11.0 139
05 08 0.8
2018 2018 2020 2021 2022 2023 2024E 2025E 2026E 202TE 2028E 2025E 2030E 2031E 2032E

=
Note. Gy FOANMPA gporoved indhealions Dy 2023 2/31 inglrded in the marke! size calibralion n ¢ iﬂ Source: China Insights Consutancy
C = L l=l

s

Copyright & 2023 Ching insights Consuitancy. AN figins resenved




Market size breakdown of China GLP-1RA market by indication”

Market size
China GLP-1RA market size breakdown by indication, 2018-2032E
CAGR 2018-23 2023-32E FMB bilion
I GLP-1RA, T2DM B4.1% 25.9%
GLP-1RA, Cbesity MA 111, 7%
1115
98.8

BE.1 E

741 g

63.3 5

536 oy

<

198 il

16.6 381 428 &

276 8

By 145 214 ]

07 1.2 1.8 27 E?q_—m & 12.2 163 S

—0.0[0—o0.08——oollB——ooBH——oo 0.1 21 £

2018 2019 2020 2021 2022 2023 2024E 2025 2026E 2027E 2028BE 20289E 2030E 2031E 2032E g

Node! The First NMPA approved GLP-1RA indicated for obesityverwelight is in 2023 2H, this CAGR == Hias Source: China Insights Consukancy
reprasents the expected average growth rate of GLP-1RA Indica'ed for obesity between 2023-2032 CIC A1NB




The following table sets forth the pipeline of all approved GLP-1 receptor agonists in the United States as of the Latest
Practicable Date

GLP-1 and GLP-1RAs Approved GLP-1RAs

Pipeline of GLP-1 Receptor Agonists Approved in the United States

DrugName  Brand Name MoA Efficacy Lenath oM O Obesiy | Administration Company Approval Date
Exenatide Byetta™ GLP-1R Shaort-acting v 5. AstraZensca 2005/04,28
Vicloza ® GLP-1R Shaort-acting v 5C. 2010/01725

Liraglutide Movo MNordisk
Saxenda® GLP-1R Short-acting < s.c. 2014/1223
Exenalide ER Bydursan®™ GLP-1R Long-acting v 5.C: Astradeneca 201210127
Albiglutide Tanzeum ™ GLP-1R Long-acting L4 s.C. GlaxoSmithkline 201410415
Dulaglutide Trulicity™ GLP-1R Long-acting v - S El Lilly 2014/0913
Lixisenatide Auclbyin® GLP-1R Short-acting v sC Sanofi 201610727
Ozempic® GLP-1R Long-acting v 8.C 2017205
Semaglutide Rybelsus® GLP-1R Short-acting il p.o. Mava MNordisk 2019/0920
Wagovy" GLP-1R Long-acting o 5.0 202106104
Notes:

= There is ong GLP-1/GIP dual receptor agonist, Tirzepatide, that has bean approved by the FDA for the treatment of T2DM or cbisity indications in the United States, under the brand names Mounjzro
and Fepbound, respectively

Source: FOA, China Insights Consultancy
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Pipeline of GLP-1 Receptor Agonists Approved for the Treatment of T2DM and/or Overweight/Obesity in China

GLP-1 and GLP-1RAs Approved GLP-1RAs

Pipeline of GLP-1 Receptcr Agonists Approved for the Treatment of T2DM and/or Overweight/Obesity in China (1/2)

Drug Name Brana Name MoA Efficacy Length Indication ""’:::T NRDL status ?:g;ﬂ:’j s::ﬁg]u:; Company ﬂlpmr:vlt

Supaglutide mif; ;z - GLP-1R Long-acting TZOM s.c. NIA NIA NIA Innogen 20251126

Exenatide ! GLP-1R Short-acting TZDM g.c WA M Wi Hybio Pharmaceutical 20240910

Liraglutids’ M FH GLP-1R Short-acting T2DM 56 No e [ Chia Tai Tianging 2024/6/25

Semagiutide it e B MWegovy GLP-1R Long-acting Overweight/Obesity 5. Mo MiA? MNiA Novo Nordisk 20241825

Samaglutide s fif Rybelsus GLP-1R Short-acting TZ2DM p.o. Mo MiaZ MR Moo Maordisk 20241126
Liraglutide’ A GLP-1R Short-acting T2DM 5.C Category B 268/(18mg:3ml) ~750 Tonghua Dongbao 202311128 §
Bemagulde #5# GLFP-1R Short-acling Overwaignuopasity s0 (§1s] A’ WA, Shanghai Benemae 2023728 &
Liraglutide' MEF GLPIR Short-acting OverweightObasity s5C Mo niA? N/A, Jiuyuan Gene 2023714 a
Liraglutide' HEF GLP-1R Short-acting T20M s5C Category B <3004 18mg:3ml) -840 Jiuyuan Gene 2023228 g
Exenatida’ ! GLP-1R Short-acting TZDM 5.0 Category B 407.83(0.25mg:2 4ml) ~815 Qinghai Chenfe 202207128 =
Bainaglutidea wEL GLP-1R Shart-acting T2DM 8.C. Calegory B 191/(4. 2mg:2. 1mi) ~7B4 Shanghal Benemae 202110128 é
Semaglutide H5fe £/Ozempic GLP-1R Long-acting T2DM 8.C, Category B 478 8/(2mg:1.5ml) Q57 Movo Mordisk 2021104827 :E:
Liraglutide it 1 \Victoza GLP-1R Short-acting TZ2DM 5.0, Category B 339/(18mg:3mil) ~1,148 Movo Mordisk 20111009 %
P"‘"’f_ﬂ;‘;‘;ﬁ d‘i”“' SR GLP-1R Long-acting T20M sc.  CalegoryB  187/(0.2mg:0.5ml) 748 Hansoh 2019515 %
Dulaglutide i & I Trubcity GLP-1R Long-acting TZ2DM S.C Calegory B 145 1.5mg:0.5ml} ~596 Eli Lilly 20marzz §
ME;“EEEES %ik45/Bydureon  GLP-1R Long-acting T20M s.c Categary B 496.25/(2 mg:0.65ml)  ~1,985 AstraZeneca 2017112128 E
Lixisenatide #1 o 45/ Adlyxin GLP-1R Short-acting T2DM 8.C. Categaory B 157.65/150pg) -588 Sanofi 2017929 E
Exenatide T % 2k /Byetlta GLP-1R Short-acting T20M 5.0 Category B 240/5ug:1 2ml) ~815 Astrafenaca 200031 =
Ly

E‘? Y1015 it Sourca: NMPA; China Insights Consutancy
1
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Pipeline of GLP-1 Receptor Agonists Approved for the Treatment of T2DM and/or Overweight/Obesity in China

Approved GLP-1RAs

Pipeline of GLP-1 Receptor Agonists Approved for the Treatment of T2DM and/or Overweight/Obesity in China (2/2)

Notes:

6.

s

Generic or biosimilar product

Marketed price not yel available

Mot yet included in NROL

Manthly spending estimated on recommended dosage ndicated on drug label for 4 weeks

GLP-1 receptor agonists larget GLP-1 receplors in the brain, cerebral blood vessels, pancreas, haart, gastrointestinal tract, adipose tissue, kidney and muscles, and consequently affect a variety of
organs and physiological processes

There is one GLP-1/GIP dual receptor agonist, Tirzepafide, that has been approved by the NMPA for the treatment of T2DM or abesity indications in China

Source. NMPA, Chinese Journal of Modern Applied Pharmacy, National Reimbursement Drug List, NHSA, drug labels, China Insights Consuffancy

Copyrigh! © 2023 Chirta insights Consulancy. AU Fghis ressrved,
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Pipeline of Insulin GLP-1 Receptor Agonist Combination Therapies Approved in China and the United States

GLP-1 and GLP-1RAs ﬁppm"qred GLP-1RAs
Pipeline of Insulin GLP-1 Receptor Agonist Combination Therapies Approved in China and the United States
Drug Name Brand Name Mok Efficacy Length  Administration Company Wmm w:;m NRDL status
iDegLira Xulophy! 4= & Insulin degludec/Liragiutide Loeng-acting 8.0, Nowo Nordisk 2016M11/21 202110628 Category B
iGlarLixi Soliqua B8 T Insulin degludas/Liraglutide Short-acting 5.C. Sanaofi 201611721 202313 Category B

Source: FOA, NMPA, China Insights Consultancy

cic REH
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Clinical data comparisons of commercialized GLP-1RAs for the treatment of T2DM

Beinaglutide"

Lixisenatida
({NCTOOGBETOT)

Exanatide
(HCTOOTB581T)

Liraglutide

[NCTO0316442)

Semaglutide

(NCTO2054837)

Polyethylene Glycol
Loxenatide®

Dulaglutide
(NCTO1126580)

Exenatide
Microspheres
(NCT00308130)

Charge of HBATC(%) (%) comparing fo placebo

In;m:tg";““‘ Smcg twice daily
10 meg for 2 for 4 weeks, 0,75mg
?-2”“9 as3dd-0N |, ceks then12 | followed by 10meg | 1.8mg daily imgonce a | 100ug ance | 200pg once | - 2mg once a
st meg for 10 weeks | twice daily for 26
weeks
Time af
therapy 12 weeks 12 weeks X0 weeks 26 waeks
Baseline
HBAIC (%) BILA, B.07 N/A as
Paricipants
achieve -
o 46.5% 58.8% 42.4%
[
0.66 o7
SE5EE5E -1.34
1.30

Change of HbATC{%)

Compared with short-acting GLP-1RA, long-acting GLP-1RAs generally has a better therapeutic effect and more significant reduction on HbA1c levels

Node: 7. Obasity Scence & Practice, 5 J66-375,

L T 1002

sludy fook piaceba whih maffomin: 2 Dishetes Obes Metab 2077 23 16-

124. hiipaddol om0, 11 11dom. 14198

4. 342, “The corrnl group of i

Source: Diabetology & Metabolic Syndrome; China Insights Consultancy
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GLP-1RAs drug market is developing towards long-acting efficacy, multi-target therapies, indication expansion and
oral administration to address unmet needs in multiple therapeutic areas

GLP-1 and GLP-1RAs

Future trends

Future trends of GLP-1RAs drug market

Trends of
GLP-1RA drug
market

Note: HbA1c, givcated hemoglobin

Long-acting formulationa:

Long-acting formulations of GLP-1RAs has become more prevalent in the past few years. This could enhance patient adherence by reducing
the frequency of injections and potentially improving overall effectiveness

+ PB-119 developed by PegBio is an once-weekly PEGylated exenatide injection, which is a long-acting GLP-1RA

Combination therapies and multi-targets agonisis:

+ The trend towards combining different classes of antidiabetic medications continues. Researchers may explore combination
therapies involving GLP-1RAs and other agents to provide more comprehensive glycemic control and additional health
benefits.

= There several dual agonists have been appraved, such as Tirzepatide (FUA approval), and many novel clinical pipelines are
under investigations

Expanded use and indications:

« GLP-1RAs have shown efficacy in managing type 2 diabetes and obesity, and their use may expand to other conditions.
Ongoing research may explore their potential in obesity management, MASH/MASLD, cardiovascular disease, and other
metabolic disorders.

Oral GLP-1RAs:

+ While GLP-1RAs are currently administered via injection, there is ongoing research info developing oral formulations. Companies
like EIi Lilly, Pfizer, vTv Therapeutics, and others are actively engaging. Orforglipron developed by Eli Lilly has staned Phase 1|
clinical trial in China from Saptember 2023,

» However, in the beginning of Dec. 2023, Pfizer has stopped the phase Il trial of danuglipron, a small molecule oral GLP-1RA
cardidate. More than 50% of patients discontinued treatment across all dose compared about 40% with placebo. It is uncerain if
oral GLP-1RAs could have the same clinical efficacy with the injections

=iE BIREE Source: FDA, literature review, China Insights Consultancy
[

ik ]
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Type 2 diabetes mellitus is an impairment in the way the body regulates and uses glucose as a fuel. It is a chronic
condition results in too much sugar circulating in the bloodstream

Introduction

Introduction to Diabetes Mellitus

helps the glucose get into cells to give them energy to maintain normal physiological function. With type 1 diabetes, body does not make insulin. With
type 2 diabetes, body does rot make or use insulin well,

st o cummeseeesee

Increased Hepatic ' Increased D i
Glucose Production Carbohydrate Intake There are several way to diagnose diabetes:

E + Diabetes is a disease in whizch blood glucose level is too high. Glucose comes from the food, and insulin is a hormeone produced by pancreas that
-

No Insulin . 3 A

Produced Decreased Insulin e@ ' Decreased Peripheral M ' ml;grdt:g;:::*{h; pcgﬁTﬁt:ES
Secretion Glucose Uptake == three months;

+ Fasting Plasma Glucose Test (FPG)
= Blood glucose increases, which increases the risk of diabetes checks fasting blood sugar levels. 8-hours
Level of diabetes and diagnosis are measured by at l2ast 3 key metrics fasting before the test is required;
* Oral Glucose Tolerance Test (OGTT) is
Metrics AIC Test FPG Test OGTT Test a two-hour test that checks blood sugar
Impairad (%) {mg/dL) (mgidL) levels before and two hours after drinking
Response to _ a special sweet drink;
Insulin Siebeies Bhi i R + Random Plasma Glucose Test is a

Prediabetes 57 —-64 100 - 125 140 - 199 blood check at any ﬂmg of the day wnen
patients have severe diabetes symploms.

=5 =499 =139

Source; Medscape, American Diabetes Association, China Insights Consultancy
a1
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The prevalence of T2DM in China is estimated to be 123.2 million in 2022 and expected to exceed 140 million in 2032

T20M drug marked Prevakenca
Prevalence of T2DM in China, US and globally, 2018-2032E
CAGR 2018-23 2023-32E Million patients
the U.5. 1.2% 0.7%
ROWY 2.0% 1.6%
Total 1.9% 1.5%
515.6 £24.7

496.1

401.3 407 .4 4134 418.5 426.3 4331

3407 3484 355.7 3628 694 376.0 3826 3881 3852
2018 2019 2020 2021 2022 2023 2024E 2025E 2026E 202TE 2028E 2029E 2030 2031E 20G2E
Data estimaled based om,

1. T2DM accounis for over 36% of diabeles prevalence globally

2 Countries and lermfories adopt thelr individual dizgnostic critera to report epidemiclogy for prevalence calfbrafion globally

L 5 DI
cic BiRgA

Source: WHO, IDF, World Bank, the Lancel, ADA, China Insighls Consultancy
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A range of therapies is available for the management of T2DM, and each class has advantages and disadvantages
based on their mechanism of action and clinical evidence

Treatment guidaline

Achievement and maintenance of weight management goals

( | ‘ |
| - i | |r mﬁiﬁﬁﬂﬁ?&iéﬂ;ﬁgimg Intensive evidence-based structured |
rmin ombination therapy ;

: or | | patterns/physical activity welght manzagement progeam |
\ JI Efficacy | Medication for weight loss Metabolic surgery /I %
~ T 7 7 . Dulaglutide (high dose), Semaglutde, Trizepatide iy S % E

= Dulaglutide (high dose), Semaglutde, Trizepati Vershiah :
( + Insulin | Verghion ( + Semaglutide, Trizepatide | =
| « Combination oral, combination injectable (GLP-1RAs/Insulinl I : | &
h

; = GLP-1RA (not used previous), Metformin : hig | = Dulaglutide, Liraglutide : %
= - LE]
;. . DDP-4i | Intermigdiate : » GLP-1RAs (not used previous), SGLT2i | &
B e e et e ey P i ]
”‘*“' \ « DDP-4i, Metformin ! 5
i R S o S W ‘ ___________ ” §
If HbA1c above target: &
= Consider DSMES refemal to support self-efficacy in achievement of goals 5
«  Consider technology (e.g., diagnostic CGM) to identify therapeutic gaps and tailor therapy 5
« Identify and address SDOH that impact achievement of goals &

S — ]
Nodw: CGM=continuous glucase moalodng, SDOH, social determinants of heath o i Source: Amencan Diabetes Association; China Insights Consultancy

1. In Javwary 2023, the FDA approved labal update for Semaglulide, aftowing iis vse a3 first-fine oplion for adlls with TEDIII'IEI lﬁu

updiale MMOVESs 5 prewous Hmianon that sfated the medicaiion showld not be 1ssd 85 intisl therapy for ireating patents W TZEM,
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Treatment flow of T2DM in China

T20M drug market

GLP-1RA is one of the guideline-recommended medications for dual therapy of T2DM patients with high HbA1c and
comorbidities in China

Treatment guideline

p —_ -
Lifestyle management+ Metformin |

1L therapy |

Lifestyle
management

Mo significant
comorbidities

.| Combined with ASCVD or high-risk factors, heart ‘

failure or CKD
) ' oy

ASCVD or high-
viak groip | ’7Haart failure ‘ [ CKD

HbAlc 27.0%

nsulin secretagogues,
glycosidase inhibitors,
DPP4i, TZD, SGLT2i

GLP-1RA or insulin
injection

SGLT2i or
Dual Therapy GLP-1RA

SGLTZ

| ]
[}
]
]
]
[
i
i
]
]
i
¥ ¥ 1
i
]
(]
1
i
i
i
']

Addition of one other class of drug to the above treatment ]
3 (HbA, 27.0%)

[ Triple Therapy } [

=)

Note: HbA ¢, glvcated hemoglobin; ASCVD, atheroscierosis cardiovascular disease; CKD, chronic kidney disease;

——

Basal insulin + mealtime insulin .

multiple daily premixed insulin injections

%,

GLP-1RA is one of the guideline-
recommended medications for dual
therapy of T2DM patients with
HbAle =27.0%, or with comorbidties
including ASVCD(or high-risk group),
heart failure or CKD regardless
HoAte level in China;

Some medications in the treatment
of T2DM exhibit poor or sustanable
therapeutic effects, significant
fluctuations in blecd segar control,
Iow achisvermnent rates in meeting
standards, and inadequate contol of
complications and comorbidities;

Currently, about 1/3 of T2DM
patients siill nead insulin injection for
alcemic control. With Increasing
clinical emphasis on comprehensive
banefits for diabetic patients, GLP-
1RA s Increasingly used to reduce
the ocourrence of long-term
complications;

Due to the relatively high cost o
GLP-1 and low patient awareness,
the market share of GLP-1RA dugs
in China s currently low among

patients. g

Copyright © 2023 China Insights Consuitancy. AN rights resaned,

cic AiRE"

Source: Chinese Guidelines for the Prevention and Treatment of
Type 2 Diabetes (2020 edition); China Insights Consultancy 4,



There are eight classes of drugs commonly used for the treatment of T2DM; GLP-1RAs are superior in terms of
efficacy, and have beneficial effects towards weight management, cardiovascular and renal systems (1/2)

T20M drug market Drug class
; : CV effects Renal effects Common
Drug Class Mechanism of Action Blnz:;l?tl:l;nse Hypn?;::em'a “;EE':t adverse
MACE HF DKD reaction
= Activate GLP-1 receptor,
increase insulin secretion, =
decrease giu:;agr:m « High to ve (B:ifr::}e':'“ R
GLP-1RA secretion i X » High - Benefi » Neutral « Gl effects
; . igh measured by
« Somelimes combined with AlBiruRa
agonists targeting GCGR
andl/or GIPR T
» Decrease in hepatic E
glucose production; . Potential 2
Metformin increase in muscle insulin « High + X = Neutral = Neutral = Neutral » Gl effects =
R i benefit =
sensitivity by activating =
AMPK 3
_ 8
+ Bind PPAR-y, decrease = Potential = 4
insulin resistance and * High + X benefit: = MNeutral = Edema E
increase glucose utilization = pioglitazone g
Sulfonylureas : St|mu|lates bt coll inaulin « High . = Neutral = Neutral « Meutral : H‘{fpug}rue 2
secretion mia e
3
Mote: C\=cardiovascular, MACE=major adverse = 0 Source: American Diabetes Association; China Insights Consultancy
cardiovascular events, HF= heart failure ciC =)
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There are eight classes of drugs commonly used for the treatment of T2DM; GLP-1RAs are superior in terms of
efficacy, and have beneficial effects towards weight management, cardiovascular and renal systems (2/2)

TZ2DM drug marked Diug class
ypog CV effects Renal effects ~ Common
Drug Class Mechanism of Action Blozir?;_u;n“ Hm‘m "I::e “:‘:Isg:t adverse
MACE HF DKD reaction
* Neutral{po
. : tential risk:
= Prevent degradation of GLP-1 = Intermediate - X Neutral MNeutral saxagliptin Nautral /A
)
. « Benesfits « Benefits = Benefits
) pmm"‘. ?'"mfse resbs_“mt.mn » |ntermediate to * |nterme shown by shown by shown by prtnar_y vact
and facilitate its excretion in hiah v X di | i lected e infection
urine by inhibiting SGLT-2 9 s GG o serect
SGLT2is SGLTZis SGLTZis
+ Slimulate glycogen synthesis,
increase glycolysis and glucose | . )
LR transport, inhibit glycogenolysis, 1o 1© V1Y . Gain - Neutral - Neutral - Neutral Hipagtyeem
gluconeogenasis, and glucagon g
secration
+ Acts as a glucose sensor,
triggering counter regulatory
responses following a changein = High « X = Meutral -+ MNA = N/A « Neutral = MN/A

glucose levels to aid restoration
of normoglycemia.

Mote: Cv=cardiovascular, MACE=major adverse cardiovascular ? iRiE s Source; American Diabetes Association; China Insights Consultancy
Al
e T gy D

evients, HF= hear failure, DKD=diabetic kidnoy diseasa m

Copyright © 2023 China insights Consultancy, Al nght's reserved




Global T2DM Drug Market Size, 2018-2032E

T20M drug market Market size
Global T2DM Drug Market Size, 2018-2032E
CAGR 2018-23 2023-32E USD bilion
I GLP-1RA 28.3% B8.4%
M nsulin -0.6% -0.5%
Others -5.4% 22%
Total 4.7% 4. 7%
10E.2
102.3
984

az.4 i

74.4 i | E

& In

70.3 5

614 52.5 ’i

%

G

:

I3

=

281 281 26.0 24 4 316 213 207 229 23.3 243 250 25.5 258 259 258 %

2018 2019 2020 2021 2022 2023 2024E 2025E 2026E 2027E 2028E 2029E 2030E 20ME 2032E %

L]

= e e ————————1
,.C-TE_ 1R S Source: China Insights Consultancy
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Market size breakdown of long-acting vs. short-acting GLP-1RAs in the global T2DM GLP-1RA market

T20M drug markeat Market size
Global GLP-1RA T2DM market size breakdown, 2018-2032E

CAGR 2018-23 2023-32E USD bifian
B Long-acting GLP-1RA, T20M 45.1% 7.8%

Short-acting GLP-1RA, T2DM 0.7% 11.7%

622
582
50.4
36.3
331

46.7
431
ag-ﬁ I
6.1 6.8 Te

18.8
15.0
12.5
a3 100
- = B.8
= H B“s 9.3 fﬂs 1 'f.E
43 a7 az 34 4.2 47 54
2018 2019 2020 2021 2022 2023 2024E 2028E 2026E 2027E 2028E 2029E 2030E 2031E 2022E

E‘E‘ 910 12 8 Sourca: China Insights Consultancy
Lic

Tvn v Demudarcy

%

Copyright € 2023 Ching insights Conzuitancy. AN nigh!s resarnved.




China T2DM Drug Market Size, 2018-2032E

T20M drug market Markat siza
China T2DM Drug Market Size*, 2018-2032E

CAGR 2018-23 2023-32E RMB bilfion
W GLP-1RA 64, 1% 25.9%
M insulin -5.8% 0.4%

Others 3.0% .88 1166
Total 21% 7.5% 111.1

98.4
75.0
70.7
35 27
28.9 .2 295 285 - 28.6 25.3 21.0 252 2%6.6 274 282 286
2018 2019 2020 2021 2022 2023 2024E 2025E 2026E 2027E 2028E 2029E 2030E 2031E 2032E

Source: China Insights Consultancy

40
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Market size breakdown of long-acting vs. short-acting GLP-1RAs in the China T2DM GLP-1RA market

T20M drug market Market size
China GLP-1RA T2DM market size breakdown, 2018-2032E
CAGR 2018-23 2023-32E RME tillion
Bl | ong-acting GLP-1RA, T2DM 202 1% 27.6%
Short-acting GLP-1RA, TZDM 21.8% 17.7%
58.5
527 E
47.0 E:
i
E
309 z
233 S
3
=
14.5 2
E
BT ;
6.0 = =]
0.7 1.2 16 &5 [ 42 | i 6.3 68 7.2 7.7 8.1 8s e
_o7Em__ 146 14EH 7708 1.8 20 29 41 <L ]
2018 2ma 2020 201 2022 2023 2024E 2025E 2026E 202TE 2028E 2029E 2030E 2001E 2012E E‘
Note: The CAGR shown for long-aching GLP-1RA in freating T2DM in China represents E‘TE $im '!§ ﬁ Source, Chira Insights Consultancy

CAGR in the period of 2019-2022E
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Key clinical comparisons of long-acting GLP1-RAs in treating T2DM patients, PB-119 shows comparable advantages
in clinical efficacy and safety

g-acthng GLP-RAs Comparison

O T g ) e S

: PB-119 | Semaglutide | e Exenatide ER’® Dulaglutide?
Company | o | S5 tans — e,
Dose Titration I x | v v x v

| ;
Production I . Chemosynthesis t gll-?:rﬂl:;?;;ﬁs Chemaosynthesis Chemosynthesis Chemosynthesis
Cardiovascular [
x

benefit I ¥ : o » J
Trial ! NCTO03520972 | NCTO02054807 CTR20140233 NCTOO0308139 AWARD-11

i . . n
Welghticss | iﬂ':'h";gmfﬂ’;m pares : Average of [4.53kg] = G:l:ii“ﬁ:" n °ml ¥ [2.6kg] of weight reduction  « [3.0kg] weight reduction for

| average weigﬁl: d — | mdum:nim mBrh:Fg ;!n'.'uswam2 Evi diin na in ';'EDM gl'ter ?E weeks treatment low iuae group at 36

| of[4.77kg]’ 3 amup 32k patients aon Wl
Gastrointestinal I+ In clinical phase lll study, | In SUSTAIN 1 study, In the Shuai et al, 2021, In the study of [13.4%] among low dose
dl’“ r’: 1 GI“" | Gl AEs among PB119 | [20.3%]among low dose [19.6%] Gl disorders DURATION-2, the group, and [16.4%] for high
dlm :2 | groupwas [8.0%] group, and [23.9%)] among among PEG-Loxe group reported Gl disorders was dose group

sorders) | | high dose group [26.4%)]

| = [2.2%] withdrawal rate due | [20%] [2.5%] [4.1%] [6.0%] for low dose, [85%)
Discontinuation | 45 AEs for all PB-119 I for high dose
due to AEs | |

groups in phase ||

PB-119 shows advantages in Jemonstrating rapid onset, significance and sustained efficacy, high achievement rates, and lipid reduction. And the

product is characterized by excellent safety profile and an optimal benefit-risk ratio

Capyright € 2023 China insights Consullancy. All ights resened,

1 Diahatologia. https:/idoi org10.1007/00125-021-05392-8; 2. Sci Rep 13, 19041 (3023)

1t el 20010 1033/54 1586 0234627 4.5, 3. Diabetes Melab Syndr Ones. 2014,7:229-230. Published i HiREN
2014 Jun 24. doit 10 2147/DMS0. 535331, 4. Diabetes Cara 2021:44.765-773 | hips:fidoi org/10.2337de20- D T smym S
1473

Source: ClinicalTrials.gov, China Insights Consultancy
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PB-119 shows significant and sustained clinical efficacy in blood glucose control, lipid reduction, weight loss, and

blood pressure control

GLP-1 and GLP-1RAs

PB-118

: PB-119 is long-acting GLP-1RA developed by PegBio, which has completed multiple phase Il clinical trials in China, and got NDA appraval in 2023.03.
InisiRcion i* The clinical trials of PB-118 for the treatment of T2DM were designed alone, and in combination with metformin, basal insulin, or SGLT-2 inhibitor,

respectively.

- PB-119is designed for a one-time dosage without the need for dose adjustment. Coupled with the utilization of an automated disposable pen

injector, PB-119 offers the convenience of administration, presenting a substantial improvement in the quality of life for millions of diabetic patients.

Phase Ili clinical efficacy of PB-119 vs. placebo’

B Placaba
&= 150ug

-1.370

-1.263

0.106
HbATe(%)  FPG{mmaolL) Total
(week 24) (wesk24) cholesteral
(mmaliL)
(woek24)

= ——————————— Premium efficacy and systematic benefits for metabolic profile of PB119

= During phase ||| of PB-113, the

reduction in HEA1e from basaline was
significantly better in the PE-119 group

(-1.37%) than in placebo group (-0.83%)

Fallowing the extension period when all
patients received PB-119, it was

observed that the efficacy of the PE-119 |

group remained consistently stable.
At week 52, the HhA1C showed further
decrease compared to the baselina(-
1.39%)

The results akso show comprehensive
benefits of PB-1192 in blood pressure,
lipid profile and body weight.

—— i —

Comparison of PB-119 vs.
Semaglutide in HbA1c reduction at
week 4 in clinical phase Il

1 PB119 1 Semaglulide Dulaglutide

| TR
: . Eid
: : -0.50% 0. 50%
1 -0.83%

* The PB-119 group demaonstrated
a continued decrease in HbA1C
levels from week 24 lo week 52
in the Phase Il study, while
semaglufide group was observed
HbAlc regained after week 24

Semaglutide 0.5mg

Semaglutide 1.0mg

* The phase |l clinical results indicale
that PB-119 exhibils rapid efficacy,
with a reduction of 0.83% in HbA'c
after 4 weeks of treatment, while
semaglutide and dulaglutide
showed a HbA1c decrease of
around 0.5%

Percentage of HbA1c regained after
24 weeks in SUSTAIN study?

7.1%

11.8%

1. PET19301C5R, chart11-14

2 Lancel Diabetes Endocringl. 2017:5(4):251-260. doi 10 10M6/52213-8587(17)30013-X

.o-""‘-"‘-:
cic

iR

“hu e e M

Source: Diabetologia, PegBio, NIH. China Insights Consutancy

£

Copyright © 3023 China fnsighls Conswlancy. AN nights resevved.




Advantages of PB119: superior safety profile with mild adverse events, easy administration, and competitive
advantage in costs

PB-119

Superior safety profile Excellent weight loss effect

Incidence of Gl disorders among clinical studies PB-119 (Phase |I: NCT03520972) has better effect in weight loss for T20M

______ patients with BMI232kg/m?, kg
! ' 26 4%

] 1 [ ™= e e b e e -
20.3% 19.
i : L 13.4% | PB-119{150ug)
. 8.0% " Bl
I SUSTAIN ™1: Semaglutide{1.0mg)
! PB-119_! Semaglutide PEG-loxenatde Exenalide ER Dulaglutide

SUSTAIN ™1: Semaglutide(0.5ma)
« PB-119 presents favorable safety profile after 24 weeks of treatments with anly mild Gl

effects, and na incidence of drug-elaed SAEs. +  For diabetic individuals who are overweight or obese, PB119 treatment can selectively
« Phasa |l clinical study of PE119 was registersd and conducted in the .S, and there was no reduce hady weight, with a more pronounced effect as the BMI baseline increases.

racial differentiation among the enrolled patients. + In diabetic patients with a BM) greater than 32 kg/m2, PB-118 treatment for 52 weeks
*  The treatment compliance of 150ug PB-119 group was 90.5% in the phase Il resulted in an average weight loss of 4.7Tkg, this numerically greater to the absolute
weight reduciion observed in 30 weeks, in individuals with similar weight in studies of
semaglutide in the SUSTAIN™ study’ .

Easy administration

- PB-119 utilizes a pre-filled, disposable device, which is easy to use. With a simple and ————————  Comparative advantages in the production
corvenent one-step injection process invoiving the removal of the protective cap, It proves
especially significant for trial participants who are ebierly and with disability. Bio-fermentation Chemosynthesis (PB-119)

+ Additionally, it eliminates the need for titration, making # convenient for both doctor + High initial investmant + Convenlent modification with non-
education and patent s2if-administration, Semaglut de treatmeant requires dose titration, + Ralafively low purity of the products natural amino acids
starting from 0.25mg and increasing the dose every 4 weeks. To achieve a stable dose of « Hard to achieve structural » Competitive advantage in
1.0mg, it takes a minimum of 12 weaks, modifications production cost

1. Lancat Diabefes Endocrinol. 2017:5(4):251-260. doi: 10.1016/52213-

— iRz Source: PegBio, NIH, literature review, China Insights Consultancy
BSBT(17)30013-X I iy
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Pipeline of GLP-1 Receptor Agonists for T2DM with Accepted NDA or Undergoing Phase Il Clinical Trial in China
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T20M drug market Pipelnes
Pipeline of GLP-1 Receptor Agonists for T2DM with Accepted NDA or Undergoing Phase lll Clinical Trial in China (1/2)

Candidate MoA Company Indication  Adsministration Phase Firrst Posted Date  Trial Number ﬂm
FB-119 GLP-1R PegBio TZOM 5.C. MDA, 202319126 CTR20201492 MR
Liragiutide biosimilar GLP-1R Chenan; Paijin T2DM 8.0 MDA, 20241213 CTR20210173 MAPA
Ecnoglutide GLP-1R Hangzhou Sciwind T20M s MDA 2024/11/23 CTR20222156 HNMPA
Semaglutide GLP-1R Qilu Pharmaceutical TZ2DM s.C. NDA 2024915 CTR20230841 MNRIPA
Semagiutide biosimilar GLP-1R Lvzon Group T20mM 8.C MDA 2024/6/16 CTR20222962 NbPA
CJC-1134-PC GLP-1R Hebei Changshan; Hbcsbio T20M 4.C. MDA 202474124 CTR20222496 MMPA
HDG 1201 GLP-1R Hangzhou Jivyuan Gene Engineering T2OM 8.0, MDA 2024/4/3 CTR20232286 MNMEA
Liraglutide biosimilar GLP-1R Z1uhai United T20M 5.C. MDA, 20238122 CTR20200348 MIFA
GZR-18 GLP-1R Ganlea T2DM &.C. n 20241226 CTR20244787 MNMPA
Semagiutide GLP-1R Sihopep Allsing TZ2DM 5.C. i 20241 1/28 CTR20244501 MMFA
Monglutide GLP-1R Jigngsu Hengrui T2DM 5.0 1l 20241015 CTR20243773 MMFA
HRS-7535 GLP-1R Shandong Suncadia T2ZDM p.o. i 202419113 CTR20243308 MMEA
Semaglutide biosimilar GLP-1R Znuhai United T2DM 5.6 n 202419110 CTR20243310 MBFA

———————————————— e e s s s —— e ——————_,ee e
Cic nREN



Pipeline of GLP-1 Receptor Agonists for T2DM with Accepted NDA or Undergoing Phase lil Clinical Trial in China

T20M drug market Pipalinas
Pipeline of GLP-1 Receptor Agonists for T2DM with Accepted NDA or Undergoing Phase lll Clinical Trial in China (2/2)

Candidate MoA Company indication  Administration  Phase  Firrst Posted Date Trial Number m
Semaglutide GLP-1R China Resources Double-Crane T20M 3.0 mn 202417118 CTR20242569 MIPA
J¥09 GLP-1R  Beijing Dongfang Biotech; Beijing Jingyitaixiang T20M 6.C. ] 202404117 CTR20240355 NMPA
TG103 GLP-1R CSPC Baike (Shandong) Biopharmaceutical T20M B.C: L[] 202402126 CTR20240429 NPA
Cirforglipron GLP-1R Eli Lilly T2DM p.o. ] 2023112 CTRZOZII528 MWhFA
Recombinant GLP-1RA GLP-1R Eaijing Lepu T2DM 8.6 1} 202301 /29 CTR20230029 MMPA
GMA102 GLP-1R Hangyun Huaning T2DM 5.0, 1l 20221011 CTR20222558 MIPA
rExanatide-4 GLP-1R CEPC Zhonggi T20M 8 n 201TMET CTR20170495 MR A

Note:
1. denoles the dale when CDE anncunces it receives the NDA for applicable pipelines
2. denoles the Phase Il trial number

Source: CDE, China Insights Consultancy

Copyripht & 2023 China Ingights Consuitancy. Al righls resefed,
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Pipeline of Candidates for T2DM Undergoing Phase lll Clinical Trial in United States

T2DM drug market Pipelines
Pipeline of Candidates for T2DM Undergoing Phase lll Clinical Trial in United Sates

Candidate MoA Company indication Administration  Phase  Fimst Posted Date Trial Number m
CagriSema AMYZ, GLP-1R Mowvo Nordisk T2DM g.c 1] 202473121 NCTOG323174 FD&
CMG190303 SGLTZ; HMGCR Cmg Phama T2DM Mia in 2023113 NCTOGTT2168 FDA
EZR-18 GLP-1R Ganlkee T20M s.C (] 20251115 NCTOBTTT238 FDA
HGD1901 GLP-1R Hangzhou Zhongmei Huadong  T20M 5. i 2024/1210 NOTOR730044 FOA
BGM-0504 GIPR; GLP-1R BrightGene T20M 8.0, in 20241214 NCTOBT 16203 FLW
HRS-T535 GLP-1R Shandong Suncadia T2DM p.o. I 202411114 MNCTOBET2172 FLrA
HRS-8531 GIPR; GLP-1R Shandong Suncadia T2DM 8.C i 2024/10/18 MCTOGR49344 FDA
Moiiglutide GLP-1R Jiangsu Hengrui TZ2DM s.c. I 202410521 NCTOBB49773 FDA
Insulin Degludec/Liraglutide INSR; GLP-1R Tonghua Dongbao T20M 5.C. 1 2024/811%9 MCTORSRET 22 FDA
lcoSema INSR; GLP{IR Mowvo Mordisk T2DM g.C I 2024/2r21 MCTOG268107 FO#
Relatrutide GIPR; GLP-1R; GCGR Eli Lilky TZ2DM 5.0 1 2024/2115 MNCTOB280722 FDA
TG103 GLP-1R e TooM s.c. i 2024/2/14 NCT06258148 FDA
Survodutide GLP-1R; GCGR Boehringer Ingelheim T20M 8.0 [ 2023110/4 NCTOG0EE528 FD
Orforglipron GLP-1R Eli Lilky T2DM p.o. I 202378124 MNCTOS010004 FDA
MSDC-O802K, MPC Cirus Tharapeutics Inc T20M p.o. 1] 20195131 NCTO3570031 FDa

Source: Clinical Trials.gov, China lnsights Conswitancy

Copyright © 2023 China insights Congultancy. All iights reserved.



Pipeline of Candidates for T2DM with Accepted NDA in China

| drug masket Pipefines
Pipeline of Candidates for T2DM with Accepted NDA in China
Candidate MoA, Company indication  Administration Fhase Firrst Posted Date® Em
FE-118 GLP-1R PegBio T2DM 5.0 MDA 2023/9/26 MMPA
lcoSema INSR; GLP-1R Mowve Mordisk T2DM 5.C. A 2024127 MNMPA
Liraglutide biosimilar GLP-1R Chenan; Paijin T20M S0 MDA 20241213 NMP&,
Ecnoglutide GLP-1R Hangzhou Sciwind T2DM 5.C. MDA 202411423 MNMPA
Samaglutide GLP-1R Qlilu Pharmaceutical T2DM 8.C. MDA, 2024/9/15 MMPA,
IBI362 GCGR; GLP-1R Innowvant T2DM 8.0 MDA 2024/81 MMPA,
Semaglufide’ GLP-1R Livzon Group T20M 5.0 MDA, 2024/6M16 MNP A
CH-1134.PC Gl PAR Hehei Changshan: Hheshio T2DM g6 MDA 2024/4124 MNIMPA
HDGA901" GLP-1R Hangzhou Jiuyuan Gene Engineering TZDM 8. MDA, 2024/413 MNMPA
HEC-44616 SGLT2 HEC Pharm TZDM p.o. NOA 2024111 NMPA
Brenzavvy SGLT2 m:’iﬁ?ﬁfﬂ:ﬂ“ﬁ:ﬁfm T20M p.o. NDA 2024/1/4 NMPA
HR20031° DPP-4; PRKAB-1; SGLT-2 Shengdi Medical T2OM p.o. MNDA 202314111 MNMPA
L!ragiutrd&‘ GLP-1R Zhuhai United TZ0M 5.0 MDA 202318722 MNP A
ORMD-0801 INSR’ Cramed Lid TZ0M p.0. NDA 2023/4125 NMPA,
Notes:
1. Biosimilar or genenic candidates
2. denctes the dale when CDE announces it receives the NDA
3. INSR = insulfn receptor
4. compound formulation of SGLT-2i, DPP-41 and metformin

Source: COE, China Insights Consultancy
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Growth drivers and future trends (1/3)
- T2DM drug market drives by growing prevalence, favorable policies towards chronic disease management, and increasing availability of
innovative medications

Growth drivers and
future trends

= Patients from rural regions in China face more challenges in terms of
access to healthcare facilities, limited preventive healthcare senvices Optimal control rate of blood glucose and blood
such as routine screenings and early detection programs, which lead 1o pressure in China, rural vs. city'
a lower control rate of blood glucose and increased burden of T2DM.
+ Compared to urban residents, it is expected that the potential reduction
in mortalfy and the improvement in quality-adjusted life years for rural
residents, especially females, will be greater.
* If 70% of diabetes patients achieve optimal control, the number of ikian _ 21.9%
Growing prevalence of T2DM in deaths before the age of 70 is expected to decrease by 7.1% over the '
China & Unmet clinical needs in next 10 vears, leading to a direct reduction of 14.9% in healthcare
rural regions costs.

= The Healthy China Initiative (2019—2030) serves as a strategic
blueprint for fostering a healthier China and represents an innovative
public policy initiative. Within this comprehensive framework, the
Diabetes Prevention and Control Action stands out as one of the key r

T20M drug market

Rural 17.2%

EERDEFEE (FEI SRR
(2017 - 202556 }

measures among the four actions targeting the prevention and control it oo s
of chronic and noncommunicable diseases outlined in the Healthy < e
ik i o
= The “Medium-to-Long Term Plan of China for the Prevention and =<: ADSARAER. AR | SRER AL 68 AT SRS
Treatment of Chronic Diseases (2017-2025)" emphasizing the ' Pl wenn el
promoticn of health education to boost national healthy quality, ETFTTRET .
Favorable policies towards enforcing early diagnosis and cooperation between medical treatment h
chronic disease management and prevention to achieve comprehensive healthcare management. j Diabetes prevention action §

Conyrghtl & 2023 China insights Consulfancy. AN rights resernsed.

1. Quan, Janchao ef al. The Lancet Regional Health -Westem Pacfic2023,33: 100630 E‘"E 110 15 1 Sourca: Literature review; China Insights Consultancy
e Che g Comloney k]



Growth drivers and future trends (2/3)
- T2DM drug market drives by growing prevalence, favorable policies towards chronic disease management, and increasing availability of
innovative medications

Growth drivers and

200 drug market fubis trahie

Growth drivers & Future trends

Association between % of 215 kg weight

» Clinical guidelines stress the vital role of effectively managing loss and % of T2DM remission in 12 months

diabetes-related risk factors in reducing long-term complications.
Integrating evidence-based pharmacotherapy and lifeslyle B 2 of 215 kg weight loss [_] % of T2DM remission
\‘ intervertions are recommended to comprehensively address
‘ various risk factors such as cardiovascular health, kidney protection,

' obesity, hypertension, and high cholesterol. ; _2‘4%—‘
On weight loss
o ‘ « This aparoach optimizes metabolic control and yields the g 46%

exemplfied clinical outcomes. Therefore, evidence-based drug

Comprehensive benefits of therapy and lifestyle interventions for enhancing comprehensive Non-welaht loss %
T2DM management paradigm benefits are anticipated fo be a future trend. '9 4%
+ T2DM is a major chronic disease that requires consistent medical attention and long-term or even lifetime disease management.
,J Current drugs in T2DM treatment paradigm faces challenges such as loss of efficacy over time that leads to lower disease

control rate and suboptimal long-term patient adherence due to adverse effects. T2DM management paradigm awaits a
new modality that could address these unmet clinical needs and help achieve better clinical outcome.

+ As innovative drugs are being developed, drugs that could simultaneously provide superior safety profile and long-lasting blood
improved patient compliance sugar control would improve patient compliance and efficacy resilience and drive substantial growth of the T2DM drug markel.
and efficacy resilience

Copyright § 2023 Ching inaights Consuitancy. Al rights resenved,

e e e
e Source: Literature review, China Insights Consultancy
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Growth drivers and future trends (3/3)
- T2DM drugs market can drive by personalized treatment strategy, benefits of T2DM management paradigm, and restoration of pancreatic islet

function

Growth drivers and
future trends

TZ2DM drug market

“Patient-centered” strategy for
the management of T2DM

Pancreatic islet function
restoration and alleviation of
T2DM

= Unlike the past focus solely on the singular blood glucose indicator, HbA1c,

there is now increased emphasis on complications and weight management.

= T2DM clinical guidelines highlight comprehensive control objectives,

emphasizing the need for more personalized treatment plans tailored to
individual conditions to enhance the overall therapeutic capacity for individual
diseases.

Therefore, patient-centered diagnostic and therapeutic strategies for T2DM are
expected to become a future trend.

Clinical healthcare goals have shifted towards improving the quality of life and
achieving ‘avorable prognoses for patients, aiming to alleviate the societal
burden and enhance socioeconomic benefits.

GLP-1RAs have been shown to effectively reduce blood glucose levels without
increasing the risk of hypoglycemia. Additionaily, these medications
demonstrzte a protective effect on pancreatic f-cell function and have the
ability to significantly reduce body weight. Hence, GLP-1RAs are anticipated to
be the future trend of T2DM drug market for its premium long-term clinical
efficacy.

cic HiRE

wgpn Canc ey

Common co-prevalence of complications
in T2DM patients

1
32 it TE 2% ?? 28t

ﬂ ﬂ n ]

ObesityHyperlipidemia CKD cvD

Association between kg of weight loss and
% of T2DM remission in 12 months

B6%

57%
34%
o %

Dkg =5kg 5~10kg 10-15kg =15kg

Source; Literature review; China Insights Consuitancy

)
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Introduction to obesity and its pathogenesis
- Obesity is an epidemic disease that threatens to inundate health care resources by increasing the incidence of cardiovascular diseases,
diabetes, musculoskeletal disorders, and some cancers

— Introduction to obesity —

+ Obesity is defined as
abnormal or excessive fat
accumulation that presenis a
risk 1o health. A body mass
index (BEMI) over 24 is
considered overweight, and
over 28 is obese in China

= Obesity causes or
exacerbates many health
problems, both
independently and in
association with other
dissases. In particular, it is
associated with the
development of
cardiovascular diseases,
diabetes, musculoskeletal
disorders, and some
cancers

Introduction

Obesity drug marked

Cnteria for overweight/obesity diagnosis
Body Mass Index (kg/m?) Waist Circumference (cm)

Category

WHO China IDF CDs
Overweight 250-299 24.0-27.9 - -
Obasa 230.0 =280 . B
Concentric
z =40, le: =290,
Obesity Male: 290.0 Male: 290.0
Noter Concentric sbesify refers o a fype of obesify !
5 i i ot b i TR ot s Bk s Female: Female:
cantared on the heart and abdarmen 280.0 285.0

Risk factors

Causes

Obaeity has multiple causes. Significant changes in dietary and
activity patterns has led to the increasing prevalence of obesity

= Increasing intake of energy-dense foods that are high in fat
and sugars

Tsi

l + Decreasing level of physical inactivity due to the increasingly
sedentary nature of many forms of work, changing moces of
transportation, and increasing urbanization

Body weight is determined by energy intake and expenditure and is
influenced by genetic, environmental and psychosocial factors, etc.

+ Genetics: overweight and obesity can run in families

+ Environmertal factors: social factors such as having a low
socioeconomic status, lack of physical exercise facilities. exposurs to
chermicals known as asmogenes

+ Lifestyle habdits: lack of physical activity, unhealthy eating patterns,
not enough sleep, and high amounts of stress

+ Age: the risk of unhealthy weight gain increases as age

* Race or ethnicity: overweight and obasity is highly prevalent in some
racial and etnic minarity groups

cic fiRBEm

Complications
Serious chronic disease are associated with overweight and
obesity, such as CVDs, diabetes, musculoskeletal disorders, etc.
@- * Increased risk of developing CVD, particularly
Hyperlipidemia and heart failure
+ Lead to the development of prediabetes and T2DM

*  Obesity is the major risk factor for obstructive sleep apnoea

Cancer, like endometrial, breast, ovarian, prostate, liver,
gallbladder, kidney, ete.

+ Osteparthritis, which is a disabling degenerative disease of
the joints

< I Re®

Source; WHOC, Mational Institutes of Health, IDF, China Diabetes Society,

China Insights Conzultancy .,

Copyright @ 2023 China insigiils Corsuiancy. Al igins resered.




Global prevalence of obesity with breakdown of key geographies, 2018-2032E

Obesity drug market Prevalenca
Global prevalence of obesity, 2018-2032E
CAGR 2018-23 2023-32E million patients
B China 4. 7% 2.3%
the US 2.4% 2.1%
ROW 2.8% 3.4%
Total 3.3% 2.9%
1,2651.0
1,193.8
11282  SIES
10334
9428
856 4 e
828.5 - — 1639
i 868.6 691.8 7159 740.9 7680
494.8 507 .4 520.9 535.7 551.4 568.3 j
2018 2018 2020 2021 20022 2023 2025E 2028E 2028 2030E 2031E 2(32E
ey - —— e )
e hiREE Source: World Obesity Atlas, WHO, China Insights Consullancy
[ gy Corstiecy
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Global obesity drug market size, 2018-2032E

Obesity drug markat Market size
Global Obesity Drug Market Size, 2018-2032E
CAGR 2018-23 2023-32E USD bitlian
Il Giobal GLP-1RA, Obesity 64 4% 26.0%
Global non-GLP-1RA, Obesity 10.8% 14.0%
Total 30.6% 22.9%

49.2
34.0
28.0
23.0
187
15.2

24 25 24 3.5 55 o 8.1 8.1 10.1

mll i o WS T S0 B B BB 6
2018 2019 2020 2021 2022 2023 2024E 2025€ 2026E 2027E 2028E 2029E 20308 2031E 20126

ETE iR 5 i Source: FDA, periodic reports released by public companies, China Insights :‘_‘.cn-maltan-::m
T e =

Copprighl & 2023 China Insightz Consuftancy. Al ights resarnved.




Market size breakdown of long-acting vs. short-acting GLP-1RAs in the global obesity GLP-1RA market

Dbasily drug marked Market size
Global GLP-1RA obesity market size breakdown, 2018-2032E
CAGR 2018-23 2023-32E USD billion
M Long-acting GLP-1RA, obesity N/A 20.0%
Shori-acting GLP-1RA, obasity 21 6% 7.8%

401

:

329 2

a2

5

268 =

&

21.7 3

17.4 E

13.9 %

11.0

a6 g

6.0 o

8 &

24 4.5
0.5 0.8 0.8 1. - E g
_osl— osl  osfE 108 TE 1.5 : : 2.0 22 24 25 27 29 £
2018 2019 2020 2021 2022 2023 2024E 2025E 2026E 2027E 2026E 2029E 2030E 2031E 2032E §
= - ————
—— Source; FDA&, ClinicalTrials.gov, periodic reports released by public companias,
HE.'.E HEE-IE China Insights Consullanc ..



China obesity drug market size, 2018-2032E

v drug market Market size
China Obesity Drug Market Size, 2018-2032E
CAGR 2018-23 2023-32E RME tillion
I China Obesity GLP-1RA market size NA 111.7%
China Obesity non GLP-1RA market size 13.5% 2.6%
Total 13.5% 43.7%
453
376
30.0
238
18.7
14.5
8.4
0.8 15 0.0 11 1.3 & 21 ]
_ogm 1508 T s 7tE 2.1 22 22 23 23 24 25 25 26
2018 2019 2020 2021 2022 2023 2024E 2025E 2026E 2027E 2028E 2029E 20308 203E 2032E

1 i Source; NMPA, penodic reports released by public companies, China Insights Consultanc

e 5 ()
cic in o6
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Market size breakdown of long-acting vs. short-acting GLP-1RAs in China obesity GLP-1RA market

Obesity drug market Market size
Market size of obesity treatment with GLP-1 receptor agonists in China, 2018-2032E
CAGR 2023-32E RMEB bilion
B Long-acting GLP-1RA, obasity 4° 0%"
Short-acting GLP-1RA, obesity 60.4%
428

é

215 %

]

214 z

5

16.3 g

51

89 -

8.3 3

21 m g

0.4 0] 38 38 37 37 a7 37 35 3

0.1 : g

2018 2015 2020 2021 2022 2023 2024E 2025E 2026E 2027E 2028E 2029E 2030E 2031E 2032E E
— — —— e ——————— 1)

Nofe: The CAGR shown for long-acting GLP-1RA in treating Obesity in Ching represents CAGR in e = MIREE Source: NMPA, CDE, periodic reports released by public companies,
penod of 2024-2032E Ll e China Insights Consultanc .,



Treatment flow of obesity in recommended by AACE and ACE

R

Treatment flow of obesity in recommended by AACE and ACE

Diagnosis

Staging and treatment

Clinical component Dizease stage

=15
=23 1in pabenic of codam efhnwobes; waini ciroembemnoo
below regloraliethic culofs

23-24 3w patients of certsinafmmiclies

Pradiabetes L

Z30 ) : Otreuity nhigee 0
225 in patiors ol ceftain shindlies : D"‘"m; (N eomplications ) L

»25 Infertility (women)
=21 in patierts N ehnicitics Hypagonadism (mean)

apnoa
Agthmaleactive alrway disssse
Datecarthritis
Urnary stress incontinence
Gistroesophageal raflux disease
Mental depression

Suggested tharapy
(basad on clinical judgamant}
Healthy litestyle: Healthy meal pha =Cal BCivity

L Hestyte therapy. Reduced-calons Teaiy, mes (Ea physcal sotvilybehavions)
IrdErvmnisins

Anti-chesity medlcations: Consiger i Mestyle iEmpy 181 19 PrEvent (ugrEsaveE
wazighl grin(EL>IT)

Liestyle thera Py Rasuced-calone healihy meal plary physical actwitybehavioml
imervantoms

Anfi-obesity medications: C i =] io-achirve therspaulic
target of erilae writhy W f

Lifestyle therapy: Ratice

Anb-obresity medications: Inirate
tarairic ] BMI=3

Globally, the treatment regimen for obesity is generally consistent across international guidelines. The American Association of Clinical Endocrinclogy ("AACE") and American College of Endocrinology
("ACE") separately recommend a treatment framework that mainly consist of lilestyle intervention, maintenance medication, and surgical intervention, depending on the disease stage. Before the
commercialization of GLP-1 receptor agonists, there werz several traditional medications approved for the treatment of obesity. However, such medications are often limited in efficacy with potential
savere adverse effects. The developmant of GLP-1 receptor agonists and the increasing number of such approved drugs has been shifting the standard of care for obesity patients globally and in China.

The above table sets forth the reatiment regimean according to AACE/ACE treatment framework.

L"’TE‘ R EE

e, g ooy

Source: AACE, ACE; China Insights Consultancy
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Treatment pathway for obesity in China

Treatment flow of obesity in China

Ohesity market

Treatment pathway

| Overweight and obese patients |

| Patient assessment
i 1 '
Overweight | Obesity B =
Targeted « BMI=28.0 kg/m® or BMIz32.5 kag/m® or
patients = BMI: 24.0-27 .9, no related diseases or + BMI=24.0 kg/m* with hyperlipidemia, 27.52BMI<32.5 kg/m* with at least two
pre-related diseases hypertension, hyperglycemia and other risks components of metabolic syndrome or
factor complications
Pharmacotherapy + lifestyle intervention Bariatric Surgery
Lifestyle intervention * Orlistat rane | ° Sleeve gastrectomy/Roux-en-Y
treatment Falg s gastric bypass/Adjustable gastric

= nutrition/exercise/cognition and * « Liraglutide/Beinaglutide/Semaglutide/Tirzepat "

behavior intervention ide

= Phentermina

e

0
)
]
isg
;7]
=i

(

band/Biliopancreatic
diversion/ducdenum switch gasiric

bypass I d.
0

Source: Chinese Diabetes Society; Chinesa journal of Epidemiclogy; China Insights
Consultancy, ,

Copyright @ 2023 China Insights Consuitancy. AN mohis resenved,



Commonly used anti-obesity medications

Medications

Commonly used anti-obesity medications

21 P.1 receptor agonists have demonstrated significant efficary in reducing hody weight. Alsn impaortantly, approved GLP-1 recaptor agonists are generally well telerated and do not genaerally do not esult
in potentially severe side effects observed for other types of obesity lreatmenl, such as dizziness, raised blood pressure or insomnia. Certain traditional treatment options for obesity also lead to
complications such as unstahle hommone levels and ather metabolic disorders. The weight-controfling effect is often unsustainable as well and is prone fo relapses. The following table summarizes the
effects and limitations of traditional treatment options for oaesity.

{‘h-u,g Mechanam Effects an wﬁlﬂ. Adverse effects Slatus Casimmenils
dedicat ons for shor-term woight managemaont or selocted modicatioms wied off Tahel to promete wenght loss
Plseterrmne’ Syempatham Ehvkp placeboosub-  Insmnne, temae, ™ Blood Currently approved drog e Ditfusaon o

metiu aming rracied wright lnes pressure and pulie raic. shawrt-term weight manage arndled reloawe

lapgpetite imstudies ranging  headachw, palpiation, con ment 5 |2 weeks! in LA, preparation i r
suppesant | oo 2-24 wesks stapation Kuorea andl sovme countre., svarlable
seithd o MOEE in LK

ekl As shone 0 kg plaaehesuh.  Asabove Currently approved dreg for E
on' tracted weight bnss short -term wirigtht manage z
i studbes ranging ] E
Iromm £ 5.1 wevks <
Semisermede’  Anti comvalsan 50% placcbo sl T Nerveusness, seesing, L ol label woeneugh dinal E
ayen tracicd werght b proemors, gast rointestnal ad- traks: shuowdd pist rg
at 17 wodks verw eifects, hvperomnia, evcecd 30 mgl B
Tahgie, amd imsomnia ey 5
Iopisamate’ A abwne 5% phicebo-sib-  Paresthesia dizainess, alioresd  Used ofi-[abel Assowated with %

tracted weght hoss  taste, Gatigue, memor en teraiigenacity.
a1 3 weeks pairmend, smnolence, an- skl rast - E
orexia, and abdomingl pain [ R TS P E
Medicasen forlong-term weght managemens fi
Orlisrar Pancreatic 29kp placebo-sub.  Abdominal pain, bloating, Oy approved drug lor long Available over the g
liprase imhibigr  irscted weight s (latubence, only stimds, diar- lerm wright managemer Simeicr i several o
al | vear thea, & absorprion of fat sol- CrErics =
uhde vitaminy E
Lo

10 i Source: Kang JG, Fark CY. Anti-Obesity Drugs: & Review about Their Effects and Safety
"=
Lo i
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Overweight/obesity Approved drugs in U.S.
- Currently, six overweight/obesity drugs have been approved by FDA

Obesity market Approved drugs
Approved overweight/obesity drug by FDA in U.S., As of LPD
Drug Name MoA Company  Approval Indication MI “'I"":: F'T"" y "::::' Pros Cons
R e e |J e e S Y e e o Y
Orligtat Inh = Roche 04/1999 Obesity p.o. TID. $1,005 increase compliance life, such as fascal incontinence
e O e e e e e e e eoeiere oo Efoctive Weight 055 Lack of fat-soluble vitamins

. . ) . + Bothersome zide effect, such as dry
Phentermine/ , & Overweight/ + Good patient compliance ! :
Tositmeta NE/GABA Vivus oTian12 obesity p.o. ab. $1615 Efactive welght loss Lngnnud“; and a tingling sensation n
" Nalrexonel | Opioid o T 0 Oveweight LU (. + Goodpatient complance - E;r‘m'ﬁnh'hfa;k'muwanim'g'at}éui Ty
sy, 0w otard | OUEMY po | w | ma | ST Sl .
rweig . sll'i‘lunal‘muﬂ‘j controls - Short- a-ctlng 3
Liraglutide GLP-1 N”;d“.“k 122014 Dmbe:si t 5.C. ab. $3.276 blood glucose « Higher injection frequency ’-5
A obesity + Effective weight loss » Increase the risk of Gl adverseeffect 35
T2DM; ¢ Limgading :
Semaglutide GLP-1 Nm.“ 0872021 Overweight! 5.C. Qw. $3527 SARURAR ly controls | | crease the risk of GI adverse effect 5
Mordisk besi blood glucoses g
S e e . Markod woightloss ————
TZOM; : ls-?nﬂ]zc::gusly controls  +  Increase the risk of Gl adverse effect ?
Tirzepatide GIP/IGLP-1 Eli Lilky 1172023 Dvennrelnght! S.C. Qw. 12,276 blood gluiccse + Withdraw drug lead to weight rebound 2
S | . Sanfcantweightloss 8
Rhythm Rare genetic - Applicable to patients = Skin hyperpigmentation §
Setmelanotide MC4R  Pharmaceuti 11/2020 diseasas of 5.C. Qo. $390,559 with specific types of rare *  |ncrease the risk of Gl adverse effect ;5
cals obesily obesity disorders - Depression and suicidal ideation E

Moles: Approval refers o the time when the weight loss indicaton was granted; GABA, =
gamma-ammobutyric acid; GIP = Gaskric inhibitory polypegptide; NE = norepinephrine;
Fare genalic diseases of obesily refers o POMG, PCSK1, or LEPR deficiency

1if

w

i

1

E

=

L=

Source: The Lancet, FOA; China Insights Consultancy
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Overweight/obesity Approved drugs in China

- Currently, only three overweight/obesity drugs have been approved in the domestic market

Approved overweight/obesity drug by NMPA in China, As of LPD (1/2)

Obesily market

Approved drgs

Administra Dosage

Drug Name Moa Company Approval  Indicalion tion Unit Price Cost NRDL
; : Obesity/ ¥ 548 Mot .
Orlistat Lipase Inhibitor Rioche 032001 cwnsrweight p.o. TID (0.12g42} ¥ 15,5482 e

Hangzhou TEOM; wann Net
Liraglutica® GLP-1 Zhongnai 072023 Obasity §.C an. (18mg:3mi) ¥ 18,2007 anvkias Effective waight loss
Huadang Crearwaight® :
Shanghai Obesity/ ¥ 216 Het | ;
Beinaglutide GLP-1 s 072023 o inht! 5.G. TID (4:2mg:2.1ml) ¥11,2524 B Modsst waighl loss
""""" blocks dopamine
- & ' . Mot = Direct suppression of
Mazindol nomspinephrine Desano 072020 Simple obesity p-o. Qb WA NiA o & appetits
reuplako
Lang acting
" Simulanecusly
z : Obesity! Mot
Semaglutide GLP-1 hovo Mordisk DE2024 a sl 5.C. aw A MiA g ml: biood
e e s B e e e e S L PO e
= Long acting
. : Obesily/ Mot : ; ;
Tireepatide  GLP-1R; GIPR EH Lily o7/2024 Che ight s aw MA HiA reds | Eizcl.wa waighl

——_
L
—

15 E

v g O

Oral inlake s mora
convanignt

Has socially
inconvenien
side-affects, sudvas
faecal ncomtimance

Shaort-acting

Higher injection
frequency

EMpEnsive

Increase tha rish of Gl
adverse affect

Shart-acting
Higher mjection
fraquency

discontinuation of
miagindol
significant side effects

Increase the rsk of GI
adverse affect

Expensiva
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Overweight/obesity Approved drugs in China
- Currently, only three overweight/obesity drugs have been approved in the domestic market

Approved drugs

Obesity market

Approved overweight/obesity drug by NMPA in China, As of LPD (2/2)

Notes:

1. The originator, Orlistat, was developed by Roche and named Xenical, However, due to a business adjustment by Roche, Xenical began 1o gradually exit the Chinese market in 2008. In 2010, Zein
Biotechnology aunched a generic version of the Orlistat capsule, and several branded generic products have been approved in the Chinese market since then, As of LPD, 2023, there are 21 generic
Orlistat products approved in China

2. 120mg TID. dosage based on the Summary Review of Orlistat (NDA 020766), expected treatment duration is 52 weeks

3. 3.0mg daily dosage based on clinical data (NCTO12722139), expected treatment durafion is 52 weeks

4, 0.2mg TID. dosage based on clinical data (CTR20190403), expected treatment duration is 52 weeks

5. Oniy T2DM indications are covered by medical insurance, obesitwoverweight indications are not covered by medical insurance

6. Indications and usage on labeling: adjunct to a reduced calorie diet and increased physical activity for chronic waight management in adult patients with an initial body mass ndex (BMI) of 30 kg/m2 or
greater {obesity), or 27 kg/m2 or greater {ovenweight) in the presence of al least one weight-related comorbid condition (e.g., hypertension, type 2 dabetes meliitus, or dyslipidemia)

7. Indications and usage on labeling: Indicated for weight management in adult patients with a BMI = 28kg/m2, or BMI 2 24kg/m2 and &t least one weight associated metabolic disorders (eg, hypertenson,
hypertension, dyslipidemia, fatty liver, obstructive sleep apnea syndrome)

8. Generlc or biosimilar product

4, There is one GLP-1/GIP dual recaptor agonist, Tirzepatide, that has been epproved by the NMPA, for the treatment of TZ0M or obesily indications m China.

Sovrces: Advances in Therapy, Chinese Medical Frontier Joumnal, Chinese Journal of Health Management, NMPA, China insights Consuifancy

Copymight © 2023 China Insights Consultancy, Al ights reserved
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Introduction to GLP-1 class MoA

MaA,

Obesty drug market

GLP-1 is produced from the proglucagon gene in L cells of the small intestine and exerts its main effect by stimulating glucose-dependent insulin release

from the pancreatic islets

GIP iz another member of the glucagon peptide family and stimulates the release of glucagon under conditions of hypoglycaemia
GCG is secreted by pancreatic a cells when blood glucose levels are low and has ability to increase energy expenditure

Effects of GLP-1, GCG & GIP in key metabolic tissues

Effects, working principles and target tissues of dual agonists & triple agonist

= Satioty |
- = Mauroproecton 11

Irtastine |
. Perslaiss } |
+ Gasirc emptying
+ Lipapeolein secreton | |
Muscle

|« lnsubn sensiivity
+ Glucose uptake 1

Liver
» Gluconeogenesis |1
' = Hapalic skagtosis |
= Ingulin senehivity |
= il g production |
+ Lipogoresis |
« Fasy add coidation §
= Cholestaral |

| Heart
= Candioryocyie sunivel T
% = Cordesc profection f
v + Infacsan sz §
= Heart roe §

Pancreas
| @-calis
* Glucagon secrtion 11
B colls
= Insulin synthasist
= |rsulin secremon 111

\E-ﬂ)

+ Profiferation and sunival 11
e White adipase tissue
' ~[% o« Lipolysis ¢4
{7~ = Lipoganasiz |
=« Fatwass }}

|Imﬂpﬂl-'lm 1

B—.

Dual

Concurrent activation of
GLP-1 and GCG receptors
Combine the ancrectic and
energy expenditure effect of
GLP-1 and GCG

agonist

Concurrent activation of
GLP-1 and GIP
Combine anorectic and
insulinotropic activities of
GLP-1 and GIP

Triple
agonist

i M0
cic HRE™

Concurrent activation of
GLP-1, GIP and GCG
receptar

Combine anorectic and
insulinotropic activities of
GLP-1 and GIP with engery

expenditure effect of GCG

Source; Journal of Intemal Medicine, China Insights Consultancy
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Clinical results of GLP-1 target drugs

- Although GLP-1 RAs have reshaped the treatment of overweight/obesity, there is an unmet need to improve efficacy and reduce adverse effect
of current GLP-1 therapy

Clinical results

Indirect comparison of current overweight/obesity medications
* GLP-1 RAs showed strong efficacy compared with conventional C m = Higher discontinuation rate in GLP-1 RAs were cbserved
overweight/obesity treatment, especially in long-acting GLP-1 RAs —/ and were driven by Gl tract evenis
Trial Europaan Multicenter Study ChiCTR18000234.28° SCALE STEP SURMOUMNT-3

T © g’

£

< pann

Y =4 b

Orlistat (120mg) Beinaglutide (0.2mg) Liraglutide {3mg) Semaglutide (2.4mg) Tirzepatide {_1 W!E mg]

. Treatment = Placebo | Treatment : Placebo | Treatment = Placebo | Treatmen! | Placebo | Trealment | Placebo

AT T

ettt £ it 8 et B RS £ A48 LT £ 1 AT AT 1 RS S AT ET L Pt o e e —

Trial duration (weeks) 52 :
Dose ! TID,

_ MoanBMI(kgrm) | 2047

Safety concerns .

SAE (%) | _TA4% 28% | oo S 50% | 64% | 59% | 4&%

:
E

TS _. N ———T——— : i s s ;. JR——
| :

Discontinuation rates : ;
due to AE (%) P 3h%. 1 pgs

Copyriph! © 2023 China insiphts Consultancy. AN fighis resaned,

-14.9%

Weightloss (%) -102% = "

Notes: 1. Chen K, Chen L, Shan Z, et al. Beinaglutide for weichl management in
Chinese individuals with overweight or obesity: A phase 3 randomized controlled dinlcal
study. Dfiabetes Obas Metab. 2024, 26(2):6590-898. doiz10.1111/dom. 15360

)

iR e Source: The Lancet, NIH; Jaha, Cinical trials;
Chon s ey China Insights Consultancy ;5
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Pipeline of Clinical-stage GLP-1 Receptor Agonists for Obesity in the United States

Obesity market Pipalines
Pipeline of Clinical-stage GLP-1 Receptor Agonists for Obesity in the United States
Candidate MoA Company Indication Administration  Phase  Firrst Posted Date Trial Number “:L;m‘

T2DMICbesity'OverweighVCVDsCKDs p.o. ] 2023047 NCTOS803421 FDa

Crforglipron GLP-1R Efi Lily ObesityOverweight T20OM po: in 2023/3124 MCTOS5872620 FOA

OverweightObesity po. i 2023/3(22 NCTO5862903 FDA

AZDS004 GLP-1R Astradeneca Overweight'Obesity p.o. Il 20241008 NCTOG5T9092 FCA
ROSE-010 GLP-1R Rose Pharma Chverwaight/Obesity se 1 202411001 NCTOSBZ1T FOA g
RGT-075 GLP-1R Regor Obesity p-0. L} 202472126 MNCTOBZTT934 FCA &
K-T5T GLP-1R Kaltyope: Dbesity p.o. [} 20238731 NCTOE018559 FOA, %
5-309200 GLP-1R Shionagi Obasity p.o. L} 20236125 NCTOE025114 FOA g
Canuglipron GLP-1R Pfizer OhesityiCverweight T2DM p.0o. I 2021113 MCT04707313 FOA =§
GSBER-1290 GLP-1R Gasherbrum Bio Obasity!Overweght T2DM p.o. 111 20231125 MCTOSTG2471 FOA E“
CT-586 GLP-1R Carrot ObesityType 2 Diabeles p.o I 202359 NCTO5814107 FDA :
W04 GLP-1R Sciwind ObesityType 2 Disbetes/MASH po I 202211013 NCTO3573314 FOA §
:
Source: ChnicalTrals gov, China nsights Consutancy E-g
o

cic finsn



Pipeline of Clinical-stage GLP-1 Receptor Agonists for Obesity in China

Dbesity market Pipelines
Pipeline of Clinical-stage GLP-1 Receptor Agonists for Obesity in China

Candidate Mo Company Indication Administration Phaso  Firrst Posted Date Trial Number m
PB-118 GLP-1R PegBio Overwaght/obesily 5.C. | 2024/417 CTR20241107 MIMPA
Semaglutide GLP-1R Jiangzu Thery Obesity 5.C. Ll 202412123 CTR20244777 MRMPA,
GZR-18 GLP-1R Ganlee Overweight/obesity 5.0, 1 20241218 CTR20244647 MRPA,
Semaglutide GLP-1R JiangsJ Sinopep Cibesity E.C 1] 20241212 CTR20244452 MNP,
VCT220 GLP-1R "l.l'ir'-cemaga Ovenweight/obesity p.0. 1 202411720 CTR20244365 NMPA,
Semaglutides GLP-1R Chengdu Bedte Dhbasity sC i 2024/9/30 CTR20243408 NMPA
ZTO06 GLP-1R 0L Biopharm Owerweight p.o. I 202411115 CTR20244313 NMPA
Semaglutide GLP-1R CSPC Obasity S.C 1] 2024/9(14 CTR20243481 MNIMPA
Ororglipron GLP-1R Eli Lilky Overweight/obesity p.o I 2023811 CTR20232459 MMPA
Ecnogiutide GLP-1R Soiwind Ouenweightiobesity 5. I 20237315 CTR20230745 hFA
Semaglutide GLP-1R MWova Mordisk Waighl managament X [} 20235908 CTR20232812 MMPA
BRYTO GLP-1R Bailji Youtang Crhaanweight/obesity 5.0 Il 2024/8/13 CTR20242957 MMPA,
ZT002 GLP-1R QL Biopharm Overweight/obesity 5C I 2024/7/12 CTR20242637 MNMPA,
HOM1002 GLP-1R Hangzhou Zhongmei Huadaong Overweight/abesity p.o. i 2024/4/11 CTR20241151 NMPA
Supagiutide GLP-1R Innogen Owerweight/obesity S.C. Il 2024/3/11 CTR20240801 NVPA
HRS-7535 GLP-1R Shandong Shengdi Dbesity p.o. 1 202412118 CTR20240369 NP A,
GMA-105 GLP-1R Hongyun Huaning Overweightfobesity sc 1B 2022/627 CTR20221601 NIMPA
MDOR-001 GLP-1R MirdRank Overweight/obesity 5. Il 2024/8123 CTR20243057 NMPA
SAlL-0112 GLP-1R Salubris Overweight/obesity p-c. I 20231218 CTR20233048 MMPA

Notes: Biogimilars registered at COE nof included
Source: CDE, China Insights Consultancy

Copynghl © 2023 China insights Consulfancy. Al rights rezenead




Pipeline of Clinical-stage GLP-1/GCG Dual Receptor Agonists for Obesity in the United States

Obesity market Pipelinas
Pipeline of Clinical-stage GLP-1/GCG Dual Receptor Agonists for Obesity in the United States
Candidate MoA Comgany Indication Administration  Phase  Firrst Posted Date Trial Number !
IBI362 Diabetes Mellitus/T2DMIChasity 5C i 20231228 NCTOB184568 FoOA
: GLP-1RIGCGR Eli Lillyfirnovent
(Mazdutide) Diabetes Melitus/T20M s n 202201117 NCTOS606913 FOA
Obesity/NASH e 11} 2024/3113 NCT06309292 FOA
Oibesity s i 20231011 NCTOBOTTEES FOA
Survodutide GLP-1R/IGCGR Boehringer Ingelheim
Obesity T20M s.C 1] 20231014 NCTOS086528 FOA %
Obesity 5. 1] 20231004 NCTOB0BES15 FO& E
-
Pamvidutide GLP-1RIGCGR Altimmuna Cbesity/Overweight sG ] 20221325 NCTO52395875 FOA 3
OesityT20M sc 1 2048716 NCTO3536830 FDA 3
Efinopegdutide GLP-1R/IGCGR  Merck Sharp & Dohme LLG 3
Cbesity se I 20187473 NCT02436392 FoA =
DA-1726 GLP-1R/IGCGR Neursbo Obesity 6 [ 2024/2/9 NCTOR252220 FOA §
DDO1 GLP-1R/GCGR Meuraly Cverweight'Obesity/T2DMMASLD g [ 2021323 NCTO4812262 FDA §
L}
Chvenweight/ Obesity . | 201HE1E NCTO4059367 FOA E
(i]
NNCI204-1177 GLP-1RIGCGR Movia Mordisk M P
etabolism and Nutrition
DisorderObesity 5.C 1 2016/10/21 NCTO2041042 FOA %
1.%

Source: C‘Iirﬁml]'n’a.';.ﬁu. China -‘nﬁ' his Consui.rarr:r

cic FliRiE s
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Pipeline of Clinical-stage GLP-1/GCG Dual Receptor Agonists for Obesity in China

Obesity market Pipelines
Pipeline of Clinical-stage GLP-1/GCG Dual Receptor Agonists for Obesity in China
Candidate MoA Company Phase Indication ST, T o Trial Number
GLP-Ar ! L
PB-715 aeG PegBia 1 Overweight/obesity s5.C 2023105031 CTR20231655
: GLP-1/ : 2 i
Mazdutide Gee Innovent NDA Owverweight'obesity S0 20232126 CTR20231655
" GLP-1! . ; . g
Survodulide GoG Boehringer Ingelheim I Crverweight/obesity 5.0 202312014 CTR20231655
Notes.

1. Mazdutide's NOA was accepled by the CDE in February 2024, its First Post Date and Trial Number dencte its earfes! Phase Il clinical trial registered at the CDE.

Source: COE, China Insights Consuttancy

e
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Clinical results of GLP

-1 dual agonists

- GLP-1 dual-target agonists has shown superior efficacy to mono target drugs

Obasity marke Clinical results

Indirect comparison of current GLP-1 class clinical results

Trial

GLP-1 mono agonists _5’_ GLP-1 dual agonists
SURPASS-I| SURPASS-I SURPASS-I| NCTO49045913

Tirzepatide (10mg) | Tirzepatide (15mg) Mazdutide(9ma)

Trial duration(weeks)
MoA

Baseline wgighf {kg)

Discontinuation rate%

Weight loss (%)

Nates.”. Placaba adjuslod

40 40 48

GLP-1 § GLP-1/GIP

; 342 34.3 _ 345 3.8
93.7 94 8 938 893

0%

— e Source: NEJM, nature communications, Innovent, China Insights Consullancy
i E ﬁ
ClC 4F _!’1_:__
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Drivers and future trends in domestic obesity drug market
- Drivers and future trends in domestic ockesity drug market include the increasing number of obesity patients, surging clinical needs due to
improved social education, and GLP-1RA’'s widely recognized efficacy in weight management

= -

Drivers & Future trends

= Urbanization and economic growth have changed people’s food choices.
However, the modern lifestyle characierized by unhealthy dietary hablts and =
(%% reduced physical activity has led to an increasing prevalence of obesity, Bl China T America
overweightiobesity ~ * As @ result, the prevalence of obesity in China continues to rise, accompanied by
patients an increasing demand for weight management, which has led to the
continuous expansion of the market for overweight and obesity medications

................ e sEmmmmaEE T T rEe— T E T T ——————— e -

Comparison of annual increase in obesity in China and the U.S.

.’ *+ Social education has heightened public health awareness, shifting the focus Comparison of clinical visits between parents with and
.r:\ on obesity from mere aesthetic to issues closely linked to health, which has without education
Social education reinforced the inclination of residents to seek medical attention, further Educsted
leads to surging increasing heathcare utilization and treatment rates, driving the continuous
clinical needs expansion of the weight management and obesity medication market Non-educated | ]1.4% =

« The first GLP-1 was approved for treating overweight and obesity in China in
July 2023, demonstrating significant weight reduction effects and safety. The
increasingly severe obesity issue in China has fostered the development ofthe [l Liragiutide [] Placebo

Percentage of patients achieving weight loss at 1 year

i GLP-1 drug market, offering a diverse range of GLP-1 medications for effective
e weight management and obesity treatment —_— — 63.0%
== + Since the first dual-target obesity drug Tirzepatide (GIP/GLP-1) was approved |27.0% ;
x‘:ﬂflcﬁm::xy and demonstratad unprecedented weight loss effects, maore dual-target
i inical tri i =10% ;
and safety of GLP-1RA . obesity drugs have entered clinical trials and have great development potential 11.0% .

The evidence from numerous clinical studies clearly demonstrates that weight
loss can significantly lower the risk of obesity-related complications and
chronic diseases. Losing weight provides individuals with numerous overall
benefits, leading to improved physical and mental health.

— £ i Source: Advances in Therapy, World Obesity Atlas; Chinese Journal of Child Health Care;
ClC s Chinese Medical Information Guide; China Insights Consultancy y,

Copyright © 2023 China Insights Consullancy. ANl righls raserved,
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MASLD is a condition in which excess fat is stored in liver. Two types of MASLD are MAFL and NASH. People with
NAFLD may develop liver complications or other health problems

Introduction of metabolic associated fatty liver disease (MASLD)

Meatabalic assaciated fatty liver disease (MASLD) alsn known 35 nan-aleahalic fatty liver disease (NAFLD) is excessive fat build-up in the liver that is not a result of
excess alcohol consumption or other secondary causes. Two types of NAFLD are metabolic associated fatty liver (MAFL) and metabolic dysfunction-associated
steatohepatitis (NASH). Some individuals with non-alcohalic fatty liver disease (NAFLD) will face mortality due to either liver failure, hepatocellular carcinoma (HCC),

Development and Classification of MASLD Symptoms of MASLD

S s Thew | Teieowi NASHCihosis
Healthy liver controls the levels of glucose, * Abdominal swelling Enlarged
HE:E:H * . fat and protein in the blood. Most MAFL E}Elbants are blood vessels just beneath
- N .. asymptomatic. the skins' surface
. * Faligue « Enlarged spleen

DEHEOGIt00 U e L + Pain or discomfort in the * Red paims

process called stealosis. upper right abdomen * Yellowing of the skin and
------------------------------------------------------------------ eyes

Accumulated fat causes stress and injury to

hepatocytes which leads to fibrosis Risk Factors of MASLD
------------------------------------------------------------------ s i . idism

Dead hepatocytes are broken down and ype 2 Gabtes Hmﬁymdls

scar tissue accumulates, which stiffens the + High cholesterol * Hypopituitarism

liver. = High triglycerides level = Obesity
""""""""""""""""""""""""""""""""""""""""""" + Metabolic syndrome = Obesity, particularly when fat is

Cancar and liver fallure might be caused as = Polycystic ovary syndrome concentrated in the abdomen

complications by long-standing cirrhosis.

Source. Nature, China Insights Consullancy
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NASH is an advanced form of MASLD, and risk of cirrhosis and hepatocellular carcinoma increases with NASH

Introduction of metabolic dysfunction-associated steatohepatitis (NASH)

Metabolic dysfunction.associated steatohepatitis (NASH) is an advanced farm of metahnlic associated fatty liver disease (MASLD). MASLD is caused by buildup of
fat in the liver. When this buildup causes inflammation and damage, it is known as NASH. T2DM and insulin resistance increases the risk of NASH, besides, cbesity, high

blood cholesterol and triglycerides, and metabolic syndrome increases the risk too.

[

in liver, and about half of

g @ @}" \f\ them have harmful
CTscan MRIscan  Uthiasound inflammation and scaring.

Diagnosis for NASH : :
2 r Liver fat triggers harmful
No single test can diagnose NASH inflammation tiaf creales
Blood Tests Biopsy scar tissue in liver. About 3
( @ The only test S OV & of 4 T2OM or prediabetes
Q diagnosis of NASH patients have too much fat

¥ i ]

Firsl Step

The two-hit theory of NASH

—I Complications of MASH ]t

has developed typically after many years.

* Fibrosis and cirrhosis

| The inflammation and liver cell damage will start tofibrosis. If left untreated, scar tissue will
continue to replace healthy liver tissue leading to crrhosis, which is advanced, late-stage
scarring. About 20% of people with MASH will progress to cirrhosis over several years.

* Liver failure

If cirrhosis is not treated, the liver will not be able to work well or work at all. A liver transplant
may be need at this stage,

MASH can be silent diseases with no symptomns at all or very mild symptoms such as tiredness and fatigue in early slages of the disease. Ofien the first sign occurs when cirrhosis

« Liver Cancer

One of the complications of cirrhosis is liver cancer. Risk of hepatoceliular
carcinoma(HCC) increases.

+ Cardiovascular diseasal Type 2 Diabetes

People with MASLD or MASH are more likely to have cardiovascular disease/T20M
and cardiovascular disease s the most common cause of death in people who have
MAaSLODMASH.

Source: ALF, NIHR, NIDDK, Stanfordhealthcare, China Insights Consultancy

54
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MASH is chronic and progressive disease without approved treatment options

Introduction

—i Progression of MASH }

r&umrﬂ liver damngu

; +——— Reversible |

g

Cirrhosis

Healthy Liver MASLD

~40% of global pcpulation

MASH

Hepatocellular
Death

MASH with fibrosis Liver transplant

MASH classification MASH is associated with T2DM MASH is mainly diagnosed MASH has high unmet needs %
— = through liver biopsy
Fibrosis Stage General Population  People with T2DM a e
- L 1 = i - T T A AT B b e e e e s e e ' & £ =
. Sebbddsd b dabiddddbd Liver bicpsy is Key unmet needs £
XD DI iiiiiiiir  rraziiiia currenty tho methoc = | ¢
_— — — — -:n-'L..Aqav—J-.-a- - b
NAS Score Litdiidisd :dnpu::an n:faﬁn:,ﬂa J Lack of treatment targeting both §
T : Titass : TR 2 MASH and resolution and fibrosis
Reflects disease activity, composite : r invasive tests and %
of three features (steatosis, - e launch of disease- =
inflammation and ballooning) & Uneffected © MASLD & MASH or Fibrosis maodifying therapies
e o —— » \ may make diagnosis Key unmet needs ‘ g
-& " -.a. o e “ 23% easiar uf fur Ci I %
F —_— ; F . 4 Lack of treatment rrhosis
e Prevalenceof  T2DMin  T2DMin  .oooon o 5
activity and fibrosis T20M MASLD MASH :
L&
i hina | hts Consultan
— iR 8 Source: ALF, NIHR, NIDDK, Stanfordhealthcare, China Insights Consultancy
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Global prevalence of NASH with breakdown of key geographies, 2018-2032E

Global prevalence of NASH, 2018-2032E

MASH market

Prevalence

== mae S million patients
M china 2.9% 2.3%
" the US 3.2% 2 8%
ROW 2.1% 2.0%
Total 2.3% 2.1% _—
a5 3419 3487
328.3 7
- 49.8 i
2892 2955 485 )
264.0 270.3 276.6 282.9 g - e -
2714 2774
246 6 251.3 256.0 260.8 265.8
2007 2144 2190 2235 2281 2327 2313 2420
2018 2019 2020 2021 2022 2023  2024E  2025E  2026E  2027E  2028E 2029  2030E  2031E  2032E

e N0 e
cic fiRsA

Source: World Obesity Atlas, WHO, China Insights Consullancy
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Global NASH drug market size, 2018-2032E

Obesity drug markel Market size
Global NASH Drug Market Size, 2018-2032E
CAGR Period CAGR USD bittan
M crina M27-2032E B3.49
ROW 2024-2032E 107.4%
Total 2024-2032E 108.6% 47 6
2.2
36.3
23.3
0.9 454
15.6 247
47 - ‘
. 22.4
3.0 - 15.0
0.0 0.0 0.0 0.0 0.0 0o 01 0.3 0.7 2 'ﬂm B3
— 0.0 [—— 0.0 [—— 0.0 l8—— 0.0 ff——0 0 [—— 0.0 [ /—0.1 [E——0 3 El——0.7[——29==.
2018 2019 2020 2021 022 2023 2024E 2025E 2026E 2027E 2028E 2029E 2030E 2031E 2032E

Notes amd Assumplions.”

+  Notes: The marke! size of NASH is estimated as the average annual treatmend expenditure of NASH drug multiplied by the number of treated patents. For the global markes, the anmual treatment price assumption s based
an fha first approved MASH drug Resmatirom, with an expected wholesale price of approvdrmately US$4.0 thousand for a pack of 30 tablets and an initial expected price of LISE47 4 thousand per year in 2024, and the price
bebtawsen 2024 and 2032 globally = expecied (o ba within the range of US$15.0 thousand to USE3000 thousand. The number of addressable patients is estimated as the number of MASH patients globally multipbed by the
percentage of patients with advance stage (F2~F3) of fibrosis, which is expected to be within 35%~40% globally. The number of patients whao adopt approved NASH-indicated drug is expecied to be within 1,500~2 00C in
2024 globally, and the freatment rate at 2032 is expected to be around 1% out of the total addressable patients.

+  For the China market, the annual freatment price is expacted o be US$2,000-US552,400, the numbser of addressable patients is estimated as the number of NASH patients in China multiplied by the percantage of patients
with advance slage (F2~F3) of fibrosis, which is expecied to be within 25%~35% in Ghina between 2027 and 2032, The first drug indicated for NASH B expected 1o be approved in 2027, when the patient irealment rate is
expecied to ba 0.3% out of the talal addressable patients, and is axpectad fo be within 5%~6% in 2032

$7i0 2 i Source: Journal of Hepatology, FDA, ClinicalTrials.gov, China Insights Consutancy
[}
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AGA recommends that management for NASLD/NASH patients varies depending on their risk of clinically liver fibrosis.
Due to its complex pathogenesis, medication for MASH is underdeveloped currently

MASLDIMASH d

Recommendation for NASLD/NASH patient management

Treatmernt
racommendsation

MASLD/MASH Clinical Care Pathway multidiscigplinary task force
Risk level

Patient stratification

Lifestyle intervention

Weight loss
recommended if

overweight or obese

Pharmacotherapy for
MASH

CVD risk reduction

Diabetes care

Recommended managemant of patients with MASLD/MASH

Low risk Intermediate risk High risk
FIB-4 < 1.3 or LSM < B kPa or liver FIB-41.3-267 and for LSM 8- 12 FIB-4 = 2.67 or LSM =12 kPa or liver
biopsy FO-F1 kPa and liver biopsy not available biopsy F2-F4

All patients require regular physical activity, healthy diet, and avoid excess alcohol intake

May benefit Greater need Strong need

« Structured weight loss programs
+  Anti-obesity medications
= Bariatric surgery

Mo pharmacological agent is FDA-approved so far for MASH treatment,
patients with T2DM may benefit from some diabetes medications such as
pioglitazone and some GLP-1 RAs;
N e idsd Vitamin E improves steatohepatitis in patients with MASH without diabetas,
with less evidence in patients with T2DM
Pharmmacotherapy for MASH cimhosis
is very limiled and should be avoided

Statins can be used safely in patients with steatohepatitis and liver fibrosis, but is to be avoided in decompensated
cirrhosis

Standard of Care of diatetes

Mot applicable

Medications with efficacy in MASH (pioglitazone, GLP-1 RAs) preferred

Motes: FIB-4: fibrosis-4; LSM: liver sliffness measurement; CVD: cardiovascular disease; GLP-1 RA: glucagan-like peplide 1 receptor agomis

gic nnEA

GLP-1RAs can improve insulin
sansitivity, reduce hapstic
glucoss production, and
promote weight loss, Thesa
metabolc effects may
contnbute o Detler
management of MASH, 25
insulin resistance and obasity
are common faciors
associated with the condition.

GLP-1RAs have demonstrated
anti-inflammatory effects
wiich can be beneficial in
reducing ver inflammation, &
key componant of MASH
pathology.

Some studies suggest that
GLP-1RAs may have anfi-
fibrotic effects, potentially
helping to prevent or reduce
Iver fibrosis, a saricus
consequence of MASH.

Source ; Gastroenterology, China Insights Consultancy

B
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Pipeline of Clinical-stage GLP-1 Receptor-Targeted NASH Drug Candidates in the United States

MASLDIMA

) Pipelines
Pipeline of Clinical-stage GLP-1 Receptor-Targeted NASH Drug Candidates in the United States
; Competent
Candidate MoA Company Indication Administration Phase Firrst Posted Date Trial Number authurity
FBE-T18 GLP-1R/IGCGR Pegio MASH 5.C. | 202118125 NCTO5021668 FO&,
Survadutide GLP-1R/GCGR Boehnnger Ingelhem MASH 8.C. 11 202473113 NCTDE309992 FOg,
Semaglutide GLP-1R Movo Mordisk MASH 8.C. 1] 20217330 NCTD4822181 FDa,
CD-01 GLP-1RIGCGR Meuraly Inc NAFLD 5.C. I 2024/5i13 KNCTOEL1 0924 FD#&,
Pemvidutide GLP-1RIGCGR Altimmung MASH 5.C. I 2023814 NCTOS8B8711 FDa,
Efincpeadutide GLP-1RIGCGR VB &“ﬂ%‘& Hohons MASH, NASLD s I 2023/5126 NCTOSB77547 FDA E
7
Efocipegirutide (HM15211) GLP-1R/GCGRIGIPR  Hanmi Pharmaceutical MASH 5.0, I 2020087 NCTO4505436 FOa E
E =
=]
AFZDAS50 GLP-1RIGCGR AstraZenaca MASLD 8.C. |1 202311730 NCTH 151964 Fa .,%
WKZ2T735 GLP-1R/GCGR \iking Therapeutics NASLD p.o. | 20221124 NCTOS5203237 O E‘
B
B
o
£
=
£
(4]
Notes: o
1. Trisl NCTOS021666 is conducted on healthy parlicipants E
Sowrce: ClinicalTrals. aov, Ching Insights Consultancy §

cic s
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Pipeline of Clinical-stage GLP-1 Receptor-Targeted NASH Drug Candidates in China

MASLD/MASH drug o
market Pwmaﬂ
Pipeline of Clinical-stage GLP-1 Receptor-Targeted NASH Drug Candidates in China
Candidate Mah Company Indication Administration Phase Firrst Posted Date Trial Number E:"!'IHII'I'“

Survodutide GLP-1RIGCGR Boehringer Ingelheim MASH 5.C. 1) 202411726 CTRZ20244843 MK PA

Semaglufice GLP-1R Mown Mordisk MASH 5.C. 11} 20210727 CTR20211818 N PA

Efinopegdutide GLP-1RIGCGR Merck & Co. HNASH 5.C. L[} 202310018 CTR20233311 MM PA

GUANGDONG HEC

HECB&473 GLP-1RIFGF21 TECHNOLOGY NASH, T2DM, Obesity 5.C ] 202308/17 CTR20232481 MM
TZDM,

UBTZ251 GLP-1R/IGCGRIGIPR Federal Biotechnoiogy Owerweight/Obesity, g0 la 2023709/20 CTR20232597 NMFPA
NASH

Source: COE, Ching Insights Consullancy

cic HiREMR
S AR
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Growth drives of MASH/MASLD drug market include the growing patient population, unmet clinical needs of
MASH/MASLD and the positive achievement in current R&D

Growth drivers & Future trends

= As a melabolic disease, MASH is associated with sk factors such as Prevalence of MASH in China, 2018-2032E
a2 obesity, T2DM, abnormal fat levels in the blood, age, and obstructive Million patents
sleep agnea, among cthers. As the world obesity and T2DM population
‘ grow, so will the MASH population grow steadily. - 46.1 S
« The rising prevalence of metabolic disorders, including fatty liver i
disease, is a significant driver. Factors such as sedentary lifestyles,
Expansion of vulnerable poor dietary habits, and obesity contribute to the increasing incidence 1l i )
population and increasing of MASLD. 2018 | 2022 | 2027E | 2032
prevalence
\‘ = As of December 2023, there are no FDA, EMA, or PMDA-approved drug for treatment of MASH and MASLD.
‘ The absence of approved drugs presents an opportunity for companies to pioneer novel therapies for MASH. The initial
o " company to successfully introduce an FDA-approved MASH drug stands to attain a substantial competitive edge, given the

considerable and expanding patient population seeking effective trealments.
Novel treatments to fulfil the + With the increasing prevalence of MASH, the economic burden of the disease is on the rise, leading to a growing demand for
unmet medical needs of MASH new treatments capable of mitigating healthcare costs linked to the condition.
and MASLD

&

= The existing pipeline for MASH encompasses a wide array of medications, notably including FXR agonists, FGF21 stimulants,
FGF 19 analogs, GLP-1 agonists, PPAR regulators, THR-§ agonists, and other prominent classes. Ongoing research and

Ongoing positive achievement ongoing clinical Irials possess the capability to reshape the MASH market landscape.

in R&D

Wote: EMA, European Medicines Agency: PMOA, Phammaceutical and Medical =Te PR A Source: Lierature review: China Insights Consultancy
e Clrw P o

Devices Agency a1
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Congenital Hyperinsulinemia
- Congenital Hyperinsulinism is a rare disorder associated with dysregulated insulin secretion

CHI market

Intreduction

Introduction to Congenital Hyperinsulinemia

. § + Congenital Hyperinsulinemia (CHI) is an endocrine disorder characterized by dysfunction of pancreatic p cells, leading to sustained insulin release
\ r and inappropriate elevation of blood insulin levels, resulting in hypoglycemia

= CHl is a common cause of persistent hypoglycemia in newbornsi/children, with severe implications for the central nervous system and even mortality
+ CHI was included in the “first batch of the Rare Disease Catalog” ( { # —#F L& 8 %) )in 2018

= Pathophysiology of CHI — Clinical manifestations
Primarily characterized by hypoglycemic symptoms, manifesting as sympathetic nerous

- Deficiency in the key regulatory system activation symptoms such as swealing, tremors, palpitations, anxiety, hunger, and B
pathways for synthesis and increased heart rate. In severe cases, there may be consciousness alterations, including g
secretion of insulin in congenital seizures, drowsiness, and coma, posing a potential life-threatening risk 2
pancreatic B cells e g
* K ion channels in — _-"f AL N — Diagnosis of CHI | &
pancreatic p cells gene l’ W Typical symptoms are present, venous blood glucose is <2.8 mmoliL, g
(ABCCBS/ KCNJ11) mutations e [ R \ and Howi iteria are simultanecus! y £
are common genetic variations B B o Y / v Serum insulin =1 mU/L, or blood C-peptide 20.5 pg/L, along with blood B- ".‘_;
in patients with CHI N / hydroxybutyrate <2 mmeol/L and free fatty acids <1500 ymol/L E
(approximately 40-45% of total) \ ¥ Positive glucagon stimulation test: Glucagon 30-100 pgfkg (maximum 1 mg) is E
- For nearly half of the CHI ?dministemd subcutanecously or intravenously over 15-45 minutes, and blood glucose i
patients, the cause remains moteases by =1.5 mr_nuh"L N by %
unidentified v Intravenous glucose infusion rate =8 ma/(kg-min) is required to maintain normal blood P
glucose levels . B
=
3

—— Source: Expert consensus (2022}, China Insights Consultancy
TiE MR
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CHI patients 2018-2023, 2023-2032E

R -

Incidence of CHI in Global, 2018-2032E

CAGR 201823  2023-32E Palients
" Incidence of CHI in Global 4.2% 4.0%

4713 4690

az9y 3952
a00 2230 '
3,910 '

a1z 328 E

2915 3006 g

3

;

2019 202 2021 2023  2024E 2025 2026E  202TE  2028E  2029E  2030E  2031E  2032E %

Source: China Insights Co
Fie thasm i vt i egcy)
ey gy
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CHI patients 2018-2023, 2023-2032E

R

Incidence of CHI in China, 2018-2032E

CAGR 2018-23 2023-32E Patients
" Incidence of CHI in China 1.7% 3.0%
3
§
:
2018 2024E  2025E 2026E 2027E  2028E  2029E  2030E  2031E  2032E g

E-E iR Source: China Insights Consultancy
*-...{..- Cwm g ey 95



Treatment pathway for CHI

- Diazoxide is a first-line therapeutic medication for CHI, exhibits suboptimal efficacy in certain cases with specific mutations

CHI market Treatment pathway
Treatment pathway for CHI
First-line M Second-line Other therapies |
» Non-diuretic i _ * Glucoregulatory peptide . + Nutritional
Classification benzciiiadiazine dechivg Somatostatin analog Iaring Surgical treatment auxiliary therapy
Representative ; ~ « Octrectide .
Drugs R « Lanreotide S « Surgeryls
—_ recommended for ; :
; * For children with
. nts with ;
= Suboptimal for patiants with EE;;:? E:f ;:i&t;: is = Rapidly elevates blood E‘liti?aétiensin ole- pathogenic
- CHI caused by the most Y glucose, . variants in
cacy i suboptimal . drug and muli-
ERewmcN Ky fo channa! - Prone to developing drug Used for emergency rather drug combination ST Aty
mutations (ABCC8/ KCNJ11) saletnas than long-term use therapy and for ;I;:;I;Iygenes,
= = ients with focal
* High blood glucose and low Iifstiuns SiF intervention is
- Fluid retention G e blood potassium levels eulioig recommended
AE + Electrolyte disturbances : = Nausea - Risk of reoperation
= Gastrointestinal discomfort hypoglycemia = Vomiting pe
= Polymorphic erythema
Guideline « AAP
recommendation ... guideline' + Chinese guideline * Chinese guideline
status
Abbreviations; CHI = congenital hyperinsulinemia; AZ = adverse event
1. Chinese guideline refarsto# £ EF & L4 F s o m pRd 4 N Ea, +ELAREH . . i
BRETS £EMTHMEE e RaltssRan (2002) (] P % ILHES 2023 *‘C!C : ﬁiﬁiﬁ Source:Expert consensus (2022). China Insights Consultancy

61(5) : 412417 DOI: 10.3760/ema j.cn112140-20221031-00924. T

B
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Competitive landscape of CHI drugs

Competitive
Landscaps
Pipelines of CHI drug candidates, CDE/FDA-registered, as of LPD
MoA Drug Name Company Indication Phase . First Posted Date Trial Number Approval Authority
PB-722 \
(PEGylated) PegBio CHI IND approval 2023/02/27 - CDE
GCGR Dasiglucagon Zeaand Pharma CHI NDA 2018/12/17 NCT04172441 FDA
HM15136 :
(PEGylated) Hanmi Pharm CHI ] 2021/02/01 NCT04732416 FDA
CSl-glucagon Xeris Fharmaceuticals CHI I 20161018 NCT02937558 FDA
INSR RZ358 Rezolute; XOMA CHI n 2015111713 NCT04538989 FDA
GLP-1R Exendin-(9-39) Diva De Leon CHI i 2007/12/12 NCT00571324 FDA
Positive clinical results of GCGR candidates ——— _  Key takeaways

Placebo Placebo [l CSI-Glucagon

M Dasiglucagon 138 ap 1% 100.0%
9.4 107
49 9% 48 8%
GIR TCI GIR (24/48h) GIR {72h)

GIRima/ka/min): mean glecose infusion rate  GIR(%): mean percent chanpe from baseline
TCi{g/day): total carbohydrate intake

« There are no commercialized CHI- targeted drugs worldwide

« Currently, several CHI drug candidates have entered into Phase |l clinical trials or more
advanced stages globally, but none in clinical develpoment in China

« PB-722 is the first domestically CHI-targeted drug candidate with IND approval
- GCGR targeted therapy for CHI has shown potential in several successful Clinical trials

cic NiRsN

Source: CDE; Zealand Pharma; ChnicalTrials, China Insights Consultancy

a7
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Growth Drivers and Market Trends of CHI

CHI markaot Kay trends

Highly specific targeted drugs is a key future trend of China CHI market

Linmet Clinical Demand

« Cument SOC therspies often fall short in achieving optimal glycemic conirol, highlighting the necessity for more effeciive treatment modalities,
The scarcily of targeted medications for CHI emphasizing the need for novel therapeutic interventions. A few targeted CHI medications are
currently undergoing intensive development, with the prospect of being introduced in the near future

Medical Advancements

= |mproved diagnostic tools, such as genetic testing and advanced imaging technigues, enable early and accurate identification of
pafients with CHI. Ongoing progress in medical research may lead to an improved understanding of CHI pathophysiology, driving the
development of new therapeutic methods and drugs

Key drivers
and trends
of CHI

Markets

Favorable policy environment

» NMPA emphasizes expediting the review and approval process for drugs treafing rare diseases, fully committed to
safeguarding the health rights and interests of patients with rare diseases. There are currently no targeted drugs for CHI
that have been approved for marketing, encouraging the research and development of drugs for rare diseases

Personalized treatment strategy

+ Personalized treatment strategies, considenng factors such as diverse causative genetic mutations, represent the futura trend in CHI
therapy. Tailoring interventions based on individual patient profiles is poised to enhance the effectivenass and precision of CHI
treatment

Promising Market Outlook

= CHIis a rame disease with a substantial patient population globally. Despite its rarity, there is a high demand for CHI drug treatments

« The establishment of diagnostic standards is anticipated to drive rapid growth in the domestic CHI drug markel. Globally, existing CHI drugs
fall short of meeting patient needs, highlighting significant potential for the development of new CHI medications in the future

Copynight © 2023 Ching insights Conswtancy. Al rights reserved
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E:TE $7i0 2 i Source: Literature review; China Insights Consultancy
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Opioid-Induced Constipation
- Opioid-Induced Constipation is a common consequence of opiocid use for cancer-related and non-cancer-related chronic pain

Introduction to Opioid-Induced Constipation

Introduction

* Opioids represent a mainstay for freatment chronic cancer- and noncancer-related pain

« Opioid-Induced Constipation(QIC) is the most common gasirointestinal adverse associated with opicid pharmacotherapy and negatively affecis
pain management, quality of life and daily functioning

« The development of OIC is quite common even at low dosages of opioids and does not spontaneously decrease over time due to opioids tolerance

— Pathophysiology of OIC

UFrad

Opioids exerl analgesic eflects via
activation of central y-opicid receptors

p-opioid receptors also ubiguitously
distributed in the Gl tract

Activation of p-opioid receptors
located in Gl tract results in decrease
bowel tone and contractility and increase
colonic fluid absorption and anal
sphincter tone while reducing rectal
sensation

Leads to harder stools, which can be
difficult to pass

Diagnosis of OIC

+ Diagnosis made according to the Rome criteria

= New or worsening symptoms must include 2+ of the following
» Loose stools rarely present without the use of laxatives

More than
1/4 of defecations

Less than
3 times/week

¥ Straining

¥ Lumpy or hard stools

v Sensation of incomplete evacuation

¥ Sensation of anorectal cbstruction/blockage
¥ Manual maneuvers to facilitate

¥ Spontaneous bowel movements

=
gic

iR

Crsy g2 G

-

Source: Alkemmes; uptodate; China Insights Consultancy
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Global incidence of OIC

Incidence
China and Global incidence of OIC, 2018-2032E
CAGR 2018-23 2023-32E Million patients
B China 7.5% 5.0%
RoW B.7% 7.0%
ar.2
352
33.2 7.1
31.3
20.4
278 i
63
zd-i . |
20.9 5
19.4 .

:
B
18.0 2
a
14.0 283 301 3
= 25.0 26.6 E
32 234 s
218 g
19.0 204
16.3 176 2 =
13.0 15.1 2 E
107 1.8 ek 5
g
[y
2018 2019 2020 2021 2022 2023 2024E 2025E 2026E 2027TE 2028E 2023E 2030E 2031E 2032E g
E. t:], I'?EE_"E !i' Source WHO, Pain Manag., J Anaesthesiol Clin Pharmacol., China Insights C-‘unsultanc'_.:m




Treatment pathway for OIC

- Starting with laxatives as first line agents, opioid receptor antagonists are recommended for refractory OIC

Treatment pathway for OIC

-

Classification

Representative

Drugs

Efficacy

Guideline

recommendation

status

First-line

conventional laxatives

lactulose
PEG

Effectiveness is often
limited

Time to action is
unpredictable

&l side effects such as
nausea, vomiting,
diarrhaa and abdominal

pain

AGA
Chinese guideline’

Second-ine

Peripherally acting p-opicid

raceptor
antagonists(PAMORAS)

Maloxegol
Naldemedine,
Methyinaltrexons

Proven efficacy superior to
placebo

Alleviates constipation
without compromising the
analgesic effects

flatulence and diarrhea

AGA
Chinese guideline

1, Chinese guideline refers to P R EF L AR LG BH AT HEMT BEHFE PHEH
HEPEFELAS L2019, H)[. ¥ 4R A 2019,359) 577-598. DOL:
10.3760Vema.j.issn. 0254-1432.2015.09.001.

CLCN2

-

* Lubiprostone

« Proven efflcacy
superior to
placebo

nauses and
diarrhea

= Chinese guideline

cic NIREM

vy

5-HT

Prucalopride

Leading to
increased colonic
maotility and
accelerated
transit

abdominal pain
and nausea

Other therapies

« Traditional Chinese

Lifestyle therapy

Medicine

Increase fiber _ _
intake/increase Effective in Ireating
fiuid OIC, but lack of
intake/increase doubie-blinced

i i Iti-center clinical
physical activity mu _
Efficacy Is limited studies w_rth large
esp for cancer pts sample size
AGA ) _
Chinese guideline = Chinese gudeline

Source: F & (k& & American Gastroenterological Association, China hsights
Consuftancy,,,

Copyrighl € 2023 Chine insights Conauftancy. All nights resered



OIC Approved products in US

- PAMORAs drugs such as methyltrexone, naldemedine and naloxegol are the mainstream of OIC in US

QIC market Approved products
Mainstay drugs for 2L OIC therapy in US, as of LPD
z ' First Approval 2022 global

MoA Generic N\ame  Brand Name Company IMmth_ Approved Indication Date sales (Mn USD)

Naloxegol Movantik  RedHill Biopharma p.o. chronic non-cancer pain OIC 2014/00/16 ~180

p.o. OIC in adult patients Wi.m chronic non-cancer  2016/07/19
pain
) Salix QIC in adult patients with chronic non-cancer s
PAMORA. Methyinalirexone | Relistor | oo ceuticals e pain, OIC in adults with advanced ilnesswho oo o0
i are receiving palliative care, when response to
laxative therapy has not been sufficient
MNaldemedine Symproic Shionogi p.o. chrenic non-cancer pain QIC 201703 ~60

Chronic idiopathic constipation
Mallinckrodt OIC in people with chronic, noncancer pain, or
CLCNZ Lubiprostone Amitiza Sharmacetfica p.o. in patients with long-lasting pain caused by a 2006/01/31 ~180
previous cancer or its treatment, irritable
bowel syndrome with constipation in women

Abbreviations: PAMORA = peripherally acting p-opioid receptor antagonist

As of the Latest Practicable Date, there were four drug products approved by the FDA for the treatment of CIC, being three peripherally acting p-opioid receptor
antagonists ("“PAMORASs"} and one CLCNZ activator, respectively,

)
N
e
0

=1 Source: FOA, China Insights Consultancy

03
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OIC Approved products in China

OIC market Approved products
Mainstay drugs for 2L OIC therapy in China, as of LPD
MoA Genric Name Brand Name Company Mmlnl:‘h'a'-lin_n - = Approved Indication Approval Date
For adults with severe pain that requires opioid
Opioid analgesics to adequately control. The addition of
antagonist Prolonged-release c o the opioid receptor antagonist naloxone alleviates
& opioid oxycodona/naloxone Ak Luye Pharma P9, the symptoms of opicid-induced conslipation by A0Sy
analgesic blocking the effect of oxycodone on the intestinal
opicid receptors
For adults with severe pain that requires opioid
Opioid analgesics to adequately control. The addition of
antagonisi& Prolonged-release B Mundipharma p.0. the opioid receptor antagonist naloxone alleviates 2022/11/22

opioid oxycodone/naloxone the symptoms of opicid-induced constipation by
analgesic blocking the effect of oxycodone on the intestinal
opicid receptors

As of the Latest Practicable Date, there were two drugs approved by the NMPA for the treatment of OIC in China, which are both opicid receptor antagonists.

—— Source: NMPA; China Insights Consutancy
cic RGN

s
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Comparison of PAMORA approved drugs
- Approved PAMORASs are derivatives of naloxone, of which naloxegol demonstrated superior safety profile

Summary of clinical results in PAMORA drugs(indirect comparison)

NG market

Approved products

Modification Type

Trial Name

_—

Patient Baseline

Nu

mber of Patients

Trial Protocol

I

|[Efficacy

r

12-week
Response Rale

Median Time to
First SBEM

No. of SBMAWWeask
{Change from
Baseling)

AE

Abdominal Pain
Diarrhea
MNausea

Methylated form of naltrexone

! Amide derivative of naltrexone

FEGyhated derivatives of naloxone

15

KODIAC-04 KODIAC-05 | NCTO1186770 (Oral) Nchsuh 41(injection) COMPOSE-l  COMPOSE-I
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Competitive landscape of OIC drugs

QIC market ﬁmﬂ; it::
Pipelines of OIC drug candidates, CDE-registered, as of LPD
Drug Name Mo Company Administration Indication Phase Firet Posted Date Trial Number
PB-1202 : I 202110421 CTR20212557
(PEGylated) s FRIE Oral e [ 2021/04/02 __ CTR20210655
FPAMORA ¥ chang Renfu Pharmaceutical Oral 0] [ed BE 2024/5/6 CTR20241542
PAMORA Shenyang Eliving Pharmaceutical Technology Injection [a] ]9 I 2018/07/02 CTR20180953
Mathvinaltr FAMORA Beijing Collab Pharma Injection OIC I 2015/06/18 CTR20150393
: sl PAMORA Furuikangzheng Injection oIC T 2015/07/06____ CTR20150290
Institute of Toxicology, Academy of Military
FAMORA Medical Sciences, PLA. Injection QIc 1] 2018/10/18 CTR20181837 .
Beijing Molike Technology E
Maldemedine FAMORA Shignogi Oral 0lc 11} 2022003722 CTR20220673 i
Prokmged-reteast.. . Crior ataporir & Luye Pharma Oral olc NDA 20210723  CTR20211699 £
owycodone/nalokone  opioid analgesic 5
, . OIC in adult patients with
Lubiprostong CLCNZ2 Langxite Oral chronic non cancer pain BE 2081220 CTR20182238 &
Hygﬂ?:ﬁﬂ% a7 Opioid receplors %
i L ]
Oxycodone anlagonsl & Jiangsu Nhwa Oral oic BE 2024/7/18 CTR20242606 2
, opioid receptors 5
Hydrochloride ot 2
Hydrate d §
o
a
o
8
_—_—__ e e e e —
_'CFTC ‘F.II.H 3 i Souwrce: CDE, China Insights Cmsulﬂnc;:w



Competitive landscape of OIC drugs in the US

Pipelines of OIC drug candidates, FDA-registered, as of LPD

MoA Drug Name Company .Mmlnlﬂlﬂun: Indication Phase First posted date Trial Number
: Constipation
PAMORA Naloxegol Trihealth Oral Constipation Drug Induced [ 2017/10/20 NCT03315859
i . ; Paediatric Participants

Naldemedine Shionogi Oral Receiving Opicids [ 2022M10/20 MCT05588323
NIA BGP345A BioGaia Pharma Oral Opioid-Induced Constipation |l 2021/11/24 NCT05133076 3
:
S
i
:
g
8
E
E
bl
&
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As of the Latest Practicable Date, there were three clinical-stage drug candidates for the treatment of OIC in the United States. %

T ﬁiﬂ I i Source: ciinicallrials gov, China Insights Consultancy
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Growth Drivers and Market Trends of OIC

Using oral innovative PAMORAs is a key future trend of China OIC market

Increased Clinical Demand

* As the global trend of aging intensifies, the need for cancer and chronic non-cancer pain is continuously E0AE billicr
escalating, leading to a higher usage of opicids among patients. These patients, however, are confrontad : 10.1
with a challenging dilemma: managing pain while grappling with severe constipation caused by opioid -
analgesics. This stuation has resulted in a growing market demand for medications treating OIC Ll

126 134 181 a4

| o
Inadequate Traditional Treatments Nz 20E: 2079 2020 2021 2022

= Thz 1L treatment of QIC in China primarily invoives lifestyle modifications and taking conventional laxatives. Despile the available
methods, many patients still do not experence an improvement in constipation symptoms. There is an urgent need to develop naw
drugs to alleviate the situation of weak effectiveness and high adverse reactions of existing traatments

Key trends
of OIC
Markets

Upgrading OIC Medications

= The domestic market for OIC meadications is still dominated by traditional drugs {such as lactulose, PEG, etc.). The market
share of newer OI1C medications (e.g., PAMORAs) remains significantly lower compared to international markets. By now,
no specialized drugs have been approved by NMPA, but several OIC oral drugs are in |ate stages of clinical development

PAMDRAs as the Research Focus

* Mcn-zelective opioid receptor antagonists (e.g., naloxone), can relieve OIC, but they may concurrently diminish the analgesic effecis of
opoids, thereby restricting their clinical application. As a result, PAMORAs, which can alleviate intestinal dysfunction induced by
opoids without impacting their analgesic effect, have become a hot topic in the research and development of OIC medications

Increased Furchasing Power

= \With the improvement in the level of economic development, people's income level increases along with the ability to bear medical
insurance surdens, enhancing patients' ability to pay. The penetration rate of innovative OIC drugs such as PAMORAS is expactad to
further increase

Copynght © 2023 China Insighls Consulfancy A fighls resarved,

— § Source: Lilerature review, China Insights Consulancy
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Prospectus Confirmation

Confirmabon Confirmation
Confirmation
e D T R T e S S
1 According to the Waorld Health Organization, chronic diseases tend to be of long duration and are the result of a combination of genelic, physiclogical. environmental and behavioral factors.

Matabolic disorders (such as diabetes) and some digestive diseases are among the major types of chronic diseases

China has a vast population baze, with the highest number of T20M patients globally andconsiderahle market potantial. However, the treatment of T2DM in China faces a range of challenges.
The raditional treatment options often provide limit patient benefits due o their adverse effects. Considering the chronic nature of T2OM., there are higher requirements for medication

2 accessibilty, compliance, safety, and comprehersive benefits. The affordability, long-term treatmeant experience and overall effectivensss is crucial in T2DM management in China. Additionalky,
there is a more urgent need for clinical solutions in remote areas, with a higher emphasis on the affordability oftreatments. GLP-1 receptor agonists have shown considerable potentials to combat
such challenges, including favorable safety and efficacy profiles with fewer adverse effects and prolonged dlinical benefits damonsirated in vanous clinical studies. Additional advantages of
erain GLP-1 receptor agonist candidates such as PB-118 alsu include ewsy adiministration, increased patisnl complianoe and better accessibility.

3 According to the ADA guidelines, the glucose-lowering agents for T2DM include GLP-1receptor agonists, metformin, DPP-4 inhibitors, $GLT-2 inhibitors, TZDs, nsulintrogic agents, insulin 2nd
cthers. The following able sets forth the pipeline of all approved GLP-1receptor agonists in the United States as of the Latest Practicsble Date,

4 In China, it is expected that more than 80% of the market share of GLP-1 receptor agonists for the treatment of T20M will be cccupiedby long-acting GLP-I recepior agenists es of 2032, and
miove than 80% of the global market share of GL?-1 receplor agonists for the treatment of T2DM will be occupiedby long-acting GLP-f receplor agonizsts as of 2032

Increasing patient accessibilly of T2DM medicatons. Considering the chronic nature of TZ2DM, medication accessibility is crucial for patients to receive stable treatments. The affordability, long-
5 term treatment axperience and overall effectivensss is especially vital in T2DM management in China. Going forward, treatment options available to the vast majority of TZDM patients are likely
to oceupy more market share and benefit from the huge market potential.

& Ohesity has been a rising public heatth concern globally with relevant patient group expected to excead one billion in size by the and of 2024. China has the largest obesity patient papulation in
the world, and the number of obesily patients in China |s expected 1o grow at a higher rate than that of more developed countries, such as the United States.

7 Az of the Latest Practicable Date, there were five drug products approved by the FDA forthe treatment of OIC, baing three paripherally acting p-opioid receptor antagonists ("FAMORAS"), one
opiold receptor anagonist and cne CLOMZ activator, respectively. The following table sets forth the approved drugs for OIC In the United States.

Copyright © 2023 China Insights Conswulancy. Al dighls resened.
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Tha NASH patients represent a large group globaly, resulied from a combination of genetic and environmental causes and vanous risk factors. NASH has also baen a rising pubkc health
concern in China with the country's rapid development in recent years and changes in people's lifestyles

The global and China markets follow the same treatment regimen for NASH. The international and national guidelines recommend that management for NAFLD and NASH patients varies
dapending on their risk of clinical liver fibrosis. Duz to its complex pathogenesis, medication for NASH is still currently underdeveloped. In both the United States and China, no evidenca-based
pharmacological therapy is approved, and currenty treatmeant of NASH is primarily imited to [festyie changes, such as body mass managemeant, controfling dabetes, avniding alcohol, exerciing
regularly, reducing the total cholesterel level, and taking supplement with vitamin E. In addition, while there is no specific madication thal directly treats NASH, taking metformin and statins treats
the related metabolc disorders such as insubn resistance and high cholesteral. in addition, the American Assoclation for the Study of Liver Diseases confirms that vitamin E and piegltazane (a
drug used to treat diabetes) are the two best drug choices for biopsy-confirmed NASH, but the safety and efficacy of such methods remain unclear,

GLP-1 mecepior agunisls exhibil promising trestment potential in Use conlesl of NAFLD. Reseach suggests thal GLP-1 agonists may play a beneficial role in addressing the intricate interplay
between insulin ressiance, nflammation, and hepatic lipid sccumulation associated with NAFLD, By targeting GLP-1 receptors, these agents not only contribute to glycemic control but also
demonstrate potential in improving liver health. The anti-inflammatory and anti-fibrotic properties of GLP-1 receptor agonists are being investigated for their impact on reducing hepatic steatosis
and preventing disease prograssion. As NAFLD is closaly linked to metabalic dysfunciion, the mulifaceted effects of GLP-1 agonists make them a subject of interest in exploring comprehensive
therapeutic stralegies for this prevalent liver condtion

As of the Latest Practicable Date, thaie was no diug approved specifically for the treatment of NASH globally. There were a number of product candidates under clinical development in the
United States, 11 of which were GLP-1 targeted. as of the same date.

In China, managemant of overweight and obesity primarily involves comprehensive lifestyle interventions, medications, and in severe cases, surgical treatments, However, there are only limied
medications currently approved for the treatment of cbesity, often with significant safety concems for long-term usage and imited overall clinical benefits. Consequently, there are considerabe
unmet medical needs for the treatment of chesity in China. The following chart demaonstrates the cumrent treatment options for obesity patients with different severities in China.

Mon-alcoholic steatohepatitis is liver inflammation and dameage caused by excessive fat acocumulation. It is the mome severe form of non-alcohaolic fatty liver disease ("MAFLD"), a term for a boad
spactrum of liver conditions affecting peopls who consume litte to no alcohal. NAFLD is charactenzed by fat deposition in the Iver, and NASH is a neco-inflammatory process in which the liver
cells are injured by fat accumulabon. NASH can lead to ver scarmng,. which results in imeversible scarring (cimhosis) and liver cancer if untreated. The risk factors of NASH include, among ohers,
T2DM, insulin resistance, obesity, high blood choesterol and triglycerides, with a combination of which often simultanecusly present in NASH patients.

ETE ﬁiu ,g i\ Source; FDA, China Insights Consultancy
pmm—— L -
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The NASH patients reprasent a lange group globally, resulted from a combination of genetic and environmental causes and various risk factors. NASH has also been a rising public health

M oneem in China with the country's rapid development in recent years and changes in people’s lifastyles
AL EASL Congress 2023, the multinational liver societies leaders from La Asociacion Latinoamericana para &f Estudio del Higade (ALEH), American Association for the Sludy of Liver Diseaszes
15 {AASLD), and European Association for the Study of the Liver (EASL) as well as the cochairs of the NAFLD Momenclature Inifiative announced that steatotic liver disease (SLD) was chosenas

an overarching term to encompass the various aetiologies of steatosis. Nonalcoholic fatty liver disease (NAFLD) will now be metabolic dysfunction-associated steatotic liver disease (MASLLO).
Metabolic dysfunction-associated steatohepatitis (MASH) is the replacement lerm for nonalcoholic steatohepatitis (NASH).

Strengthened public awareness. Tha surge in metabolic diseases prevalence including NASH has garmered heightened attention from the public, govemments, medical institutions and social
media, contributing to an enhanced awarensss of NASH. Divarsa channals are amployed to educate physicians and NASH patients about disease diagnosis and pharmaceutical interventions

16 Fur irestanue, e Mationsl Hesilh Connmission of Chinag nitiated a specialized baning program for metabolism physicians frem regional medical and health services in 2022, This program aims to
ensure accurale diagnoses of metabolic diseases, including NASH. Additionally, the establishment of more NASH care clinics in China enables physicians to offer comprehensive treatment,
emphasizing rational medication use and Ifestyle intarventions.

As of the Latest Practicable Date, there was no drug approved specifically for the treatment of congenital hypernsulinemia globally, The current treatment options of congenital hyperinsulinemia
include diazoxide, octrectide, glucagon and sirclimus. While diazoxide treatment tends to exhibit efficacy initially, rapidly cccurred tolerance issues and adverse reactions include elevated kvar

w enzymes and asymptomatic galivladder disorders often limit its long-term use. Therefore, as the treatment duration extends, the need for continuous alternation of new drugs or altemative
treatment approaches persists.

18 Obesity is also a non-neglectable public health issue in China and globally, which ks sometimes associated with other metabolic diseases such a3 NASH as well. As of February 19, 2024, thers
were s GLP-1/GCG dual receptor agonist candidatas under clnical development for the treatment of obesity in the United States.

19 While no head-to-head studies were conducted, PE-118 distinguished itself a5 the only GLP-1 drug amongst the agants lested in the clinical trial with a sustained glucose-lowering effect tll 52

weeks and no rebound, based on the published clinical trial results of the GLP-1 receplor agonists approved for commercialization.

For patients with 2I1C, laxathies are usually given as first-line treatment option. Howeaver, laxatives could only partially alleviate the symptoms for some of the OIC patients with Emited clinical
20 bensfits, As a result, opioid receptor antagonists are being developed as potentially more effective reatment options. The following lable demonstrates the current treatment options for OIC
patients globally and in China as well as their comesponding features,

Copyright B 2023 Ching Insights Consulfancy. AN nghls reserved,
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The following table sets forth the pipeline of all approved GLP-1 receptor agonists in the United States as of the Latest
Practicable Date

GLP-1 and GLP-1RAs Approved GLP-'RAs

Pipeline of GLP-1 Receptor Agonists Approved in the United States

Drug Name Brand Name MoA Ffficacy Langth TR0 hml ghvopesiyy | Administration Company Approval Date
Exenatide El'g'atta:? GLP-1R Short-acting L scC. AstraZenaca 20050428
Victoza®™ GLP-1R Shori-acting * s 2010/0125

Liraglutide Mavo Mordisk
Saxenda™ GLP-1R Short-acting ¥ 5.C. 20141223
Exanatide ER Bydurson® GLP-1R Long-acting s &c AstraZeneca zo12i 2T
Aliglutide Tanzeum ™ GLP-1R Long-acting « S.C GlaxoSmithkline 201410415
Dulaglutide Trulicity® GLP-1R Long-acting / 5.C Eli Lily 2014/0518
Lixisenatide Adlyxin™ GLP-1R Short-acting ¥ g Sanofi 20607 27
Ozempic® GLP-1R Leng-acting v 8¢, 20171205
Semaghutide Rybelsus® GLP-1R Short-acting o p.o. Novo Mordisk 2018/0820
Wegovy® GLP-1R Long-acting * 5.0 2021/06/104
Notes:

+ There is one GLP-1/GIP dual receptor agonist, Tirzepatide, that has been approved by the FDA, for the treatment of T2DM or obesity indicafions in the United States, under the brand names Mounjaro
and Zephound, respectivaly

Source: FDA, China Insights Consultancy
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Pipeline of GLP-1 Receptor Agonists Approved for the Treatment of T2DM and/or Overweight/Obesity in China

GLP-1 and GLP-1RAs Approved GLP-1RAs
Pipeline of GLP-1 Recepior Agonists Approved for the Treatment of T2DM and/or Overweight/Obesity in China (1/2)
Administr NRDL price Mpnthly Approval
Drug Mame Erand Name MoA EfMcacy Length Indication ation NRDL status (RMBJunit) Spendll':u Company Date
(RMB)
Exenalids ! GLP-1R Srort-acting T20M E.C. WIA M A Hybio Pharmacautical 2024/9/10
Liraglutide’ R GLP1R Srort-acting TZ2DM sc Mo NiAZ M/A Chia Tai Tianging 20248525
Semaglutide & e A Wegovy GLP-1R Lang-acling OverweightiObesily 5.C Mo N NIA Movo Nordisk 20246/25
Semaglutide it ol Rybelsus  GLP-1R Short-acting T20M p.o No NiAZ MiA Move Mordisk 2024/1/28
Liraglutide' LR GLP-1R Shart-acting TZ2DM B.C. Category B 268/(18mg:3ml) ~750 Tanghua Congbao 202311128
Beinagiutide ffoe GLP-1R Snort-acting CvenweightObesity 5.C. Mo M M8, Shanghai Benemae 202728 =
Liragiumde’ 14 F GLP-1R Snom-acting Ovenwel] NODesity 5.0 MO At MIA Jiuyuan Gene 202371 %
Liraglutide’ #|§ -+ GLP-1R Short-acting T20M 5.0, Category B 3004 18mg. 3ml} 240 Jiuyuan Gene 2023328 ;E;
Exenatida’ ' GLP1R Short-acting TZ20M B.L Category B 407 8340.25mg:2 4mi) =B15 Cinghal Chenfel 20227129 g
Beinaglutide it E GLPAR Shart-acting T2OM 5.0 Category B 191/(4.2mg:2 1ml} =764 Shanghai Banamae 202110/28 ‘g
Samaglutida igfa BlOzempic  GLP-1R Lang-acting T2OM 5.0 Category B 4TE.B/{2mag:1.5ml) =957 Naovo Mordisk 20214127 'E
Liraghutide igd fiiVicloza  GLP-1R Short-acting T2OM 5.G. Category B 339/{1Bmg:3ml) -1,148 Nawa Nordisk 201110/ §
Fﬂlyﬁtgxﬁgﬁd{iﬂw TR GLP-1R Lang-acting T2OM 8.G. Category B 187/(0.2mg.0.5ml) ~748 Hansoh 2018/5/5 :?’
Dulaghutide & & ik Trulicity GLP-1R Lang-acting T20M 5.C. Category B 14571, 5mg.0.5ml) ~3596 Efi Lilly 2018:2/22 E
Mi’r‘g:;':fﬁ Fiti#/Bydureon  GLP-1R Long-acting T20M sc  Category B 496.25(2 mg0.65mi)  ~1,985 AstraZeneca 2017n2i28  §
Lixisenalide £ i 8 Adyxin GLP-1R Short-acting T200 5.0 Calegury B 157.65/(150ug) -5848 Sanofi 2017929 %
Exenalide T sk it/Byelta GLP-1R Short-acting T20M 5.6 Category B 240/{50g:1.2ml) -815 AslraZeneca 200%/8/1 g;
[EE———— e f— — =
2 Source: MMP&; China Insights Consaltancy
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Pipeline of GLP-1 Receptor Agonists Approved for the Treatment of T2DM and/or Overweight/Obesity in China

GLP-1 and GLP-1RAs

Approved GLP-1RAs

Pipeline of GLP-1 Receptor Agonists Approved for the Treatment of T2DM and/or Overweight/Obesity in China (2/2)

MNotes:

Genaric or biosimitar product

Markeied price not yet avallable

Mat yet included in NRDL

Monthly spending estimated on recommended dosage indicated on drug label for 4 weeks

GLP-1 receptor agonists target GLP-1 receptors in the orain, cerebral blood vessels, pancreas, heart, gastrointestinal tract, adipose tissue, kidney and muscles, and consequently affect a vanety of
organs and physiological processes

There is one GLP-1/GIP dugl receptor agonist, Tirgepaide, that has been approved by the NMPA for the treatment of T2DM or obesity indications in China

o Lo e o

=

Source; NMPA, Chinese Journal of Modern Applied Pharmacy, National Reimbursement Drug List, NHSA, drug labels, China Insights Censultancy
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Pipeline of Insulin GLP-1 Receptor Agonist Combination Therapies Approved in China and the United States

GLP-1 and GLP-1RAs

Approved GLP-1RAs

Pipeline of Insulin GLP-1 Receptor Agonist Combination Therapies Approved in China and the United States

Drug Mame Brand Name MoA Efficacy Length  Administration Company Appr F" m'" Date m"m-' “mm HRDL stalus
iDegLima Xulophy {56 & Insulin degludes/Liraglutide Long-acting E.C. Movo Mordisk 201611721 2021M10/z28 Category B
iGlarLixi Soliqual/# & 7 Insulin degludes/Liraglutide Short-acting 5.C. Sanofi 2016M11/21 20231113 CategoryB

Source: FDA, NMPA, China Insights Consuftancy

Copymght € 2023 Ching insghts Consuffancy. AINghls resernyed,
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Pipeline of GLP-1 Receptor Agonists for T2DM with Accepted NDA or Undergoing Phase lll Clinical Trial in China

T20M drug market Pipelinas
Pipeline of GLP-1 Receptor Agonists for T2DM with Accepted NDA or Undergoing Phase lll Clinical Trial in China (1/2)

Candidate MoA Company indication  Administration Phase FistPosted Date  TriaiNumber  Coribetent
PE-119 GLP-1R PagBio T2ZOM 5.0. MDA, 2023/9/26 CTR20201402 MMPA
Liraglutide biosimilar GLP-1R Chenan; Paijin T2DM 8.0 MDA, 2024123 CTR20210173 MMPA
Ecnoglutide GLP-1R Hangzhou Sciwind T2DM 8.C. MDA, 20241123 CTR20223156 MAPA
Semaglutide GLP-1R Qilu Pharmaceuticsl T2DM 5.6 NDA 2024/915 CTR20230841 NMP A
Semaglutide biosimitar GLP-1R Liveon Group TZ2DM 5.C. MDA, 202416016 CTR20222962 MMPA
CJC-1134-PC GLP-1R Hebei Changshan, Hbcsbio TZ20M 5.C. A, 2024/4/24 CTR20222496 MM
HDG1901 GLP-1R Hangzhou Jiuyan Gene Engineering TZ2DM 5.0, MDA 2024/4/3 CTR20232286 HNMPA
Liraglutede biosimilar GLP-1R Zhuhai United T2DM 5.0. MDA, 2023/8/22 CTR20200348 HNMPA
GZR-18 GLP-1R. Ganlee T20M 6.0 i 202412/26 CTR20244787 NMPA
Semaghutide GLP-1R Sinopep Allsino T20M s i 2024/11/28 CTR202445M MNMPA
Mekighutide GLP-1R Jiargsu Hengrui T20M 8. 1]l 20241015 CTRZ0243771 NMP A
HRS-7535 GLP-1R Shandong Suncadia T2DM p.o. 1] 20241813 CTR20243308 MMPA
Semaglutide biasimilar GLP-1R Zhuhai United T20M 5.C, n 2024/910 CTR20243310 MNMPA

cic tna
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Pipeline of GLP-1 Receptor Agonists for T2DM with Accepted NDA or Undergoing Phase lil Clinical Trial in China

T20M drug market Pipefinas
Pipeline of GLP-1 Receptor Agonists for T2DM with Accepted NDA or Undergoing Phase Il Clinical Trial in China (2/2)
Candidate MoA Company indication  Administration  Phase  Firrst Posted Date Trial Number “;m‘
Semaglutide GLP-1R China Resources Double-Crane T20M 5.C. m 2024/7118 CTRZ0242569 MMPA
Jyog GLP-1R  Beijing Dongfang Eiotech; Beijing Jingyitaixiang TZ0M 5.C: 1] 2024/417 CTR20240355 HMPA
TG103 GLP-1R CSPC Baike (Shandong) Biopharmaceutical T2OM .0 I 202472726 CTR2O240429 HMPA
Crforglipron GLP-1R EHN Lilly T2OM p.o. 1] 20231112 CTR20233528 MWIPA
Recombinant GLP-1RA GLP-1R Baijing Lepu TZDM 5.C. i 20231429 CTR20230025 MIPA
GMA102 GLP-1R Homgyun Huaning TZDM 5.C. In 20221011 CTR20222558 MMPA
rExenatide-4 GLP-1R CSPC Zhongaqi T2DM 8L ] 201711127 CTR20170455 MR A

hale:
1. denotes the date when CDE announcas it receivas the MDA for applicable pipelines
2. denotes the Phase Il trial number

Source: FDA, NMPA, China Insights Consullancy

Capprigh! 6 2023 China Msights Consulfarcy. ANl nghts reserved.
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Pipeline of Candidates for T2DM Undergoing Phase lll Clinical Trial in United States

T20M drug market Pipelings
Pipeline of Candidates for T2DM Undergoing Phase Il Clinical Trial in United Sates
Candidate MoA Company Wndication Administrstion  Phase  Fimst Posted Date Trial Number m

CagriSema AMY3 GLP-1R MNeowo Nordisk TZDM B.C. m 202403721 NCTEE323174 FDA

CMG130303 SGLTZ HMGCR Cmg Phama T20M NIA ([} 2025113 MNCTOBTT2168 FDwy

GZR-18 GLP-1R Ganlea T2DM B.C ] 2028MM5 NCTOETT 7228 FDA

HGD1901 GLP-1R Hangzhou Zhongmei Huadong T2DM 5.C. i 20241210 NCTOET35044 FDA

BGM-0504 GIPR; GLP-1R BrightGeane T2DM 5.0 mn 202424 MNCTOET1E203 FDA
HRS-7535 GLP-1R Shandong Suncadia TZDM p.G. m 202411174 WNCTOBG72172 FDA %
HRS5-9531 GIPR; GLP-1R Shandong Suncadia T2DM B.C. I 2024M10/18 NCTO6G6459344 FDA @
Moiiglutide GLP-1R Jiangsu Hengrui TZDM 5.C. 1} 202410421 NCTOOE49773 FD& ED
=
Insulin Degludec/Liraglutide INSR: GLP-1R Tonghua Dongbao T2DM 5L [} 20247818 NCTOE55a722 FDA Y
5
lcoSema INSR; GLP1R Mavo Mardisk T2DM 5.0 1 202472121 NCTOG268107 FOA |
Retatmutide GIPR; GLP-1R, GCGR Eli Lilty T20M 5.C. [} 202412185 NCTOE260722 FD& g

: CSPC Baike (Shandong)

TG103 GLP-1R Hitogh stical T20M 5.0, [} 2024i2114 NCTOE256148 FDA E’
Survodutide GLP-1R; GCGR Boahringer Ingalhaim T20M 8.0, 1n 2023104 NCTOE0GE5ZE FOe 5
Crforglipron GLP-1R Eli Lily T2DM . I 20238124 NCTHE010004 FO E
MSDC-O602K MPC Cirlus Therapeutics Inc T20M p.o, m 2019/5/3 NCTO3970031 FDA %

Sowce. FDA, NMPA, China Insights Consullancy
— 1 abey
gic fiiRs



Pipeline of Candidates for T2DM with Accepted NDA in China

T2DM drug markat Pipalines

Pipeline of Candidates for T2DM with Accepted NDA in China

el Moh Cempany Indication  Administration Phase Firrst Posted Date’ '::l“hm

PB-119 GLP-1R PegBio T20M s, MDA 20239726 MMPA

lcoSema INSR: GLP-1R Meowa Nordigk T20M 5C NDA 2024M 27 NMPA

Liragiutide biosimilar GLP-1R Chanan; Faijin T20M 8C. MDA 20241213 MMPA

Ecnoglutide GLP-1R Hangzhou Sciwind TZOM SC. MO 202411723 MNMPA

Semaglutice GLP-1R Qilu Pharmaceutical TZ0M 5.0 MDA, 202419115 MMPA

IBI36Z GCGR; GLP-1R Innavent T20M 5.C. NDA 2024/8M1 MMPA
Semaglutide’ GLP-1R Livzon Group T20M 5.0 MDA 202416116 NMP A ;
CJC-1134-PC GLP-1R Hebei Changshan: Hbcsbio T2DM 8.C. MDA 20247424 MMPA, g
HDG1901" GLP-1R Hangzhou Jiuyuan Gene Engineaning T2DM S0 MDA 2024/413 MMPA E
HEC-44616 SGLTZ HEC Pharm T2DM p.0. HDA 2024111 NMPA Em
=
Brenzavvy SGLTZ Nefﬂﬁ%ﬁﬂiﬁ”' T20M po. NDA 2024/1/4 NMPA ;
HRZO031* DPP-4: PRKAB-1; SGLT-2 Shengdi Medical T2DM p.o. NDA 20231111 NMPA, 'E
LIrEIE_J'Lﬂl'dB‘ GLP-1R Zhuhzi United TZDM 5. NDA 20238722 NMPA g
ORMD-0B01 INSR? Oramed Lid T20M p.o. NDA 202304125 NMPA %
z
rx
Notes: g
1, Blosimifar or generic candidates o
2. denoies the date when CDE announces it receives the NDA =
3. INSR = insulin receptor E
4, compound formulation of SGLT-21, DPP-4 and meatformin %
LE]

Source: CDE, China Insights Consultancy
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Overweight/obesity Approved drugs in U.S.
- Currently, six overweight/obesity drugs have been approved by FDA

Obesity market Approved drugs
Approved overweight/obesity drug by FDA in U.S., As of LPD
Adminia Dosage Annual
Drug Name MoA  Company Approval Indication .. E ncy Cost Pros Cons
Lipase +  Oral formulation can + Has side-effects that affect quality of
Orlistat inhibit Roche 0411993 Obesity po. TID. $1,005 increase compliance life, such as faecal incontinence
" o = Effective weight loss +  Lack of fat-soluble vitamins

- . . . ) + Bothersome side aeffect, such as dry
Phentermine/ : Owerweight! = Good patient compliance . v
Topiramate ME/GABA Vivus avizn1z2 obesity PO Qb. £1.615 « Effective weight loss :1;“1.:.: and a tingling sensation in
" Nalrexomne)  Opioid . """ Oveweigh! . ...+ Goodpatientcomplance + Carry FDAblack boxwamingaboul 3
DO T . S5O AR O .. e SR L~ TS|
; + Simultanecusly contrals = Short-acting .
Licaglistice GLP-1 W ppge RO g Q. $3276  biood glucose + Higher injection frequency 2
Nordis ty +  Effective weight loss - Increase the risk of Gl adverse efect =
T2DM, * Long acting E
Semaglutide GLP-1 Nﬁmk 06/2021 Overweight!  s.c. aw. $3527 E&“ﬂ';ﬂm“ CONINDKS . |ncrease the risk of GI adverse effect E
obesity = Marked weight loss
12008 : Iémg|mi“g | | of Gl adverse e :
- . " i . multanecusly controls. «  Increase the nisk ree efect 5
Tirzepatide GIP/GLP-1 Eli Lilly 112023 Dvetrlwar@htf 5.C. Qw. £12.278 blooi glti + Withdraw drug lead 1o weight rebound E
obesily = Significant weight loss =
Rhythm Rare genetic « Applicable to patients + Skin hyperpigmentation §
Setmelanotide MC4R  Pharmaceuti 112020 diseases of s.C. Q. £390,559 with specific types of rare *  Increase the risk of Gl adverse effect %
cals obesity obesity disordars » Depression and suicidal ideation g
8

e R e R RS S e———————————— —————————
Modes: Approval refers o the Llime when thee weight loss indicalion was granted, GABA, = —— Source: The Lancet; FDA; China Insights Consutancy
gamma-aminobutyric acid; GIP = Gasiric mhibitory polypegtide; NE = norepinephnine; (= ] -
FRame genetic dissases of obesity refers o POMC, PCSK1, or LEPR deficiency &

n
R

E



Overweight/obesity Approved drugs in China
- Currently, only three overweight/obesity crugs have been approved in the domestic market

Approved drugs

Drug Name MoA Company Approval  Indication tion Unit Price Cost NRDL Pros Cons
L S .I '."l"."“". L Reiss ; A e S e e B _-.,.",{.a,g;.u;;";._., Fwiwes
i : i Obesity! ¥ 508 Mot = Dral intake is more mconveniant
Oriistat Lipase Inhibitor Rucha Q2001 p.o. T (0.12g742) ¥ 15,5482 i " EnnuaiEnt sida-effacts. suchas
_faecal incantinencs

* Smnaag:!inu
Hangzhou T20M: +  Higher injection

¥ r p ¥ 300 Mot . frequency
Liraglutide GLP-1 f{T:dTn‘EI 072023 mt;h-r::;fms sc Q. (18mg:3mi) ¥ 18,2000 PORpATET Effective weight loss expensive

+  Increase the nsk of Gi
acverse effect

Short-acting
Higher injection
frequency

* EHpENSive

e e 5 i o o o 0 1 5 0 0 - 5 0 0 0 0 0 -0 5 00 0 O 0 00 0 O 000 O 0 0 s i

Obesityl
OFi2023 mmgm?

Shanghai
Banemaeg

¥ 216 Mot

Beinaglutide GLP-1 (4 2mg:2 4mi) ¥11,232¢ = Maodest weight loss

5.6, TID,

blocks dopamine . L] Rubmnd w_amlga:n
& Desano 072020 Simple cbesily po: o MNIA HiA hiva = Blescisuppyesion of Alpanauion ol

nompinephine covered® appelite mazirdol
reuplake « significant side eflects

« Long acting
i - - ot Y i
Cverweight covergd glucose
B csibtin” A IO

+  Increase the risk of G

Semaglutide GLP-1 Mown Mordisk 062024 adverse affect

Cherweight covered’

Tirzepatide  GLP-1R; GIPR i Lily 0712024 Qbesity/ e aw. NiA NIA Nol . Effective weight . Expensive

Copynght & 2023 China Inaights Consulfancy, Al nghts reseryed



Overweight/obesity Approved drugs in China
- Currently, only three overweight/obesity drugs have been approved in the domestic market

Approved drugs

Approved overweight/obesity drug by NMPA in China, As of LPD (2/2)

Notes:

1. The orginator, Odistat, was developed by Roche and named Xenical. However, due lo a business adjustment by Roche, Xenizal began to gradually exit the Chinese market in 2008, In 2010, Zein

Biotechnology launched a generic version of the Orfistat capsule, and several branded generic products have been approved in the Chinese market since then. As of LPD, 2023, there are 21 generic
Orlistat products approved in China

2. 120mg TID. dosage based on the Summary Review of Odistat (MDA D20766), expected treatment duration is 52 weeks

3 3.0mg daily dosage based on clinical data (MCT01272219), expected treatment duration is 52 weeks

4, 0.2mg TID. dosage based on clinical data (CTR20190408), expected treatment duration is 52 weeks

5. Only T2DM indications are covered by medical insurance, obesityvioverwaight indications are not covered by medical insurance

6. Indications and usage on labeling: adjunct to a reduced calorie diet and increased physical activity for chronic weight management in acult patients with an initial body mass index (BMI) of 30 kg/m2 or
greater (obesity), or 27 kg/m2 or greater (overweight) in the presence of at least one weight-related comorbid condttion (e.g., hypertension, type 2 diabetes mellitus, or dyslipidemia)

7. Indications and usage on labeling: Indicated for weight management in adull patients with a BMI 2 28kg/m2. or BMI = 24kg/m2 and at least one weight associated metabolic disorders (eq, hypertenson,
hypertension, dyslipldemia, fatty liver, abstructive sleep apn2a syndrome)

8 Generic or biosimilar praduct.
9. Thera is one GLP-1/GIF dusl receptor agonist, Tirzepatidz, that has been approved by the NMPA for the treatment of T2DM or obesity indications in China,

Sources: Advances in Therapy, Chinese Medical Frontier Joumal, Chinese Joumal of Health Management, NMPA, China Insights Consultancy

Sic nRsm
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Pipeline of Clinical-stage GLP-1 Receptor Agonists for Obesity in the United States

Obasity market Pipelines
Pipeline of Clinical-stage GLP-1 Receptor Agonists for Obesity in the United States

Candidate MoA Compary indication Administration Phase Fimrst Posted Date Trial Number m
TZ2OM/Cbesiy Overweight'CWVDs/CKDs P i 2023417 MNCTO5803421 FD&
Cirforglipron GLF-1R Eli Lilly ObeasityOwverwaight T20M p.0. 1l 202373724 NCTOSB72620 FD&,
Owerwaight/ Obesity .o 1l 20233122 NCTO5869903 F
AZDS004 GLF-1R AstraZensca Ovenweght Chasity p.a. [} 202410/8 MCTOBSTI092 FD&,
ROSE-010 GLP-1R Rose Phaima Cwerweight/Obasity 5.0 I 20241101 NCTOEE21017 FDi,
RGT-075 GLP-1R Regor Obesity p.o I 202472126 NCTOR2T 7934 FDa,
K-757 GLP-1R Kallyope Obesity p.o Il 20238/ MCTOB018559 FO&,
5-309300 GLP-1R Shionogl Obesity p.o Il 2023/6/29 MCTO5925114 FD,
Danuglipran GLP-1R Pfizer ObasityiOverweight T20M p.o. I 2021113 NCTO4T07213 FOA
GSBR-1280 GLP-1R Gasherorun Bio CibesityCrverwaightT200 p.o 1 20231125 NMCTOS76247 1 FO
CT-996 GLP-1R Camo ObesitwType 2 Diabetes p.o | 2023519 WCTOS814107 F A
W14 GLP-1R Scnwind ObesityType 2 Disbetes/MASH p.o. I 20221013 NCTOE572374 FLA

Source: ClimcalTnals.gov, China insights Consultancy

cic HinEN

Copyright & 2023 Glina Insiphls Consuitancy. AN nahls resernedl




Pipeline of Clinical-stage GLP-1 Receptor Agonists for Obesity in China

ty market Pipalines
Pipeline of Clinical-stage GLP-1 Receptor Agonists for Obesity in China

Candidate MoA Compeny Indication Adminictration Phaee  Firrst Posted Date Trial Number Gu-wlnntl e
PE-119 GLP-1R FegBio Overweight/obesity 5.6, I 2024/4117 CTR20241107 MNMPA
Semaghutide GLP-1R Jiangsu Thary Obesity 5.0 L 202412123 CTR20244777 MNMPA
GZR-18 GLP-1R Genlee Overweight/obesity 5.C. i 202412118 CTR20244647 NMPA
Semaglutide GLP-1R Jiangsu Sinopep Obesity &.c 11 2024112012 CTR20244432 MHMPA
VET220 GLP-1R Vincantage Overweightiobesity p.o. i 2024/11/20 CTR20244365 NMPA
Semaglutide GLP-1R Chengdu Beile Obesity sc i 2024/9/30 CTR20243408 NMPA
ZTO0G GLP-1R QL Bopharm Uvemelgm p.0. I 202411115 CTR20244313 MIPA
Semaglutide GLP-1R CSPC Ohesity 5.0 i 202479114 CTR202434M NMPA
Urtorglipron GLP-1R Eli Liliy Cverweightiobesity p.o. i 20237811 CTR20232459 MNMPA
Ecnuwmde GLP-1R Scwind Crverweight/obesity 5.G. n 2023315 CTR20230745 MMPA
Semaglutide GLP-1R Mova Mordisk Weight management 5.C. 1] 2023/9/8 CTR2Z0232812 MR A
BPYTO1 GLP-1R Baiji Youtang Ornarweightiobesity 5.0 H 2024/8/13 CTR20242057 MIPA
ZT002 GLP-1R QL Bopharm Owverweight/obesity 3.C. Il 202477112 CTR20242627 HIEA
HOM1002 GLP-1R Hangzhou Zhongmei Huadong Crverweight/obesity p.o. I 202441 CTR20241151 NMPA
$upag!uu-1e GLP-1R Inrogen Overweightobesity 5.0, Il 2024/311 CTR20240801 HNMPA
HRS-7535 GLP-1R Shandong Shengdi Obesity p.a. I 2024/2/18 CTR20240369 NMPA,
GMA-105 GLP-1R Hongyun Huaning Overweight/obesity 8.C. =1]1] 202206127 CTR20221601 WIPA
MDR-001 GLP-1R MindRank Overneightocbesity 8.0 [} 2024/8123 CTR20243057 NMPA
SAL-D112 GLP1R Saubris Civarweightiobesity p.o. I 202312118 CTR20233548 MIMPA

Notes: Biosimilars registered al COE nof included

Source: COE, China Insights Consultancy
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Pipeline of Clinical-stage GLP-1/GCG Dual Receptor Agonists for Obesity in the United States

Obesity markat Pipelines
Pipeline of Chnical-stage GLP-1/GCG Dual Receptor Agonists for Obesity in the United States
Competent
Candidate MoA Company Indication Administration Phase  Firrst Posted Date Trial Number aiithiatty
1BI362 Diabetes MellitusT20MObasity s.C. n 20231228 MCTG 184568 FOA
Mazdutid GLP-1RIGCGR Eli Lillytnrovent
( €) Dizbetes MaliitusTZDM s.C 1l 202217 NCTOS6064813 FOA
Obesity/MASH 5. 1 20241313 NCTOG309992 FOA
Obeasity .0 1l 202310711 MCTOGOT TEG4 FCA
Survodutide GLP-1R/GCGR Boshringer Irgelheim _
ObesityT20M 8.C. in 2023M10:4 MCTOG066528 FCA g
Obesity s.c mn 2023/10/4 NCTOB066515 FLA ]
a
Pemwdutide GLP-1RMGCGR Altmmune ObasityOvenseight 5L Il 20221325 NCTO5285875 FCA E
Obesity/T20DM se " 2018/7116 NCT03586830 FCA =
Efinopegdutide GLP-1R/GCGR  Merck Sharp & Dohme LLC E
Chbesity 5.C. Il 2018/473 MWCTO34BE3G2 FLA i
DA-1726 GLP-1R/GCGR Meurobo Cbesity 5.0 | 20241219 MNCTOE252220 FOA &
Coo1 GLP-1R/IGCGR Meuraly Owerweight'ObasityT2DMMASLD s.C | 202113123 MCTD481 2262 FOA %
Orverwaight/Obesity 5. I 2019/8/16 MNCTD4059367 FOA E
Qg
NNCS204-1177  GLP-TRIGCGR Novo Nordisk Mitalolisn and Nulriiion 2
Disorder/Obesity 5.C 201610021 MCTO294 1042 FOA §
=
:

Source: Cﬁ:ﬁcafTriaIs.w. China fns.iihts Cuns-l.f.ftancg
L | ﬂiﬂ &8
e
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Pipeline of Clinical-stage GLP-1/GCG Dual Receptor Agonists for Obesity in China

Pipelines
Pipeline of Clinical-stage GLP-1/GCG Dual Receptor Agonists for Obesity in China
Candidate MoA Company Phase Indication ot MR e Trial Number
GLP-v ' ) : ’ -
FB-T18 GCG PeagBio Overweight’obesity £.C. 2023051 CTR20231655
. GLP-1/ - ; ,
Mazdutide coe Innovent MDA Overweight/obesity 5.0 2023M12/26 CTR20231655
; : GLP-v ;
Survodutide Boshnnger Ingeibeim ] Cverweightiobesity S.C. 2023214 CTR20231655

Notes:

1. Mazdutide's NDA was accepled by the COE in February 2024, its First Post Date and Trial Mumber denote itz sarliest Phase Il clinfeal trial regisfered at the COE,

Souwrce: COE, China Insights Consultancy

Copynghl & 2023 China Insights Conswiancy. AN nghts reserved.



Pipeline of Clinical-stage GLP-1 Receptor-Targeted NASH Drug Candidates in the United States

MASLDIMASH drug

market Pipelinas
Pipeline of Clinical-stage GLP-1 Receptor-Targeted NASH Drug Candidates in the United States
Compaetent

Candidate MoA company Indication Administration Phase  Firrst Posted Date Trial Number authurit
PB-718 GLP-1R/GCGR PegBio NASH 5.C. I 2021/8/25 NCTOS021668" FD&
Survadutide GLP-1RIGCGR Boehrnger Ingealhaim MASH £ n 20241313 MCTOG303592 FD&,
Semaglutide GLP-1R Movo Nordisk MNASH 5.C. 1l 20217330 NCTO4822181 FDo,
DD-04 GLP-1R/GCGR Meuraly Inc MAFLD 5.0 I 2024/5/13 WCTOG410924 FDa
Pamvidulide GLP-1RGCGR Altimmune MASH 5. 1] 20238114 NCTOS588711 FOs
Efinopagdutide GLP-IRIGCGR ~ Merck snf::%s Ktime: MASH, NASLD se i 2023/5/26 NCTOSBTTSAT FOA
Efocipegtrutide (HM15211) GLP-1R/GCGRIGIPR  Hanmi Pharmaceutical MASH 5.C Il 2020087 NCTO45054 36 Fa,
AZD3S50 GLP-1RMGCGR AslraZeneca NASLD 5.6 I 202311130 NCTOE151964 FDua,
WKZT3ES GLP-1RISCGR \iking Therapeutics MASLD p.o I 2022124 NCTO5203237 FDty

MNores:
1. Traf NCTOS5021666 is conducted an healthy participants

Source; ClimicalTrials.gov, Ching Insights Consultancy

Coppnght & 2023 Ching inaghis Conswrancy. Al fgils rasaned.
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Pipeline of Clinical-stage GLP-1 Receptor-Targeted NASH Drug Candidates in China

MASLDIMA

SH drug

Pipelines
Pipeline of Clinical-stage GLP-1 Receptor-Targeted NASH Drug Candidates in China
Candidate MoA Company Indication Administration Phase Firrst Posted Date Trial Numbar ':;" ulhmp mm"t

Survodutide GLP-1RIGCGR Eoehringer Ingelheim MASH 8.C. I 2024/11/26 CTRZ0244843 MIPA

Semaglutide GLP-1R Mowo Mordisk MASH 8. n 2021007127 CTR20211818 MIPA

Efinopegdulide GLP-1RIGCGR Merck & Co, MASH 5.0 Il 20231100189 CTR20233311 MMPA

GUANGDONG HEC

HECE&473 GLP-1R/FGF21 TECHNOLOGY NASH, T2DM, Obesity 5.0 I 20230817 CTR20232481 MRAPA
TZ2DM,

UBT231 GLP-1R/IGCGR/IGIPR Federal Biotechnology Overweight/Obesity, s.C. la 20231009120 CTR20232947 MMPA
MASH

Souwrce: CDE, China Insights Consulfancy
—

LA

Tatmaey
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Copyright & 2023 China Insights Consultancy. Alf nighls reserved.



Competitive landscape of CHI drugs

CHI market E:mm::
Pipelines of CHI drug candidates, CDE/FDA-registered, as of LPD
Mo, Drug Name Company Indication Phase First Posted Date Trial Number Approval Authority
PB-722
(PEGylated) PegBio CHI IND approval 2023/02/27 - CDE
GCGR Dasiglucagon Zealand Pharma CHI NDA' 20181217° NCT04172441 FDA
HM15136 .

(PEGylated) Hanmi Pharm CHI Il 2021/02/01 NCT04732416 FDA
CSl-glucagon Xeris Pharmaceuticals CHI Il 20161018 NCTO02937558 FDA
INSH H.L358 Hezolute; XOMA ZHI 1 200151113 NCTO4538589 FDA
GLP-1R Exendin-(9-39) Dive De Leon CHI im 20071212 NCTOO571324 FDA

MNotes:

1. Zealand Pharma has submitted NDA to FDA regarding Dasiglucagon in June 2023. In January 2024, the FDA issued a complete response
letter related to deficiencies identified at a third-party manufacturing facility. In October 2024, the FDA issued a complete response letter
regarding the fiming of a re-inspection.

2. The first posted date and trial number represents the Phase 11111 trial of Dasiglucagon registered at ClinicalTrials.gow.

Copyrigh € 2023 China Insights Conswiancy. AN nghts resevved,

—_—_—————— e e e s — el
cic NiREN Source: CDE; Zealand Pharma, ClnicalTrials; China Insights Consultancy
e 1) g T iy
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OIC Approved products in US
- PAMORASs drugs such as methyltrexone, naldemedine and naloxegol are the mainstream of OIC in US

OIC market Approved products
Mainstay drugs for 2L OIC therapy in US, as of LPD
: : _ First Approval 2022 global
MohA Generic Name  Brand Hamn-_ Company _Mnﬁhﬁﬂhn: Approved Indication Dat sales (Mn USD)

Naloxegol Movantik  RedHill Biupharma. p.o. chronic non-cancer pain OIC 2014/09/16 ~180

0.0. . OIC in adult patients mm chronic non-cancer 2016/07/19

: pain
! Salix OIC in adult patients with chronic non-cancer -

PAMORA; ‘Metyinabexone | RelSIF | oyimacauticals pain, OIC in adults with advanced iliness who 5

5.C. p g 2008/04/25

are receiving palliative care, when response to
laxative therapy has not been sufficient

Maldemedine Symproic Shionogi p.o. chronic non-cancer pain OIC 2017/03 ~60

Chronic idiopathic constipation
Mallinckrodt OIC in people with chrﬂn‘fc, noncancer pain, or
CLCNZ Lubiprostone Amitiza Pharmaceuticals p.o. in patients with long-lasting pain caused by a 2006/01/31 ~180
previous cancer or its treatment, irritable
bowel syndrome with constipation in women

Abbreviations: PAMORA = peripherally acling p-opiold receptor antagonist

Copprigh! @ 2023 Ching lnaights Corsuliancy. Alf nights reserved

—_—————— e e e e
Jm--,_c iR 15 i Source: FDA, China Insights Consuftancy
e L]
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OIC Approved products in China

QIC market Approved products
Mainstay drugs for 2L OIC therapy in China, as of LPD
MoA Genric Mame Brand Name | Company ' Administration Approved Indication Approval Date
For adulis with severe pain that requires opioid
Opioid analgesics to adequately control. The addition of
antagonist Prolonged-release i the opioid receptor antagonist naloxone alleviates
B opioid oxycodone/naloxone RR i Biarms daa the symptoms of opicid-induced constipation by 2024/6/28
analgasic blocking the effect of oxycodone on the intestinal
opicid receptors

i

For adults with severe pain that requires opioid E

Opioid analgesics to adequately control. The addition of g
antagonist& Prolonged-release o the oploid receptor antagonist naloxone alleviates

opioid oxycodone/naloxone RAHE Mundipharma P9 the symptoms of opicid-induced constipation by 20e2rmize s

analgesic blacking the effect of oxycodone on the intestinal g

opicid receptors §

‘.",

:

5

o

=

:

&

T iR Source: NMPA; China Insights Consultancy
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Competitive landscape of OIC drugs in the US

Pipelines of OIC drug candidates, FDA-registered, as of LPD

MoA Drug Name Company Administration Indication Phase First posted date Trial Number
Constipation
PAMORA Naloxegol Trihe:a@ . _f B Grra’-[ ______ ﬂu nstipation Drug Induced 1Al 2017110/20 NCT0331€859
= | ; : Paediatric Participants
MNaldemedine Shionogi Oral Receiving Opioids 1 2022/10/20 NCTO05588323
N/A BGP345A BioGaia Pharma Oral Opicid-Induced Constipation 1| 202111724 NCT05133076 g
<
%
g
)
§

ey Source: clinicaltrials.gov; China Insights Consultancy
CcHEen



Competitive landscape of OIC drugs

OHC market ﬁ:ﬂpﬂfﬁ“
Pipelines of OIC drug candidates, CDE-registered, as of LPD
Drug Name MoA Company Administration Indication Phase First Posted Date Trial Number
PB-1902 I 202110121 CTR20212557
|
(PEGylated) FRMEIA Fagha " R | 2021/04/02____ CTR20210655
PAMORA ichang Renfu Pharmaceutical Oral oIz BE 202456 CTR20241542
PAMORA Shenyang Eliving Pharmaceutical Technology Injectian (o] | 2018/07/02 CTR20180953
Mathyinakrexone PAMORA Beaﬂng ’(Iinllab Pharma ]n_]el:'.t!on oIc 1] 2015/06/18 CTR20150393
Bromiidea FPAMORA Fun.llkangﬂ'-ang Injection olc 1] 2015007106 CTR20150290
Institute of Toxicology, Academy of Military
PAMORA Medical Sciences. PLA, Injection oic It 20181018 CTR20181837 ;
Beijing Molike Technology §
Maldemedine PAMORA Shionogi Oral ol i 2022103122 CTR20220673 %
Frolonged-release  Opioid antagonist & 2
ervootoreinalosons:  diiokd anakiesic Luye Pharma Oral oic MDA 2021/07/23 CTR20211699 2
i OIC in adult patients wilh e
Lubiprostone CLCNZ Langxite Oral chronic non cancer pain BE 201812720 CTR20182238 E
g
i Opioid receptors
Hydrochionde/ antagonist &
Cycodone i Jiangsu Nhwa Oral ol BE 20247118 CTR20242606
opinid receptors
Hydrochloride :
Hydrate agonist £
=
[+
=
MNotes: =
1. Registered by Shanghai Hanmai, a subsidiary of PegBio %
2. Bioequivalence trial E
L& ]
ETE MR Source; COE, China Insights Consultancy
e
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Prospectus Confirmation

Confirmation

Confirmation

Confirmation

T N D e e R i s T AT

1 According to CIC, long-acting GLP-1 receptor agonists referned to products that require an once-weekly dosing schedule such as that of PB-110, as compared to the frequent once- or multiple-
daily dosing schedule required by short-acting GLP-1 recaplor agonists

2 The dlinical results regarding both monatherapy and combination therapy for T2DM have underpinned our MDA for PB-119 in China, which was accepted by the NMPA in September 2023,
making it one of the earliest clinical-stage long-actng GLP-1 receptor agonists in China, according to CIC.

In addition, while we believe in the potential of PB-119 for the treatmant of T20M, cbesity, overweight and even NASH, for instance, it has potential to be included in the standard treatment

3 recommendations for these dissase which halp to change the treatment paradigms, according to CIC, however, it is premature at this stage to accurately predict the knock-on impact of PE-1131n
the relevant markets

4 PE-1802 is tha first and ona of the enly twe domastically developed clinical-stage oral p-opioid receptor antagonist drug candidates for the treatment of opioid-induced constipation ("OQIC") under
clinical triaks in China as of the Latest Practicable Date, according to CIC.

5 Dwring the Track Record Penod and as of the Latest Practicable Date, we did not have any commercialzed product. Cur near-commercialized Core Product is one of the earfiest domestically
developed long-acting GLP-1 receptor agonists in China, according o CIC.

& As of the Latest Practicable Date, the NMPA had accepted the NDAs of seven GLP-1 receptor agonists for the treatment of T20M, and PE-119 was the second eariest to receia NDA
acceptance from the NMPA among such candidates, according to CIC.

7 With the development of PB-119 and PB-T18, we ware among the few companies with multiple clinical-stage GLP-1-based product candidates for the treatment of overweight/obesity in Ching as
of the Latest Practicable Date, according to CIC.

f Az of the Latest Practicable Date, there had baan o new GLP-1-based product being approved in the markets that PB-119 and PB-718 intend o address, according to CIC,

2] According o CIC, our insurance policy s in line with the industry practice

10 Our Core Product PB-119 is one of the earliest domestically developed long-acting GLP-1 recaptor agonists in China, according to CIC

1 According to CIC, metabolic diseases are among the fastest growing dizeases worldwide with a global pravalence of 2,522 million in 2023, which is expected to increase to 2,991 million by 2032,
representing a CAGR of 1.9%

— B Source: FDA, China Insights Consutancy
e Pam 5

Copyright © 2023 China Insights Consuttancy. All night's reserved



Prospectus Confirmation

Confirmation

Confirmation
Confirmation

12 Whila no head-to-head studies were conducted, PB-119 distinguished itself as the only GLP-1 drug with a sustained glucose-lowering effect t#1 52 weeks and no rebound demonsirated in clincal
trial, based on the publizshed clinical trial results ofthe GLP-1 receptor agonists approved for commercialization, according to CIC

13 PE-119 demonstrated rapid, significant and sustaihed efficacy with a differentiated broad range of benefits in the clinical trials, according to CIC.

14 We believe that multiple features of PB-119 can fzcilitate its administration and enhance patient compliance, according to CIC, which is critical for the long-term management of chronic and
metabolic diseases.

15 The potency of PB-119 at relatively low dosage levels also allows us o pursee competitive pricing as another potential advantage, especially for patients who are more cost-sensitive in Chinz
and other emerging markets, according to CIC.

These effecis are mutually beneficial and may lead to a more robust physiclogical response compared to those of GLP-1 receplor agonists alone, and provide improved glycemic control and
16 substantial weight reduction. GLP-1/GCG dual receptor agonists have furthemmore been shown to ameliorate liver fat content and fibrosis, as well as promoting liver regeneration, according to
CiC.

17 Cur near-commercialized Come Product i one of the sarliest domestically developed long-acting GLP-1 receptor agonists in China, according to CIC.

18 PE-119 is one of the earliest domestically developed long-acting GLP-1 recepior agonists in China, according to CIC, and has demonstrated good safety and efficacy across 11 chinical trials in
China and the United States,

19 Cwarall, PB-118 achieved significant glycemic cortrol. While ne head-to-head studies were conducted, PB-119 distinguished itself as the only GLP-1 drug with a sustained glucose-lowering effect
till 52 weeks and no rebound demonstrated in clincal trial, based on the publishad clinical trial results of the GLP-1 receptor agonists approved for commercialization, according to CIC.

20 MNASH is a chronic and progressive disease with Rezdiffra as the only FDA-approved treatment oplion as of the Latest Practicable Date, according to CIC.
21 According to CIC, as of the Latest Practicable Date, there was no GLP-1 receptor-largeted drug approved specifically for the treaiment of NASH globaliy
2 Acoording to CIC, as of the Latest Practicable Date, there were seven GLP-1/GCG dual receplor agonist candidates under clinical devalopmant for the reatment of obesity in the United States.

Copyright & 2023 China Inaights Consuifancy. AN nghis resersed
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23 The clinical resuits regarding both monctherapy and combination therapy for T2DM have underpinned our NDA for PB-113 in China, which was accepted by the NMPA in Saptember 2023,
making it one of the eariest clinical-stage long-acling GLP-1 receptor agonists in China, according to CIC.

24 According to CIC, the glabal markel size of T2DM and obesity treatment was USE70.3 billion and US39.1 billion in 2023, respectively, and is anticipated to reach US$108.2 billion and US3585
billion in 2032, with CAGRs of 4.9% and 22.8%, respectively.

25 According 1o CIC, the global market size of GLP-1 receptor agonists is expected to reach US$110.6 bilkon by 2032 In 2022, GLP-1 receptor agonists accountad for more than 44% of the T2DM
drug market in the United States, while they only sccounted for approximately 10% in China's T2DM drug market. underscoring the market potential in China.

5 PB-1202 i= the first and one of the only two domestically developed clinical-stage oral p-opioid recaptor antagonist drug candidates for the treatment of OIC in China as of the Latest Practicable
Date, according to CIC.

27 As of the Latest Praclicable Date, PB-1%02 was the first and one of the only two domestically developed clinical-stage oral p-opioid receptor antagonist drug candidates for the treatment of OIC in
China, according to CIC.

28 As of the Lalest Practicable Date, PB-722 was the first and only drug candidate with IND approval for the treatment of congenital hyperinsulinemia in China, according to CIC.

29 According to CIC, L is industry norm to engage CDOMOs and ulilize their equipment and resources required for mass production of drug substances, which could be costly in particular for biotech
companies in the early stage of commercializatior that are ramping up their production capacities.

10 Dwring the Track Record Period and as of the Latest Practicable Date, we did not have any commercialized product. Our Core Product is one of the eadiest domastically developed long-acting
GLP-1 receptor agonisls in China, according to C'C, upon obiaining the regulatory approvals from the NMPA,

K] Cur Core Product PB-118 is one of the sariiest demestically developed long-acting GLP-1 receptor agonists in China, according to CIC
32 According to CIC, metabolic diseases are among the fastest growing diseases worldwide, and they are also among the most commaon diseasas in China.

Sre MinBn Source: FDA, China Insights Consuitancy
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The comparison of different types of GLP-1RAs

R Polyethylene Glycol
Drug name (generic) PB-119 Semaglutide Loxenntide Dulagiutide Exenatide-ER
Efficacy length Long-acting Long-acting Long-acting Long-acting Long-acting
Dose Trequency Onoe a week Once a week Once a week Onece a week Oince g week
Half life 2-3 days ~7 davs 45 days ~5 days One-week sustained release
Dinse titration Mo Yes Moy Yes Mo
P , . 478 8 RMB 127 RMB 149 RMB 496.25 RMB
T20M Pricing in China P {2mg:1 5ml) (0. 2mg0.5ml) {1 Smg:0.5ml) (Zmg:0.65ml)
Maonihly spending’ MN/A -G37 RMB ~74% RMB -595 RMB ~1,985 RMB
& 4o £/0zempic F &5 B B i Tralicity W ik 48 /Bydureon
L f PV ¥ _. 2 .
NP appeovel st A 2021/4127 2019/5/5 2019/2/22 2017712128
Overweight/Obesity Expected Pricing in China MiA MiAd MM NME NME
iEde B Wegovy 4 ; 3
VWP A approval dare A 2024/6/25 NM WM NM

. Chher long-acting GLP-{ recepror agonizis include albigluide. Afhighitide is a glvcagan-like pepride-1 (GLP- 1} receptor agonist wred for the treatment of tipe 2 dishetes. [ war ariginally develaped by
GrlavaSmithiline (GSK} and was approved by FDA for markering in 2004 By the end of 2007 (GlaraSmithKline announced that it would ceave all further rerearch. developmenr, mamufacturing, and sales activities for
albigltide, effecrively withdrawing it from the marker

Muonthly spending extimated on recommended dosage indicated on drug labels for 4 weeks

NM = Not Meaningful o trials af overweight’ohexity of urderlving products registered at COE

4, Not ver available

bay by

ETE }_F]IE ’_é' Source; ClinicalTrial.gov: China Insighls Consultancy
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Representative drugs in T2DM treatment, FDA, NMPA, other than GLP-1 class

Representative drugs in T2DM treatment, FDA, NMPA, other than GLP-1 class

Medication Brand name Drug class Company Dosage Global pricing’ MRDL pricing in China
Metformin® Glucophage/it % Meiformin Merck = |nitial dose: 500 to 1000 mg orally = ~$40 per 30 500mg oral tablel = =%320 per 20 500mg oral
ik once @ day, increase in 500 mg tablats?
weekly increments as tolerated
Insulin Glargine®  Lantus/ = &+ Insulin Sanofi + 100 units/mL cnce daily = =EB0 per 10 milliters? * ¥ 6532 per 300 units?
Empaglifiozin® Jard@ance! i &4 5GLT2 Boehringer = Initial dose: 10 mg orally daily, dose * —$650 par 30 10mg oral tablet = =¥40 per 10 10mg lablets
Ingelheim/ER Lilly may ba increased to 25 mg
Sitagliptin Januvalt it i DPP-4 MsD + 100mg once daily + ~HBE00 per 30 100mg aral tablel « =%50 per 7 100mq tablets
Nates:

Price in the LIS in US dofars, exdracied from drigs com

Sanoll announced thal stating January 2024, e compamy will astzbilsh 8 cap on pwl-oflpockes prives of 235 on Lemhus

Glucophage nclided in the NROL but b not included for cenfralizec procurerment for medformin, the price feved of metfarmin included in fhe cermralized procurement costs ~ ¥ 0.4 per day
Lantus included in the insulin canfratized pmcumemeant i 2024

Canlraiired procuramsan axecited v China

g g T =

Coppright & 2023 Chira insights Consuftancy, AN nghls esened.
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Progression of NASH

Healthy Liver

Fibrosis stage

Histology .

Healthy liver controls
the levels of glucose,

Pathogenicity  fat and protein in the
blood

MASLDO MASH MASH with fibrosis

Fat accumulation in the
liver

Bwnra liver damage E—p

Hepatlocytes accumulate Accumulated fat causes strass
excess fat, a process called and injury to hepatocytes which
steatosis. leads to fibrosis

G tnEn

Cirrhosis Liver cancer

are broken down Cancer and liver failure might
and scar tissue be caused as complications by
accumulates, which long-standing cirrhosis.
sliffens the liver.

Source; ALF, NIHR, NIDDK, China Insights Consulancy
140

Copyright © 2023 China insights Comsultancy, Al rights resenved




AASLD practice guideline recommends several available medications on patients with NAFLD; none of the below
medications have been approved to treat NASH by the FDA

Recommendation for MASLD/IMASH medication, AASLD

Meadication? Patient population Liver clinical benefits Mon-liver related clinical banefits Potential side effect
Vitarnin E MASH without T2DM or cirthosis «  Improves steatosis / *  Hemorrhagic stroke
* No proven beneflt on fibrosis = Potential risk of prostate cancer
Piogltazone MASH with or without T2DM + Improves steatosis +  Improves insulin sensitiity «  Weight gain
* Potential benefit on fibrosis +  Prevention of diabetes * Risk of heart failure exacerbation
« CV risk reduction « Bone loss
= Siroke prevention
Liraglutide? MASH without crrhosis + Improves steatosis +  Improves insulin sensitivity +  Gasirointestinal
* Mon proven impact on fibrosis +  Weight loss + Gallstones (related to weight loss),
«  CV rizk reduction Pancraatitis
+ May slow progression of renal disease
Semaglutide’ MASH withoul cirhosis «  Improves steatosis +  Improves insulin sensitivicy = Gastrointastinal
+ MASH resolution «  Weight loss « Gallstones (related to weight [oss),
+  May slow fibrosis progression « |mproves CV and renal oulcomes Fancraatitis
« Stroke prevention
Tirzepatide T2DM or obesity with NAFLD * Reduces stealosis on imaging * Improves in insulin sensitivity * (Gasfrointestinal
= Significant weight loss = Gallstones related to weight loss
Pancraatiis
SGLTZ T2DM and NAFLD * Reduces steatosis on imaging = May improva insulin sensithity « Risk of genitourinary yeast infection
« Improves GV and renal outcomes *  Volume deplation
= Benefit in hearl failure + Bone loss
=  Modest weight loss
Noles:

1. Avatable data on semadgiuiice, pogifazona, smd vilamin E gdo nof demansirate an antifbroiic benefit, and nonea has besn cansfully studied in patients with cirhosis: Metformin, usocdeoxyohalic acid, dipeptioyl pepbdase-d, staling, and siyman
are wedl studiad n NASH and should nol be used as & teatmant for MASH a5 they do not offer 3 meaningfl histologics! bansfit
2. Study with smalil sampée site and undarpowened io deferming key hsiological oulcomes [fbmosis)

3. Phase 3 trial o delermime efcacy curmenlly eagaig

Abbrvatons: CV, cardfovascular SGLT-2i sadivm mucose colrnsporfard inhibilor; TAOM, fype 2 dabetes mellits

r—
cic R

=ie Source : American Association for the Study of Liver Disease, China Insights Consutancy
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Comparison of clinical trials and endpoints of approved GLP-1 based medication on treating obesity

Comparison of clinical trials and endpoints of approved GLP-1 based medication on treating cbesity

Summary of clinical trials

Trial
Products MOA : Other safety profile
identity . i ’ Treatrmant
Basaling profile Intanvention difersnce? (%) Adverse affects?
Liraglutide GLP-1 SCALE = Mean weighl 106.2 kg = 3.0mg caily plus + 54% « Discontinuation rates® 9.8% (4.3%) + Black box warming of
= Mean BM| 38.3 kg/m? courseling on lifastyle + Mausea 40.2% (14.7%) thyrgid C-call umors
modification for 56 weeks +  Diarrhea 20.9% (6.3%)

Vomiting 16.3% (4 1%)

Semaglutide  GLP-1 STEP1 = Mean weigh! 1054 kg = 2.4mg weekly plus s 12.4% + Discontinuation rates 7.0% (3.1%) +  Black box waming of
+  Mean BMI 37.8 kg/m? lifestyle intervention for + MNaussa 44.2% (17.4%) thyroid C-cedl tumors

68 wesks + Diarrhea 31.5%(15.9%)

+ Vomiting 24 8% (6.6%)
Tizerpatide GLP- SURMO  » Mean weighl 1058 kg +  10mg weakly plus + 164% + Discontinuation rates 7.1% (2.6%) = Black box warmning of
1GIP LINT-35 «  Mean BMI 33,2 kg/m? lifestyle intervention for *  Nausea 33.3% (9.5%) thyroid C-cell tumors

72 weeks « Diarrhea 21.2% (7.3%)

Vomiting 10.7% (1.73%)

MNotes

Trial subject profile in trestment group

Treatment difference = mean perceniage of weight loss in ireatmen: group subtracted by mean percentage of weight loss in placebo group
Adverse effect shown as pereentage of adverse events in treatment growp { percentage of adverse events in placebo group)

Dtz from Saxenda dneg label, a cumulative parameter based on meltiple clinical mials

Trial with 3 reament groups, [0mg group results shown in table

T B

Copyright @ 2023 Ching ingiphis Consulfancy. AN righ!z rezerved.
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1 We have sel-developed one Core Product and other five product candidetes to capture the market potential in prevalent chronic and metabolic diseases.

2 GLP-1 receptor agonist is an agent that activates the GLP-1 receptor lo simulate the receptor activation functions of GLP-1, which primarily include insulin secretion promoticn, glucagon secretion
inhibition, suppressing gastric motility and appefite, glucose uptake and fat degradation.
It has demonsirated multiple benefits in glycemic control, cardiovascular health, and a good efficacy profile in weight management across several clinical trials. According to CIC, long-acting GLP-1

3 receplor agonists referred to products that require an cnoe-weekly dosing schedule such as that of PB-119, as compared to the frequent once- or multiple-daity dosing schedule required by short-
acting GLP-1 receptor agonists.

4 These frials have revealed its broad-ranging benefitz, good safety profile, rapid and sustained effectiveness, and potentially a high level of patient compliance.

5 The clinical results regarding both monotherapy and combination therapy for T2DM have undeminnad our NDA for FB-119 in China, which was accepted by the NMPA in September 2023, making it
one of the earfiest dinical-stage long-acting GLP-1 receplor agonists in China, according to CIC.

We face fierce competition from existing products and product candidates under development in the T2DM and cbesity market. Such fierce competition may limit the anticipated market stze for PB-118

& and therefore negatively affect our anticipated growth. In addition to altemative treatment methods and prevention methods, such as adopting a healthier lifestyle that facilitates weight management,
there ane various marketed drugs with new modalties available to patients with T20M or obesity. In China and the United States, GLP-1-based therapeutic options for T2DM and/or obesiy mainly
include exenatide, liraghutide, exenatide ER, albiglutide, dulaglutide, lixisenatide, semaglutide, tirzepatide, insulin degludeciraghutide and insulin glargine/lixisenatide.

In addition, the markel competition may be fierce with the potential development of generic medications once the relevant patents of brand name drugs have expired. While we believe PE-119is
adequately protected by our inteliectual property rights, the patent expiration of cartain ather GLP-1 receplor agonisls may lead to the entry of genaric drug products, subject te market conditions,

7 regulatory trends and the strategic focus of market players. In addition to GLP-1-hased therapeutics, prevalent reatment options for T20M in China and the United States mainly include metfiormin,
SGLT-2i, DPP-4i, GKA, among others, and pravalent treatment options lor obesity in China and the United States mainly include orlistat. phentermine and nattrexons. In China, traditional Chinese
medicines are also used for the treatment of T2DM andfor obesity, among which Mulberry Twig Alkaloids Tablet was approved by the NMPA for the treatment of T2DM. In addificn to approved
treatment options for T2DM and cbesity, there are a large number of competing drug candidates currently under different clinical stages. For additional information, see “industry Overview.”

] It has potential to be included in the standard treatmerl recommendations for these disease which help to change the treatment paradigms, according to CIC

g PB-1902 is the first and one of the only two domesticaly developed clinical-stage oral p-opioid receptor antagonist drug candidates for the treatment of opioid-induced constipation (*OIC7) under chnical
trials in China as of the Latest Practicable Date, acconing to CIC,

' Copyrigitt © 2023 China insights Conswitancy. All riglits reserved,
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The PEGylation technology enables reduced renal clearance and enhanced water solubility of the PEGylated molecules, thereby extending their hall-lives. In addition, the steady release of
PEGylated molecules enables less titration frequercy and minimizes fluctuations of drug levels. There are other technologies to achieve similar effects, for mstance, lipidation also extends
the half-lives of molecules by enhancing their stakility.

Dur near-commercialized Core Product is one of the earliest domestically developed long-acting GLP-1 receptor agonists in China, according to CIC,

With such commercialization arrangement, we expect to benefit from its decades of market experience and know-how in navigating through the rapidly evalving China healthcare
landscape, market access ability to provide umbee la coverage for a portfolio of products and sales network covering both higher- and lower-tier markets to enable broad market
penatration across China.

As of the Latest Practicable Date, the NMPA had accepted the NDAs of seven GLP-1 receptor agonists for the treatrment of T2OM, and PB-119 was the second earliest to receive ND&
acceptance from the NMPA among such candidatas, according 1o CIC.

With the development of PB-119 and PR-718, we were among the few companies with multiple clinical-stage GLP-1-based product candidates for the treatment of overweight/obesity in
China as of the Latest Practicable Date, according to CIC

On June 18, 2024, Wegovy (sernaglutide), a GLP-1 receptor agonist developed by Novo Nordisk A/S, received marketing approval from the NMPA for the treatment of obesity or
overweight patients in China with a BMI over 30 kg/m2 or with a BMI between 27 to 30 kg/m2 and least one weight-related comorbidity.

As of the Latest Practicable Date, there had been no new GLP-1-based product being approved in the markets that PB-119 and PE-T18 intend to address, according to CIC.

The pharmaceutical industry is subject to intense competition

As of the Latest Practicable Date, there were 16 GLP-1 receptor agonists approved in China and more than 20 GLP-1 receptor agonist candidates undergaing clinical trials for the
treatment of T2DM in China

The currently marketed GLP-1-based products and pipelines undergaing clinical trials have exhibited certain common adverse effects such a3 mild-to-moderate gastrointestinal
disturbances.

Additionally, the recent shortage of GLP - 1-based products has led to an increased consumption of compounded GLP-1-based medications — custom formulations that may contain the
same active ingredients as the onginal drug but ae not regulated for safety and efficacy. Compounded medications present a higher risk to patients compared to FOA-approved drugs.
According 1o the FOA's adverse event database, there have been reports of fatalities associated with compounded GLP-1-based products, although the specific cause of death has not
been determined and may not be linked to the GLP-1-based products. While these reports are not directly related to and are not indicative of the safety profile of our drug candidales,
any negative publicity surrounding the potential risks of compounded GLP-1 products could adversely affect our reputation, clinical trials, and overall business operations.

11i0 2 i Source: China Insights Consultancy
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However, given the presence of various prevention methods, such as adopting a healthier lifestyle that facilitates weight management, as well as existing and potential alternative

21 treatment options {i.e. thiazolidinediones ('TZDs"), oral sulfonylureas, dipeptidyl peptidase-4 ("DPP-47) inhibitors for T2DM and Weagowy or Ozempic for the treatment of obesity), for our
targeted indications, the market potential of the Core Product may be limited

2 Additianally, the growth of the NASH market in China might potentially be less pronounced than the global trend given the refatively lower level of obesity in China as compared to cther
countries, which could affect the number of addressable patients of our other drug candidates being developed for the MASH indication,

23 Type 1 diabetes is a lifelong condition where the bady's immune system attacks and destroys the cells that produce insulin, In type 2 diabetes, also referred to as TZDM, the body doss
not produce encugh insulin, or the body's cells do not react to insulin properly. Consequently, T2DM causes excess sugar to circulate in the bloodstream.

24 According to the International Disbetes Federation, approximately 504 of the adults with T2DM are aware of their condition, being the addressable patient group for this indication

The treatment regimen of T2DM is mainly based o1 insulin therapy and diabetes medications, If adeguate glycemia control cannot be achieved by insulin therapy, metformin is alsa often
25 usad. Other therapeutic options include glucagon-like peptide-1 ("GLP-1") receptor aganists, thiazolidinediones ("TZD0s"), oral sulfonylureas, dipeptidyl peptidase-4 {*DFPP-4") inhibitors,
sodium-glucose co-transporter-2 ("SGLT-2") inhikitors, as well a5 glucokinase activators ("GKAS™). Traditional Chinese medicines are also used for the treatment of T2DM and its related
syndromes clinically. Weight-loss surgenes are sometimes adopted for morne severe cases
26 In recent years, GLP-1 receptor agonists have been increasingly recommended for the treatment of T2DM as a result of their favored treatment outcomes demonstrated in various clinical
studies and real-world applications.
T2DM implications: 1. Existing drug modalities such as metformin, sulfonylureas, DPP-4 inhibitors, GLP-1 receptor agonists, SGLT2 inhibitors, and insulin offer varous options for glycemic
27 control. 2. These drugs help in managing blood glucose levels, reducing the risk of diabetic complications, and improving quality of life for patients with TZDM. (Source; FDA, China
Insights Consultancy)
T20OM challenges: 1. Adherence Complex dosing regimens and potential side effects may affect patient adherence to treatment. 2, Hypaglycemia: Certain medications, such as
28 sulforylureas and insulin, can increase the risk of hypoglycemia, which poses a safety concern. 3. Cost: Some newer medications, such as GLP-1 receptor agonists and SGLT2 inhibitors,
may be expensive, limiting access for certain patient populations. 4, Weight Gain; Certain medications, such as sulfonylureas and insulin, are associated with weight gain, which can
exacerbate obesity in patients with T2DM. [Source: FDA, China Insights Consultancy)

Copyright @ 2023 Ching Ingights Consatancy. AN ighls reserved.
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T20M is aften influenced by bath Ifestyle factors end genetic factors. Certain ethnic groups and population with related family history are shown to exhibit elevated risk of developing
T20M. Specific genes including CALPN1D and TCF7LZ have also been identified to be associated with T2DM, Lifestyle factors including unbalanced diet may cause insulin resistance, and
29 sedentary lifestyle also potentally increases the ris< of developing T20M, Lifestyle interventions for T2DM include both dietary control and reguiar exercise Lifestyle interventions are
beneficial in multiple manners, and may potentally decrease the risk of developing T20M or delay the disease progression. However, they also reguire long-term adherence and higher
salf-management ability of patients, and it is usualy difficult to achieve ideal glycemic control with lifestyie interventions alone.
In recent years, the development of GLP-1 receptor agonists has revolutionized the treatment of metabolic disorders and particulady T2DM, and such modality has been increasingly
taking over the market share for the treatment of T20M.
Penetration of GLP-1 receptor agonists lags behind in China due to its late entry and significant costs. However. given the comprehensive advantages demonstrated by GLP-1 recepror
agonists in chnical trials, the Chinese market for GLP-1 receptor agonists is expected to experience an accelerated growth
The drop in market size of T2DM drugs in China in 2022 was mainly due to the allocation of medical resources, patients’ decreased willingness to seek medical treatrment, supply chain
obstacles and economic impact at the peak of the COVID-19 outbreak in China, resulting in some patients unable to continue diabetes treatment. The growth in market size of GLP-1
32 receptor agonists for the treatment of T2DM in China during 2022 and 2032 are stimulated by three factors; (1) the diagnosis rate for T2DM in China is expected to rise from
approximately 50% to 54% {2) the treatment rate for T2DM in China is expacted to rise from approximately 68% to 71%, and (3) the percentage of T2DM patients being treated with GLP-1
receptor agonists is estimated to rise from approximately 1% to 10%, from 2022 1o 2032,
The in vivo half-lives of the first synthetic GLP-1 receptor agonists wers relatively short and therefore require dosing as frequent as one or twice daily. Subseguent madifications have
been made to produce long-acting GLP-1 receptor agonists with longer in vivo half-lives, less frequent dosing and consequently higher compliance for chronic and metabolic disease

1

33 ; ; i
patients where long-term treatments are often necessary, although subcutaneous short-acting GLP-1 receptor agonists tend to be more affordable. Recent development of short-acting
GLP-1 receptor agonists shows potentially higher satient compliance compared to subcutaneous dosage if they are administered orally.

a4 As of the Latest Practicable Date, there were over 300 products of metformin, over 50 products of insulin, over 30 products of SGLT-2 inhibitors, and over 40 products of DPP-4 inhibitors

approved by the FDA for the treatment of TZDM in the United States

The companies with approved GLP-1 receptor agonist products listed above are mostly multinational pharmaceutical companies with ample financial resources, robust R&D capabilities
35 and well-established in-house commercialization teams. The Company currently has relatively limited resources and operations in the United States. However, it plans to seek
collaboration with a reputable local partner in the Jnited States for the Phase Il clinical development of PE-119.
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As of the Latest Practicable Date, there were over 250 products of metformin, over 50 products of insulin, over 35 products of SGLT-2 inhibitors, and over 40 products of DPP-4 inhititors
approved by the NMPA for the treatment of T2DMin China

The NROL was updated in 2024 to include nine new drugs for the treatment of diabetes. Among these newly added diabetes drugs, there are no new GLP-1 drug products. Therefore, the
implementation of the updated NRDL does not have a significant impact on the competitive landscape of the GLP-1-based drug products.

As of the Latest Practicable Date, there were two combination therapies of insulin and GLP-1 receptor agonist approved in China and the United States, both were approved for the
treatment of T20M.

According to CIC, a network meta-analysis publishad on the British Medical Journal (volume 384, January 2024) studied the results of over 30 thousand participants with T2DM in more
than 70 eligible clinical trials, and all 15 GLP-1 receptor agonists covered by the analysis effectively lowered HbAlc and fasting plasma glucose concentranions. Such GLP-1 receptor
agonists were also shown with benefits for weight management for patients with T20M. Another network meta-analysis published on Medicine (volume 102, July 2023) which studied the
results of over six thousand participants with T2DM showed that GLP- 1 receplor agonists were generally well-tolerated in the trials examined, with common adverse events (such as
gastrointestinal disturbances) mostly of mild to moderate in severity, and were generally self-manageable.

The following tables sat forth the comparisons of FB-119 with major approved GLP-1 recaptor agonists as of the Latest Practicable Dare. Such conclusions are based on parallel
comparizons of PB-119 clinical trial results with results from the published clinical trials of these products rather than head-1o-head compansons.

HbAlc measures the average blood sugar level over the past few months, and its level is adopted commeonly as primary efficacy endpoint by clinical trials for T2DM medications including
GLP-1 receptor agonists. For instance, the aforementioned clinical trial results illustrated that the marketed long-acting GLP-1 receptor agonists that are widely adopted by physicians and
patients decreased the HbAlc level by 0.71% to 1.55% during the treatment pericd ranging from 24 to 30 weeks, while the low dose of PB-119 was shown to decrease the HbA e level by
1.37% during the 24-week treatment pericd, which falls closer to the upper boundary within the comparative range. On the other hand, Gl disorders, including nausea, vomit and diarrhea
ococurrences are the major adverse event metrics when evaluating the safety profile of GLP-1 receptor agonists in clinical trials. For instance, comparing the aforementioned clinical trial
results, PB-119 also showed a favorable safety profile in terms of Gl effects.

— i Source: China Insights Consutancy
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As of the Latest Practicable Date, there were more than 25 GLP-1 receptor agonist candidates undergaing clinical trials for the treatment of T2DM in the United States. In Septemnber
2023, the NMPA accepted the MDA of PB-119 for the treatment of T2DM in China, making it one of the eariest clinical-stage long-acting GLP-1 receptor agonists in China, As of the
Latest Practicable Date. there were mare than 25 GLP-1 receptor agonist candidates undergoing chnical trials for the treatment of T2DM in Chira, including 20 GLP-1 receptor agonist

42  candidates with accepted NDAs or undergaoing Phase 1| clinical trials, as of the same date The following table sets forth the pipeline of such advanced-stage product candidates in Crina,
GLP-1 receptor agonists could also be divided Intc peptide-based and small molecule GLP-1 receptor agonists. As compared 1o peptide-based GLP-1 receptor agonists, small molecule
GLP-1 receptor agonists are generally short-acting products that are administered orally. Among the pipelines set forth below, Orforglipron, Noiiglutide, HRS- 7535 and rExenatide-4 are
short-acting candidates while the other pipelines are long-acting candidates

43 As of the Latest Practicable Date, there were 15 candidates undergoing Phase [l clinical trials for the treatment of TZOM in the United States

a4 As of the Latest Practicable Date, there were 14 candidates for the treatment of T2DM with accepred NDAs by the NMPA, and there were more than 35 candidates undergoing Phase (|
clinical trials in China, as of the same date

Development of long-acting GLP-1 receptor agonists. In recent years, long-acting GLP-1 receptor agonists with longer in vivo haif-lives and less frequent dosing requirements are being

45  increasingly developed. Such favorable properties are expected to bring enhanced overall clinical benefits for TZDM patients that usually require long-term treatments. Both globally and
in China, it is expected that more than 80% of the market share of GLP-1 receptor agonists for the treatment of T2DM will be ocoupied by long-acting GLP-1 receptor agonists as of 2032

46 The prevalence of patients with T2DM in China is growing due to various factors including unhealthy diet. sedentary lifestyle, lack of exercise. genetics and other disease complicatiors
=uch as obesity.

Outside China, the prevalence of T2DM also demonstrates a continued rise across all regions of the world. According to CIC, the prevalence of T2DM in the Uniteg States is expected to
4T increase from 32.4 million in 2023 to 34.7 million in 2032, There are also concerning trends of rising prevalence and medical needs in lower-income countries according to the

International Diabetes Federation, which are expeded to be the major demagraphic drivers of the glabal T2DM market in the future.

Increasing market share of GLP-1 receptor agonists. In recent years, the development of GLP-1 receptor agonists has revolutionized the treatment of metabolic disorders and particularly

48 T2DM, and such modality has been increasingly taking over the market share for the treatment of TZDM. It is expected that more than 60% of the market share for T2DM both in Chira
and globally will be cocupied by GLP-1 receptor agonists as of 2032, respectively.

43  Medications that alone could bring & wide range of benefits would also be much favored by physicians and patients going forward.
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The T2DM drug market has the following entry bamiers: 1. Stringent regulatory requirements. Meeting regulatory standards for safety, efficacy and quality presents a technical challenge
necessitating thorough testing and documentatior at every stage of T2DM drug development. China impaoses specific clinical trial requirements, mandarting companies intending to
develop TZDM drugs to conduct trials demonstrating product safety and efficacy within the Chinese population. 2. Diversity of current T2DM drugs. There are s number of drugs being
uged far the management of T2DM. Certain recorrmended medications may have already secured significant market share, posing challenges for new products attempting to establish
themselves, Competition within the generic drug market is also intense. Newcomers must distinguish their products and demonstrate superior efficacy or safety to effectively competa. 3.
Brand awareness. The diabetes drug market in China is characterized by intense competition, with numerous competing domestic and international pharmaceutical companies.
Suctesstully entering this market requires strong market positioning and effective brand promotion strategies to differentiate products and attract both patients and physicians.

Obesity 15 a chronic health condition characterized by abnormal or excessive fat accumulation that poses comprehensive health concerns, such as cardiovascular diseases, T2DM,
musculoskeletal disorders, and carcinogenesis. Body mass index ("BMI™) serves as a common measure of body fat based on height and weight. According te standards recommended by
World Health Organization ("WHO", BMI values sxcaading 25 kg/m2 indicate overwaight, and those exceeding 30 kg/m2 indicate obesity. In China, it is recommended that overweight is
indicated by BMI values over 24 kg/m2 and obesity is indicated by BMI values over 28 kg/m2. Individuals exceeding the corresponding BMI levels are considered among the addressable
patient group for this indication.

Orbesity can lead 1o or exacerbate vanous health complications, either independeantly or in conjunction with other diseases. Specifically, obesity heightens the risk of CVDs, particularly
heart failure and coronary heart disease, as well as osteoarthritis, a debilitating joint condition. Additionally, it is associated with prediabetes, T20M and certain cancers,
Obesity/Cverweight Implications: 1. Pharmacotherapy: Drugs such as oristat, phentermine/topiramate, liraglutide, and bupropion/naltrexone can aid weight loss and improve metabolic
parameters in obese individuals. 2. Multimodal Aparoaches: Combined with lifestyle modifications, pharmacotherapy can enhance weight loss outcomes and improve overall health.
{Source: FDA, China Insights Consultancy)

Obesity/Overweight Challenges: 1. Limited Efficacy: Weight loss medications may have modest efficacy, and long-term sustainability of weight loss is challenging. 2. Side Effects: Common
side effects of weight loss drugs include gastrointestinal disturbances, insomnia, and increased heart rate, which may limit their tolerability. 3. Safety Concerns: Some weight loss
medications have besn associated with adverse efiects such as cardiovascular events and psychiatric disorders. 4. Cost: Cost-effectiveness and insurance coverage for weight loss
medications may be barriers to access for some patients. (Source: FDA, China Insights Consultancy)

With the continuous development of novel drugs and the increasing clinical demands, the global obesity drug market has witnessed significant expansion in the past years and 5
expecied o grow at an expedited pace

iRz e Source: China Insights Consultancy
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The development of obesity drug market in China occurred relatively recent with significant potential in the coming wears. The following chart sets forth the historical and projected China
market size of obesity drugs from 2018 1o 2032, wth breakdowns of GLP-1 receptor agonists and other modalities, respectively. The market size is calculated by the number of eligible

5 Patents {estimated based on epidemioclogy of obesity) times percentage of obesity patients being treated with GLP-1 receptor agonists times the annual patient expenditure of such
medications. The percentage of obesity patients being treated with GLP-1 receptor agonists is estimated to be 0.01% in China in 2023 as two GLP-1 receptor aganists were approved for
the weatment of obesity in 2022, and is expected (o rise to 0.57% as more GLP-1-based treatment options are expected to be approved by the NMPA aver the next 10 years. The annual
patient expenditure is expected to be approximately RMB15.0 thousand in 2023, and is expected to reach approximately RMB24.0 thousand in 2032,

In recent years, in addition to the significant efficacy observed in the treatment of metabalic disorders such as T20M, GLP-1 receptor agonists have demonstrated encouraging weight
reduction effects in overweight/obese patients. An increasing number of research endeavors have also been dedicating to the development of long-acting GLP-1 receptor agonists,

E7  whose longer half-lives in vivo reduce the need of frequent dosing, alleviate patient burdens, increase overall compliance and clinical benafits compared to those of short-acting GLP-1
receptor agonists, although subcutanecus short-acting GLP-1 receptor agonists may be more affordsble. The following chart sets forth the historical and projected global market size of
GLP-1 receptor agonists for the treatment of obesty from 2018 to 2032, with breakdowns of long-acting and short-acting GLP-1 receptor agonists, respectively
It is also expected that long-acting GLP-1 recaptor agonists will gradually dominate the overall GLP-1 receptar agonist markat in China with considerable market potential. The following

58 chart sets forth the historical and projected China market size of GLP-1 receptor agonists for the treatment of obesity from 2018 1w 2032, with breakdowns of long -acting and short-

acting GLP-1 receptor agonists, respectively.

As of the Latest Practicable Date, there were sever drugs approved for the treatment of obesity in the United States, three of which were GLP-1 receptor agonists

As of the Latest Practicable Date, there were six drugs approved for the treatment of obesity in China, three of which were GLP-1 receptor agonists and two of these GLP-1 receptor

agonists were in short-acting form,

As of the Latast Practicable Date, there were over L50 clinical -stage pipeline candidates with various modalities for the treatment of obesity in the United States. As of the Latest

Practicable Date, there were 10 GLP-1 receptor agonist candidates under clinical development for the treatment of obesity in the United States,

Additionally, there were other GLP-1-based pipeline candidates under clinical development for the treatment of obesity in the United States, such as mandebart cafraglutide, a nove'

antibody-peptide conjugate which functions as a GLP-1 receptor agonist and GIP receptor antagonist, undergoing Phase |l clinical trial,

As of the Latest Practicable Date, there were over 30 clinical-stage pipeline candidates with various modalities for the treatment of obesity in China. As of the Latest Practicable Date, there

were approximately 20 GLP-1 receptor agonist candidates under clinical development for the treatment of obesity in China

g 8 2 8 B
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B4  As of the Latest Pracocable Date, there were seven GLP-1/GCG dual receptor agonist candidates under clinical developrment for the treatment of cbesity in the United States

65 Asof the Latest Practicable Date, there were three 3LP-1/GCG dual receptor agonist candidates under clinical cevelopment for the treatment of obesity in China
The obesity drug market has the following entry berriers: 1. Safety concerns and side effects. The utilization of medication for weight loss remains a non -dominant approach, Safety
considerations represent & paramount cancern for individuals contemplating weight -loss interventions. Adverse perceptions and reports regarding the safety profiles of traditional okesity

B6  drugs can potentially hinder market acceptance. 2. Intense competition. Mew obesity drugs face competition from both upcoming candidates and established products already prasent in
the market. To succeed, the new products must demnonstrate superior efficacy, reduced side effects, or other unigue benefits, and establishing widespread brand recognition poses a
challenge for new entrants.
The following charts set forth the historical and prejected prevalence of NASH globally and in China, respectively, fram 2018 to 2032, The growth of the NASH market in China might
potentially be less pronounced than the global trend given the relatively lower level ol obesily in Ching as compared 10 other countries, Given the first drug approved by the FDA for the

67  treatment of NASH is indicated for NASH patients with F2-F3 Fibrosis without the need of liver biopsy, and liver fibrosis stage F2-F3/FL~F3 is often the key patient inclusion criteria for
the majority of Phase || and Phase il ciinical wials for the treatment of NASH, therefore patient stratification of fibrosis stage is the major parameter to estimate the addressable market of
MASH treatment

68 Despite the number of NASH patients reaching approximarely 300 mitkion globally, the first drug for the treatment of NASH was recantly approved by the FOA in March 2024, and the
glabal market size of NASH drug is expected to grow at an expedited pace in the following years. The following chart sets forth the projected global and China market size of NASH drug.
On March 14, 2024, resmetirom, a thyreid hormons receptor -selective agonist developed by Madrigal Pharmaceuticals Inc. with brand name Rezdiffra, became the first drug receiving
marketing apporaval from the FDA for the treatment of NASH patients with moderate to advanced liver fibrosis. with mechanism of action designed by stimulating thyroid hormone

B9 receptor in the liver 1o reduce inrahepatic triglycerides and decrease liver fat content. There were a number of product candidates under dinical development in the United States, nine
of which were GLP-1 receptor-targeted, as of the Latest Practicable Date. The following table shows the details of GLP-1 receptor-targeted drug candidates under clinical development
far the treatment of NASH in the United States
Opioid-induced constipation {"CIC") is 8 common and challenging side effect associated with the use of opicid medications for pain management. Opioid drugs, while effective in
alleviating pain, can lead to a range of gastrointestinal issues, and constipation is one of the most prevalent complications. OIC occurs due to the interaction of opioid drugs with opioid

70 receptors in the gastrointestinal tract, resulting in slowed bowel movement. This condition significantly impacts the quality of life for individuals using opioid drugs for pain refief, and
aften leads to discomfort, abdominal pain and adverse affects in overall well-b=ing. It is crucial 1o recognize the unigue mechanism that leads 1o DIC, as traditional laxatives may not
effectively address the underlying complications.
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71 The development of OIC is common among patierts using even low dosages of opioid drugs. The symptams of OIC do not spontaneously decrease over tme. Consequently, the QIC
patient group 5 growing steadily with the rapid increase of cancer incidents and other severe pain indications.

72  As of the Latest Practicable Date, there were two drugs approved by the NMPA, for the treatment of CIC in China, which are bath opioid receptor antagonists.

73 As of the Latest Practicable Date, there were three clinical -stage drug candidates for the treatment of OIC In the United States, as shown in the following table.

As of the Latest Practicable Date, there were 10 clinical-stage drug candidates for the treatment of OIC in China, being saven PAMORAs, two opioid receptor antagonists and one CLCNZ

T4 activator, respectively. PB-1902 was the first and one of the only two domestically developed clinical-stage oral p-opioid receptor antagonist drug candidates for the treatment of QICin
China, as of the same date.

s5 Asarare disease, the patient group of congenital hyperinsulinemia is relatively small. The incidence of congenital hyperinsulinemia globally grew from 2.8 thousand in 2018 to 34

~ thousand in 2023 with a CAGH of 4.5 [he incidence of congenital hyperinsulinermia globally is expected to further grow to 4 9 thousand in 2032 with a CAGR of 4.0% from 2023 to 2032

As of the Latest Practicable Date, there was no drug approved specifically for the treatment of congenital byperinsulinernia globally. There were six clinical -stage drug candidates forthe

78  treatment of congenital hyperinsulinemia globally, as of the same date The following table sets forth the pipeline of congenital hyperinsulinemia drug candidates under clinical
development.

7T Our Core Product PB-119 is one of the earliest domestically developed long-acting GLP-1 receptor agonists in China, according to CIC.

According to CIC, metabolic diseases are among the fastest growing diseases worldwide with a global prevalence of 2,522 million in 2023, which is expected to increase to 2,991 million
78 by 2032, representing a CAGR of 1.9%. Metabolic dseases are also amaong the most common diseases in China with a prevalence of 545 million in 2023, which is expected to increase 1o
B46 milhon by 2032, representing a CAGR of 1.9%
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Despite the increased prevalence of chronic and metabolic diseases and efforts to address them. there remains significant medical needs. Patients with chronic and metabolic diseases
typically require prolonged medical interventions tat provide comprehensive benefits across various disease complications. Successful treatments for these conditions lie in delivering all -
encompassing benefits, robust clinical effectiveness and safety, unparalieled affordability, and significant patient compliance. Despite the availability of various treatments for T2DM and

79 obesity, there lacks available treatment options that offer promising long-term outcomes, minimize side effects, with satisfying affordability and patient compliance. MASH, a less
recognized but increasingly conceming condition, often correlates with obesity and T20M, yet it still lacks specific, targeted treatments. Current treatment paradigms for these chronic
ard metabolic diseases often involve complex treatment regimens consisting of either multiple interventions administered simultaneously that are costly and inconvenient, or therapizs
providing mare comprehensive benefits but are expensive and demand significant medical resources. This treatment landscape underscores the need for not only mare effective and
holistic treatment options that bring comprehensive benefits at the same time, but also improved accessibility and patient compliance.

80 PB-11% = primarily designed for the first-line treatment of T2DM and obesity. In recent years, GLP-1 receptor agonists have been increasingly recommended for the treatment of T2DM
and chesity as a result of their favored treatnent cutcomes demonstrated in vanows clinical studies and real-world applications,

- The clinical results regarding both monotherapy and combination therapy for T2OM have underpinned our MDA for PE-119 in China, which was accepted by the MMPA in September
2023, making it one of the earliest clinical-stage long-acting GLP-1 receptor agonists in China, according to CIC.
According o CIC, the global market size of T2DM and obesity treatment was USE70.3 billion and US$2.1 billion in 2023, respectively, and is anticipated to reach US$106.2 billion and

82  US$58.5 hillion in 2032, with CAGRs of 4.9% and 22.9%, respectively. The NASH treatment market is also witnessing growth in line with the rising occurrence of T20M and obesity, yet there
are still limited treatment options available,
GLP-1 receptor agonists are based on validated mechanism of action and represent the trend of metabolic disorders treatment, demonstrating significant potential in treating diabetes

83 and obesity. According to CIC, the global market sze of GLP-1 receptor agonists is expected to reach US$110.6 billion by 2032, In 2022, GLP-1 receptor agonists accounted for more than
44% of the T2DM drug market in the United States while they only accounted for approximately 10% in China’s T2DM drug market, underscoring the rmarket potential in China

84 We anticipate to recefve the NDA approval and commercially launch PB-119 for the treatment of TZDM in China in 2025, making it one of the earliest domestically developed long-
acting GLP-1 receptor agonists which potentially brings a substantal impact on the landscape of diabetes treatment in the China market.

a5 PB-1902 is the first and one of the only two domestically developed clinical-stage oral p-opioid receptor antagonist drug candidates for the treatment of OIC in China as of the Latest
Practicable Date, according to CIC

s~ key component of our dnag molecular design platform is the PEG technology, a versatile and proven modification that can be applied to a wide array of drugs, including peptide,
pratein, and small molecule drugs, to optimize ther physio-chemical properties
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a7 By adjusting the parameters of PEGylation, such as the length of the PEG molecules and the amount of PEGylation, we are able to increase the total molecular weight and the
hydrodynamic radius of the PEGylated drug, thereby significantly slowing its clearance from the body and prolonging its half-life to achieve long-acting efficacy.

as Far example, PEG technology allows for PB-119 to be administered once a week in contrast to certain other GLP-1 receptor agonists on the market, which require dosing as frequent as
twica-daily.
The PEG technology also contributes to improved compound stability, ansing from improved overall solubility and protection by the attached PEG molecules against degradation or

89  enzymatic breakdown. As an example, PEGylation of PB-119 considerably increases the stability and half-life compared with the native GLP- L. Similarly, more stable drug molecules in the
bady can result in long-acting efficacy and less frequent dosing, which can potentially improve the overall treatment outcome and patients’ compliance.

90 As PEG molecules can shield drugs from recognition by the immune system, PEG technology is able to diminish the likelihood of generating antbodies against the therapeutic agentand
may contribute to safer and more tolerable therapautics.

91 The PLG technology allows us to alter the ability of small molecules to traverse the blood -brain barrier by enlarging its molecular size.
This targeted approach holds promise for designing medications that can exert their therapeutic effects within the digestive tract, potentially offering sclutions for conditions such as

92 gastrointestinal pain or motility disorders. PEG technology's precision in modulating drug properties signifies a groundbreaking strategy in drug development, providing a platform for the
creation of highly targeted and efficacious treatments,

93 While no head-to-head studies were conducted, FB- 115 distinguished itself as the only GLP-1 drug with a sustained glucose- lowering effect till 52 weeks and no rebound demonstated
in clinical trial, based on the published clinical trial results of the GLP-1 receptor agonists approved for commercialization, aceording to CIC.
PE-119 dermonstrated rapid, significant and sustained efficacy with a differentiated broad range of benefits in the clinical trials, according to CIC. While GLP-1 receptor agonists generally

84  brnng more benefits as compared to many ather traditional types of T2DM treatment options. only a few long-acting GLP-1 receptor agonists are on par with PB-118 in terms of the
breadth and degree of dinical benefits,
W believe that multiple features of PB-119 can facilitate its administration and enhance patient compliance, according to CIC, which is critical for the long-term management of chranic
and metabolic diseases.
The potency of PB-119 at relatively low dosage levels also allows us to pursue competitive pricing as another potential advantage, especially for patients who are more cost-sensitive in
China and other emerging markets, according to CIC.

97  Qur near-commercialized Core Product s one of the earliest domestically developed long-acting GLP-1 receptor agonists in China, according to CIC.

a8 We expect to benefit from its decades of market egperiznce and know-how in navigating through the rapidly evolving China healthcare landscape, market access ability to provide

’ umbrella coverage for a portfolio of products and sales network covering bath higher-and lower-tier markets to enable broad market penetration across China,

Copyright © 2023 China insights Consultancy. AN s resenved

iR Source: China Insights Consultancy
cic Min 134



Prospectus Confirmation

Confirmahion Confirmation

Confirmation

99 PB-11% is one of the earliest domestically develaped long-acting GLP-1 receptor agonists in China, according to CIC, and has demonstrated good safety and efficacy across 11 climcal
trials in China and the United States,

100 In September 2023, the NMPA accepted our NDA of PE-119 for the treatrment of T2DM in China, marking a key milestone for its upcoming commercialization

101 PE-11%9 led to relatively low gastrointestinal AEs, taking into account the published results of other GLP -1 receptor agonists, aithough no head-to-head comparisons were conductec in
the clinical trials of PB-119

102 PB-11% led to relatively low gastrointestinal TEAES, taking into account published results of other GLP -1 receptor agonists, although no head-to-head comparisons were conducted n the
clinical tnals of PB-119.
MASH ks an advanced form of non-alcoholic fatty ver disease, which |s caused by abnormal accumulation of fat in the liver. Such excessive fat causes inflammation and damage thatleads

103 to NASH. The nisk factors of NASH include, among others, T2DM, insulin resistance, obesity, high blood cholesterol and triglycerides, with a combination of which often simultaneoushy
present in MASH patients. The prevalence of NASH in China is 41.5 million in 2023 and is expected to reach 508 million in 2032, with CAGR of 2 34,

104 MASH 5 a chronic and progressive disease with Rezdiffra as the only FDA -approved treatment option as of the Latest Practicable Date, according to CIC.

105 According to CIC, as of the Latest Practicable Date there was no GLP-1 receptor-targeted drug approved specfically for the rreatment of NASH globally

106 As of the Latest Practicable Date, there were a number of product candidates under clinical development in the United States, 10 of which were GLP-1 receptor-targeted. There were five
GLP-1 receptor-targeted drug candidates under cinical development for the treatment of NASH in China, as of the same date.

107 According to CIC, as of the Latest Practicable Date there were seven GLP-1/GCG dual receptor agonist candidates under clinical development for the treatment of obesity in the United
States. As of the Latest Practicable Date, there were three GLP-1/GCG dual receptor agonist candidates under clinical development for the treatment of obesity in China,

108 As of the Latest Practicable Date, there had not be=n a GLP-1/GCG dual receptor agonist approved for the treatment of NASH or obesity in China or the United States
Opioid analgesics alleviate moderate Lo severe pain of patients by binding to the u receptors in the central nervous system. Simultaneously, opioid drugs also bind to y receptors in the

108 gastrointestinal tract, inhibiting gastrointestinal metility, reducing bile and pancreatic secretion, and causing constipation. Naltrexone and naloxone are bath ncn-s_elgmiue antagonisis of
opioid receptors, While both compounds can alleviate the symptoms of OIC, they can also cross the blood- brain barrier and antagonize the analgesic effects of opioid drugs in the cantral
NErVOLS Systam.

110 Such mechanism renders PB- 1902 as a potential ideal treatment for OIC that can antagonize the peripheral gastrointestinal effects of opioid receptar activation while avoiding
interfarence with the central analgesic effects of opioid drugs.
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OIC is the most common gastrointestinal adverse effects associated with opioid pharmacatherapy which negatively affects pain management and life quality of patients. The occurrence
of OIC is common among patients using even low dosages of opioid drugs. Usually, the symptoms of OIC does not spontaneously decrease over time, Consequently, the OIC patisnt
group is growing steadily along with the rapid increase of cancer incidents and other severe pain indications. The incidence of OIC in China grew from 3.2 millicn in 2018 to 4.6 million in
2023 with a CAGR of 754, The incidence of OIC in China is expected to further grow to 7.1 million in 2032 with a CAGR of 5.0% frorm 2023 to 2032

The majority of the commercially available opioid receptor antagonists are not selectively targeting intestinal opioid receptors, whereas the binding of opioid receptors in the central
nemnvous system could partially hinder the central pain -refieving effect of opicid drugs. Therefore, a selective | receptor antagaonist represents the optimal combination of reating QIC
while simultanecusly maintain the functons of opioid drugs.

Az of the Latest Practicable Date, there were two drugs approved by the NMPA for the treatment of OIC in China, which are both non-selective opioid receptor antagonists. There were 10
clinical-stage drug candidates for the treatment of OIC in China, being seven J-opioid receptor antagonists, two non-selective opioid receptor antagonists and one CLCMZ activatar,
respectively, As of the Latest Practicable Date, PB- 1802 was the first and one of the only two domestically developed clinical-stage oral p-opioid receptor antagonist drug candidates for
the meatment of OIC in China. according to CIC

As of the Latest Practicable Date, there were only tvo approved opioid receptor antagonists in oral formulations in China, The peripheral opioid receptor antagonists available for the
treatment of OIC are primarily in the form of naloxone injections which requires daily subcutaneous administration. PB-190 is one of the only two domestically developed clinical -stage
oral PAMORA drug candidates for the treatment of 0IC in China

As of the Latest Practicable Date, there was no approved drug for the treatment of congenital hyperinsulinemia

Glucagon ks an important hormone secreted by pancreatic cells, which triggers a series of downstream metabalic reactions by activating the GCG receptors. Glucagon stimulates the
hydrolysis of fats and glycogen in the liver, leading to increased blood glucose and lipid concentrations. Glucagon also promaotes glycogenolysis and gluconeogenesis in the ver, leading
to a significant increase in blood glucoss levels.

For patients with congenital hypeninsulinemia, glucagon is initially used in clinical practice for rapid blood glucose elevation in cases of severely low blood glucose when the patient cauld
not consume food. However, the short half-life (5-10 minutes) of glucagon limits its long-term application and it is generally reserved for emergency treatment of severe hypoglycemia
PE-722 = created by a single amino acid modification of human glucagon and PEGylation on the modification site. The amino acid sequence of the active site of the glucagon derivative
is identical to natwral glucagon. By binding to the GCG receptors in vivo, PBE-T22 exhibits pharmacological effects similar to glucagon, PB-T22 is able to retain its activity with extended
half-life. PB- 722 acts as a long-acting GCG receptor agonist that increases blood glucoss levels persistently, thereby treating hypoalycemic symptams in patients with congenital
hyperinsulinism. The following diagram illustrates the design of PB-722 and benefits of such design.

THRS i Source: China Insights Consutancy
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As a rare disease, the patient group of congenital hyperinsulinemia is relatively small. The incidence of congenital hyperinsulinemia globally grew from 2.8 thousand in 2018 to 3.4
thousand in 2023 with a CAGR of 4.3% The incidence of congenital hyperinsulinemia globally is expected to further grow 1o 4.9 thousand in 2032 with a CAGR of 4.0% from 2023 1o 2032,
However, since there is currently no approved drug for the treatment of congenital hyperinsulinemia globally, there remains significant medical needs for such patients and the successful
development of drugs for congenital hyperinsulinemia will bring considerable socio-economic benefits
As of the Latest Practicable Date, there was no drug product being approved for the treatment of congenital hyperinsulinemia globally. There were six clinical -stage drug candidates for

the treatment of congenital hyperinsulinemia globally. As of the Latest Practicable Date, PB-T722 was the first and only drug candidate with IND approval for the treatment of congenital
hypennsulinemia in China, according to CIC.

Certain other GLP-1 receptor agonists on the market that require dosing as frequent as twice -daily.

According to CIC, it is indusiry norm to engage COMOs and utilize their equipment and resources required for mass production of drug substances, which could be costly in particular for
biotech companies in the early stage of commercizlization that are ramping up ther production capacities,

Our Core Product is one of the earliest domestically developed long-acting GLP-1 receptor agonists in China, according to CIC, upon obtaining the regulatory approvals from the NIMPA
For instance, PE- 119 distinguished itself as the only GLP-1 receptor agonist with a sustained glucose-lowering effect till 52 weeks and no rebound demonstrated in clinical tnal, and led to
relatively low gastrointestingl AEs, based on the pLblished results of other GLP-1 receptor agonists while no head-to-head studies were conducted

Taking into account the payments we are entitled to receive as specified in the Collaboration Agreement, the expected timetable of PE-119's NRDL inclusion and the overall arrangement
for the Promotion Service Fee payment, we believe the commercial arrangement is in line with industry practice for newly approved drugs, as confirmed by CIC.

Our Core Product PB-119 & one of the earliest domestically developed long -acting GLP-1 receptor agonists in China, aceording to CIC.

According to CIC, metabolic diseases are among the fastest growing diseases worldwide, and they are also amaong the most commaon diseasas in China,

—— M0 Sowrce: China Insights Consutancy
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At EASL Congress 2023, the multinational liver soceties leaders from La Asociacion Latinoamernicana para el Estudio del Higada (ALEH), Amencan Association for the Study of Liver
Diseases (AASLD), and European Association for the Study of the Liver (EASL) as well as the co-chairs of the NAFLD Nomenclature Initiative announced that steatotic liver disease (SLD)

128 was chosen as an overarching term to encompass the various aetiologies of steatosis. Nonalcoholic fatty liver disease (NAFLD) will now be metabolic dysfunction-associated steatotic liver
disease (MASLD). Metabalic dysfunction-associated steatohepatitis (MASH) is the replacement term for nonalcoholic steatohepatitis [NASH). The following diagram illustrates the
progression of NASH in different stages,

128  In this industry report, MASH s equal to MASH.
Resesarch has shown that certain genetic factors arz assooiated with NASH, such as a certain vanation in the PNPLA2 gene which determines inter-individual and ethnicity-related

130 differences in hepatic far content independent of insulin resistance and serum lipid concantration, Non -genetic risk factors of NASH include obesity, insulin resistance, high levels of blood
lipids, and other metabolic abnormalities. Lifestyle interventions and preventive methods may potentially alleviate the symptoms of NASH and/or delay the disease progression.
On March 14, 2024, resmetirom, a thyroid hormore receptor  sclective agonist developed by Madrigal Pharmaccuticals Ine. with brand name Rezdifira, became the first drug receiving
marketing approval from the FOA for the treatmert of NASH patients with moderate to advanced Iver fibrosis, with mechanism of action designed by stimulating thyroid hormone

131 receptor in the liver to reduce intrahepatic trighycerides and decrease liver fat content There were a number of product candidates under clinical development in the United States, nine
of which were GLP-1 receptor-targeted, as of the Latest Practicable Date. The following table shows the details of GLP-1 receptor-targeted drug candidates under clinical development
for the treatment of NASH in the United States.
The OIC drug market growth has primarily bean driven by the following key factors: 1. Increased clinical demand. The escalating global trerd of aging has resulted inan increasing
dermand for pain management in conditions such as cancer and other chronic pain. Consequently, there has been a rise In the use of opicid drugs among such patients. However, these
patients face a significant challenge of managing pain while dealing with severe constipation induced by opioid analgesics. This dilemma has led to a growing market demand for
medications that specifically address OIC, 3. Inadejuate traditional treatments and development of targeted drugs. In China, the primary first-line treatment for OIC involves lifestyle

132 modifications and the use of conventional laxatives such as lactulose and PEG. Despite the available methods, many patients do not experience improvement in constipation symptoms,
Emerging OIC medications including PAMORAs have significant market potential for thesr efficacy in the overall management of OIC patients. 3. PAMORAs as the research focus, Non-
selective opioid receplor antagonists, such as naloxone, have demonstrated efficacy in alleviating the symptoms of OIC, However, their clinical application is constrained by the concurrent
attenuation of opicid analgesic effects. Consequently, there is a heightened focus on the research and development of medications for OIC that fall under the category of PAMORAS
These agents aim to mitigate intestinal dysfunction caused by opioids without compromising their analgesic efficacy.
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Congenital hyperinsulinernia ks a rare hereditary erdocrine disease whose patients experience constant hypoghycemia induced by hyperinsulinemia, Congenital hyperinsulinemia is calsed
by dysfunction of pancreatic cells, leading to sustzined insulin release and inappropriate reduction of blood sugar levels, resulting in hypoglycemia. Congenital hyperinsulinemia is the
133 most common cause of severe and persistent hypoglycemia in newborns and infants, with severe implications for the central nervous systern and even mortality. It requires prompt and
aggressive treatment to prevent neurological sequelae. If remain untreated, congenital hyperinsulinernia can lead to permanent brain damage. resulting in conditions such as epilepsy and
cerebral palsy. In China, congenital hypernsulinemia was included in the “Rare Disease Catalog of China First Edition™ in 2018
The congenital hyperinsulinemia drug market growth has primarily been driven by the following key factors: 1. Medical advancements. Enhanced diagnostic tools, including genetic
testing and advanced imaging technigues, facilitats early and precise identification of patients with congenital hyperinsulinemia. Continued advancements in meadical research hold the
potential to deepen our understanding of its pathophysiology. paving the way for the development of novel therapeutic approaches and medications for more effective treatment of
134 congenital hyperinsulinemia. 2. Favorable policy ervironment. Regulatory authorities such as the NMPA in China emphasize the acceleration of the review and approval process for drugs
targeting rare dissases, damonstrating a full commitment to safeguarding the health rights and interests of patients with rare diseases. Currently, there are no approved targeted drugs
for congenital hyperinsulinemia, and there are relevant policies to encourage and support the research and development of pharmaceuticals dedicated to addressing rare diseases such as
congenital hyperinsulingmia.
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Core Product Target Indication Addressable Patients (million) Mumber of Competitors!
China Global China United States?
2023 2032E 2023 2032E
PB-119 T2DM 125.4 141.8 533.8 609.6 133 Owver 15%
PB-119 Obesity 268.3 330.3 g72.5 1261.0 Over 15 Over 10

MNotes:

1. “"Competilors” refer only to pipelines with the same target for the same indication registered at CDE or ClinicalTrials.gov as our Core Product.
2. With active clinical trials in the United States.

3. Number of pipelines with NDA submitted to the NMPA and pipelines in Phase Il clinical-stage in China.

4. Number of pipelines undergoing Phase Il or Phase |1l clinical trials in the United States

Copyrigh! @ 2023 Ching insights Consulancy. A mighis resered,

— RN Source: China Insights Consultancy

Thn g Ciametiey 164



Prospectus Confirmation

Confirmation

Caonfimmation

Confirmation

The following table sets forth the features of majo- prevention and maintenance methods for the treatment of T2DM.

- Healthy diet Regular exercise Weight loss | Blood sugar monitoring

Engaghg in regular physical activity ~ Achieving and maintaining a healthy

A balanced diet rich in fruits,
vegetablas, whole grains, lean
proteins, and healthy fats can help
prevent and manage T2DM.
Emphasizing low glycemic index
foods and controlling portion sizes
can aid in blood sugar regulation.

Source: FOA, China Insights Consultancy

helps improve insulin sensitivity, weight is critical for preventing and
regulate blood glucose levels, and managing T2DM. Even modest -
manage weight. Both aerobic weight loss (5-10% of body weight)
exercise (e.g., brisk walking, can lead to significant improvements

swimming) and resistance training in insulin sensitivity and glycemic

are recommended.

control.

Regular monitoring of blood glucese
levels, either through self-monitoring
or continuous glucose monitoring
(CGM), allows individuals with TZDM
to track their response to treatment,
make informed decisions about det
and exercise, and prevent
complications.
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Decrease in HbA1c as primary clinical endpoint (%)

PB-119 Scmaglutide  Dulaglutide  Loxenatde M Low dose
High dosc

Mote: The time period of primary clinical endpoints of PB-119, Semaglutice,
Dulaglutide and Loxenatide was24 weeks, 30 weeks, 26 weeks and 24
weeks, respectively. The primary efficacy endpoirts of placebo-controlled
clinical trials for T2DM medications are usually evaluated af the end of a
treatment period of approximately 24 to 30 weeks, and sometimes an
extension period until 52 weeks is also included to gather additional
information from the clinical trials.

Major Gl disorders occurrence (%)

B Hausea

Wimmit

W iairhea

FB.-119 Semagdulide Duilaglutide Exenatide-ER
11.0mg) 11.5mg) (T imgh

MNote: This conclusion is based on parallel comparisons of PB-119 clinical trial
results with results from these published clinical trials rather than head-to-
head comparisons. Cross clinical trial comparison based on published clinica
trials rather than head-to-head comparisons may involve risks and may not
be representative of all the relevant clinical data.
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The following table sats forth the features of major prevention and maintenance methods for the treatment of obesity,

Obesity/ Adopting a calore-controlled diet  Exercise plays a key role in weight Weight loss is a comerstone of While not directly relaled to weight
Owverweight  that prioritizes nutrient-dense management by increasing energy obesity management and can be management, blood sugar
foods while limiting processed expenditure, preserving lean muscle  achieved through a combination of maonitoring may be important for
and high-calore items can mass, and promoting fat loss. dialary changes, physical activity, individuals with obesity or
support weight loss. Strategies Consistent physical activity, including behavior modification, and, in some  overweight who are at risk of
such as mindful eating, meal cardio workouts, strength training, cases, pharmacotherapy or bariatric  developing T2DM. Monitoring fasiing
planning, and avoiding sugary and flexibility exercises, Is essential.  surgery. blood glucose or hemoglobin Alc
beverages are also beneficial. levels can help identify early signs of
impaired glucose metabolism.

Source: FOA, China Insights Consultancy
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The following table sets forth the features of major prevention and maintenance methods for the treatment of NASH.

NASH Dietary modifications targeting Reqgular exercise can reduce liver fat  Weight loss is the primary Monitoring blood glucose levels may
weight loss and improved liver accumulation, inflammation, and therapeutfic target for NASH as it can  indirectly benefit individuals with
health are crucial for managing fibrosis associated with NASH. improve fiver histology and reduce NASH by helping to control insulin
MNASH. This may include Incorporating both aerobic and the risk of disease progression. resistance and prevent further liver
reducing intake of refined resistance exercises into the routine  Lifestyle interventions aimed at damage. Tight glycemic control is
carbohydrates, saturated fats, can improve liver health and sustained weight reduction are  important, especially in individuals
and added sugars while meiabolic parameters. recommended as the first-line with comorbid T2DM or insulin
increasing consumption of fiber- approach. resistance.
rich foods and healthy fats.

Source: FODA, China Insights Consultancy
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