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The human brain is the most complex organ in the body a
the center of all the nervous systems. It controls the function
of cognition, emotion, and executive functions and plays a
vital role in life and health. Dysfunctions of the central
nervous system (CNS) can lead to a wide range of diseases.
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CNS DISEASES
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The human brain is the most complex organ in the body and the center of all the nervous systems. It controls the function of cognition,
emotion, and executive functions and plays a vital role in life and health. Dysfunctions of the central nervous system (CNS) can lead to a
wide range of diseases, including neurodevelopmental diseases such as ADHD and autism, neurodegenerative diseases such as
Alzheimer's disease (AD) and Parkinson's disease (PD), and mental diseases like anxiety and depression.
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Among them, mental diseases are characterized by low cure rates, high recurrence rates, poor patient compliance, and a lack of clear
etiology in the majority of cases. Moreover, diagnosis and treatment rates for mental diseases also remain relatively low, imposing a heavy
burden on society. Particularly in China, there is a large population of patients with mental diseases, while the awareness of these
conditions lags behind the global average. Understanding the fundamental mechanisms of mental diseases and conducting intervention
research have become hotspots in technological innovation and major national demands. At the present stage, drug maintenance
treatment is still one of the most effective measures to reduce the recurrence and hospitalization risks of mental diseases. However,
clinical research in drug development in this field faces numerous challenges, such as limited research measures, a lack of effective
biomarkers, potential bias in scale ratings, and persistently high placebo effects. Therefore, safety and compliance issues caused by drug
combination and dressing change cannot be ignored. These challenges have created numerous obstacles in this field, resulting in limited
participation and vast untapped potential.
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Most CNS diseases require long-term medication, making the CNS therapeutic drug market a substantial market with characteristics of
the chronic disease market. Currently, there are numerous unmet clinical needs in this market, presenting an opportunity for biotechnol-
ogy companies to quickly break through and develop into high-value enterprises through technological advantages. Biopharmaceutical
innovation has already achieved significant medical milestones and scientific progress, with exploration of new disease targets accelerat-
ing. Itis foreseeable that changes in the concept of CNS diseases, drug development policies, and clinical demands may propel CNS drug
development to new heights, leading to great advancements in early disease diagnosis, prevention, clinical drug treatment, etc.
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Neuropsychiatric Field
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The First China (Xinjiang) “Belt and Road" Neuropsy-

chiatric Innovative Drug Summit Forum Successfully
Held
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On May 26, 2023, the First China (Xinjiang) “Belt and Road" Neuropsychiatric
Innovative Drug Summit Forum & the Launch Event of the Approved Type 1.1
Antidepressant Innovative Traditional Chinese Medicine “Sengge Kidney-Tonify-
ing Capsules” under the 13th Five-Year "National Major New Drug Innovation
and Development - Major Science and Technology Program®, jointly organized by
the Xinjiang Branch of the Chinese Academy of Sciences, the Xinjiang Association
for Science and Technology, and Xinjiang Medical University, was held in Urumgi,
Xinjiang. Over 200 experts, scholars, and enterprise representatives in the field of
neuropsychiatry nationwide attended the forum.
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Themed "Dispelling the Haze of Depression and Embracing the Sunshine of the
Heart", this summit forum aimed to promote the modernization and internation-
alization of innovative traditional Chinese medicine in the field of neuropsychiatry,
promote the high-quality integration of innovative traditional Chinese medicine in
Xinjiang into the "Belt and Road"” Initiative, vigorously carry forward the advantag-
es of innovative drugs, and seize development opportunities on the international
stage to work together to build a community of common health for mankind,
thereby effectively facilitating the service of traditional Chinese medicine in the
field of neuropsychiatry to the world. During the forum, participants engaged in
in-depth discussions and academic exchanges on important topics such as the
contribution to cooperation in the research and development of neuropsychiatric
innovative drugs of the “Belt and Road" Initiative. They provided valuable insights
and recommendations.
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U.S. FDA Approves the First Oral Medication for Postpartum
Depression

2023%F8A4H, =HERARLEEERMETHEMETSE
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RZFEEEYRIEZ A EBiogen (#f#) FSage Therapeu-
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PAZurzuvoee 3RiEEzuranolone, ZAY I BTEITE
ENEE. IGRMEDEURF=BINEE, BESXERE
zuranolone—ix, FHSLERRA14K.

On August 4, 2023, the U.S. Food and Drug Administration approved the first
oral medication for postpartum depression, known as zuranolone. The
medication was developed by the biotech companies Biogen and Sage
Therapeutics, both specializing in the field of neuroscience. The companies
plan to begin selling zuranolone under the brand name Zurzuvae by the end
of 2023. The medication can be used to treat severe depression, clinical
depression, as well as postpartum depression. Patients are required to take
zuranolone once a day for a continuous period of 14 days.

®Biogen

Sage

Therapeutics®

zuranolone2 —fHAE M X EEE, TIENGABA-ASZIRE
ETMETH, AACABAKTERESHFNEEX, —TREA
R (EERHREZERE) NEMIBIGRFRER, 502
mHlE8zuranolone B A RPN S HEFIB R, $X1196
EEREFENHMENTMRRER, SIRAZERNESE
te, EE14RERIRAS50Z 5 zuranolone & & =30 H AR
FER B EWEBIT50%, MAREZREFIZERE38%MHE
RBENE, BT EIEERE RSN THENT X,
WHIAA, zuranolone& 25— X EHIER LRI
ORRZHIF, BEITFHEFIRRER O EERIIREE,
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Postpartuma Depression

Zuranolone is a neuroactive steroid that acts as a positive allosteric modula-
tor of GABA-A receptors. The lower level of GABA in the body is related to
depression. The latest Phase Ill clinical study, published in the American
Journal of Psychiatry, demonstrated that a 50-milligram dose of zuranolone
is well-tolerated and effective. A study involving 196 women suffering from
postpartum depression showed that patients who took 50 milligrams of
zuranolone daily for 14 consecutive days experienced a significant improve-
ment by more than 50% in depressive symptoms, compared to patients who
took a placebo. In contrast, only 38% of the women who took a placebo
showed an improvement in their symptoms. Rapid-acting antidepressant
therapy is crucial for the treatment of postpartum depression. It is believed in
the industry that zuranolone will be the first oral drug preparation for fast
relief from postpartum depression, which will help new mothers quickly get
rid of the shadows of mental illness.
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Blonanserin Tablets for the treatment of schizophrenia of
Livzon Pharmaceutical Group Inc. Approved for Marketing

2023F8RNB, MKEXEARHERAE (UTER'W
KER") KBRS, AAEEFAAWKFLD WEER
AnEEETERRESAN (BREMER) , ASMEeE
AR E, BEBR, AEeMREIRFREDO L,
Er2xR (SWHREAWKSAT) Kt Eh, SE3REW
RETEMEITHER.

On August 11, 2023, Livzon Pharmaceutical Group Inc. (hereinafter referred
to as "Livzon"] announced that its wholly-owned subsidiary, Livzon Pharma-
ceutical Factory, had received the Drug Registration Certificate issued by the
National Medical Products Administration and granted approval for the
marketing of Blonanserin Tablets. As of now, one company's Blonanserin
Tablets have been approved for import and market launch, and two domestic
companies (including Livzon Pharmaceutical Factory) have received approval
for the marketing of Blonanserin Tablets. Additionally, three other enterpris-
es are in the registration and evaluation stage.

REEXENER, HhREHRIEREBAERTS, 2—
IR EHRE, TEERAET-RERIS
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i, RETEHCHFARSHMR, BNtRORT 7%
ABHHAES,

According to relevant information, Blonanserin, originally developed
by Sumitomo Pharma Group in Japan, is a novel atypical antipsychot-
ic drug. Blonanserin Tablets belong to 5-hydroxytryptamine and
dopamine receptor antagonists and are considered second-genera-
tion atypical antipsychotic drugs. Compared to other antipsychotic
drugs, this drug has a broader spectrum of treatment, with a more
pronounced effect on negative symptoms than traditional drugs,
higher safety levels, and fewer side effects. It is reported that Livzon
has directly invested approximately RMB 29,877,500 in the research
and development of Blonanserin Tablets. The approval for the
marketing of Blonanserin Tablets not only signifies Livzon's
strategic move into the field of mental health and the fruit of continu-
ous promotion of innovative research and development, but also
highlights the company’s research and development capabilities.

AR Bk EE £5
LIVZON

Livzon Pharmaceutical
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Research Shows That Multiple Sclerosis Drugs Can Be Used to
Treat Alzheimer's Disease

Ponvory
(ponesimod) e

2023 £ 9 A 1 Bifl, ZESEEAZEZR4ER Erhard
Bieberich H#ZHBAFE (HPH7] - RIELZ) (TheLancet
Discovery Science) iE T (BB FEMES) (eBioMedicine)
ZFERFRILNX, REMNEAI—FE _EHZEY ponesimod (&
G Ponvory) TBILURARIRIEINIE (AD) HIMRENAE,
ponesimod —fIEERRARLBEERBIERTETER
MZ R (MS) MORZY ZAYNBTEaRBE RS
ch 4 B S ASRE AN SRR N, PrIEE B chixieE 2
45, MR KRR o B SEAE X R ST —RIFR A 1- BRSNS
B2H98E FRE, Bieberich SERZFR T HINAE, BIXIEH
ponesimod 7 AD /NEERPER ARARESEEER
ENRBHHPZZHRDOEHE, REARERETHER.
MNXEULPWENKBES /NEER —3, #FH
ponesimod T T a7 F/RK SRR,

According to the report on September 1, 2023, a team of researchers led
by Professor Erhard Bieberich from the Department of Physiology at the
University of Kentucky College of Medicine published a paper in
eBioMedicine, a journal under The Lancet Discovery Science. The paper
reported their discovery that a marketed drug called ponesimod [trade
name: Ponvory) can reduce neuroinflammation in AD. Ponesimod is an
oral drug approved for marketing by the FDA for the treatment of
relapsing multiple sclerosis (MS). The drug works by targeting the
specific receptor in the immune system to help regulate the body's
response and prevent it from attacking the CNS, thereby reducing
inflammation in the brain. The receptor is activated by a lipid called
sphingosine-1-phosphate, and Bieberich’s laboratory studied its
function, providing the first evidence that ponesimod is effective in AD
mouse models. The researchers also collaborated with the
Sanders-Brown Center on Aging of the University of Kentucky to obtain
human brain samples for study. Data collected from these tests were
consistent with the mouse models, which also indicated that ponesimod
could be used to treat AD.
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Neurological system disease drugs
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With the extension of human lifespan, the intensification of population aging, and
the increase of social pressure, the prevalence of brain diseases is steadily
increasing. Neurodegenerative diseases will occur when neurons in the brain,
spinal cord, and/or peripheral nervous system begin to undergo functional
impairment or degeneration. These diseases include Alzheimer's disease (AD),
multiple sclerosis (MS), Parkinson's disease (PD), and so on, which will cause
immense physical and psychological suffering to patients. As neurons progres-
sively degenerate, patients may exhibit relatively mild symptoms, such as
coordination issues or memory deterioration. However, as more neurons become
damaged, symptoms will worsen, causing some patients to lose the ability to walk
or live independently. Apart from these diseases, mental health diseases like
depression and anxiety are also taking a toll on people’s well-being.

NEERE, HERTHERETRTEFLNEXRE, 8F
X —R RN S BEST RIS IRKBE655012E 7T, PAK
MEZRERPOBTREERBBKRE, X7 —MRHEER
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In the United States, neurodegenerative diseases have already imposed a substantial
economic burden, resulting in more than USD 655 billion in medical expenses and economic
losses each year. The demand for the treatment of central nervous system (CNS) diseases is
enormous and growing rapidly, representing an unmet and growing health need. Urgent
efforts are required to advance cutting-edge neuroscience research to develop more
effective therapies for improving the condition of patients suffering from neurodegenerative
diseases. The therapeutic efficacy of modern drugs is not obvious for many patients suffering
from epilepsy, depression, cerebral injury, and post-traumatic stress disorder (PTSD).
Effective treatment solutions for cognitive aspects, such as the core symptoms of autism or
schizophrenia are also lacking. Many patients with CNS diseases suffer due to the gap
between medical needs and the actual effective treatment. The study of nervous system
diseases is an important field that involves multiple frontier domains and potential
applications of neuroscience. To address these issues, research efforts need to be directed
toward neurobiological mechanisms, regulatory mechanisms, and neural regeneration and
repair related to brain dysfunction, neurodevelopment, and psychiatric/behavioral disorders,
which is essential to meet the substantial demands of the undertaking of human health.
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Current Status of and Challenges in CNS Drug Development
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2.1 Blood-Brain Barrier Hinders the Entry of Drugs into the Nerve Center
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The blood-brain barrier serves as a highly selective barrier that separates the brain from the rest of the body. Thus, the blood-brain
barrier is a major obstacle to the discovery of new drugs to effectively treat CNS-related diseases, and the pharmaceutical molecules
capable of entering the nerve center are limited. In drug design, increasing the lipophilicity of a pharmaceutical molecule can impact its
water solubility, making administration challenging. Some antibody drugs, polypeptide drugs, or nucleic acid drugs, can only exert their
efficacy through specialized carriers for crossing the blood-brain barrier. Furthermore, the concentration of drugs that enter the brain
cannot be directly measured, and the connection between drug concentration and clinical endpoints is too complex. Additionally, many
CNS diseases lack clearly defined disease mechanisms. Successful drug development for any disease relies on a deep understanding
of its disease mechanisms. However, most CNS diseases are slow and degenerative in nature, with most of their pathogenesis
remaining unclear, which restricts the development of CNS drugs to relieve symptoms of these diseases rather than addressing the
root causes.

2.2 B RRE5YIEPR X0 1% ot B

2.2 Challenging Clinical Trial Design for Nervous System Drugs
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There is a lack of disease markers that can be quantified and evaluated effectively for such drugs. The absence of a clear disease
mechanism leads to challenges in clinical trial design, which, in turn, affects subsequent outcomes. According to trials for various CNS
indications from 1990 to 2012, the failure rate of the Phase Il trial was 53%, with lack of efficacy being the primary reason (46%). The
manifestations of CNS diseases are not obvious, and in some cases, there may be no evident organic lesions. Patients’ self-reported
outcomes often carry a high degree of subjectivity, and the data obtained from them makes it challenging to objectively measure and
assess the disease. Many quality CNS drugs perform well in preclinical stages but ultimately fail in clinical trials, often due to poor
surface and structural validity of disease models. According to an article published by the Yale School of Medicine in 2016, most models
leading to clinical failures are often too permissive. For instance, models for diseases like AD and amyotrophic lateral sclerosis (ALS)
may measure incorrect indicators or correct indicators at the wrong times, resulting in a poor correlation with human diseases.
Additionally, drugs used to treat depression can cause side effects such as hypertension or suicidal tendencies, which will significantly
impact market entry and sales, leading to low profits. Some companies have produced drugs that work well, but their big toxic and side
effects have ultimately led to the failure of clinical trials.
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2.3 High Difficulty and High Risk Lead to Weak Capital Investment
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Developing drugs to treat brain diseases is more difficult, time-consuming, and expensive
compared to drug development in other therapeutic fields. As a result, investment in this field
has historically been relatively weak. The departure of some major companies from this field
has diminished the global translational capability of neuroscience and posed significant
challenges to society's interest in addressing the impact of neurological diseases. The
reduction in investment in neuroscience research partly reflects the increasingly serious
challenges faced by drug development overall, as overall success rates have declined, and
the full load cost of discovering and developing new drugs has risen to a range between USD
180 million and USD 3.9 billion. Despite the vast potential market and compelling social
benefits in the field of CNS diseases, the field is now widely perceived as less attractive for
research investment compared to other therapeutic fields due to higher financial risks. This
higher risk is a reflection of the lower probability of successful development of drug
candidates, coupled with the relatively high project costs, complexity of conducting clinical
trials, and much longer regulatory review time than the average.

03 HERRERRETRETEERRRERSER

Treatment of Nervous System Diseases Places High Demands on Healthcare Environment

EPIRBERGRRED, M/RZEIME(AD). WEREGSIE(PD)EFE
SRITHRRELBE T AHMSBARNEN, MUSHE. BFEN
RENSHELBER, URER. MBSHRRER, EREEES
HRIEFNAR, X—FRIERS ERRIGHIELERREX, Hiafr
IR T IRERYIEFIINEN BT PAERRRE T ERHE R,

In CNS diseases, neurodegenerative diseases such as AD and PD have garnered
widespread attention from the public. However, neurodevelopmental disorders
represented by conditions like ADHD and autism, as well as mental diseases
including anxiety and depression, have not received sufficient propagation and
recognition. These diseases are closely tied to mental health and hygiene, and their
treatment not only relies on drug control but also places higher demands on the
healthcare environment.
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3.1 Mental Health and Hygiene Need Widespread Attention
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According to the latest survey data, the lifetime prevalence of
various mental diseases (excluding dementia) among adults
in China is 16.6%. Mood disorders primarily involving
depressive disorder and anxiety disorder are on the rise. In
China, the disease burden caused by mental disorders
accounts for 13% of the burden of all non-communicable
diseases. Due to a lack of proper understanding among the
public about mental diseases and misconceptions about
psychiatric treatment, less than 20% of individuals with
mental diseases receive treatment. China's mental health
services started relatively late, with low rates of diagnosis for
mental diseases, which could be attributed to a low patient
consultation rate, as well as the lack of knowledge about
mental diseases among physicians in other departments,

3.2 DEEFRIFHEERSBRGRE

3.2 Mental Health and Hygiene Services System Need to Be Improved

ERERE, BERERNIEOEERRSARNRER, RSFBRERRNAMBRE, B
EEEBHEBISREARESZH, YEFRANRETRRNOE, RIGHOEEERSEN.
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leading to misdiagnosis or underdiagnosis. Research
indicates that the prevalence of depression among individuals
aged 15 and above in China is between 4% to 8%. However,
fewer than 20% of hospitals in prefecture-level cities or above
in China can correctly identify cases of depression, and less
than 10% of individuals with depression receive proper
treatment. At the end of 2021, the National Center for Mental
Health, China was established to centrally coordinate mental
health-related efforts at the national level. In July of this year,
the National Health Commission of the People’s Republic of
China made a decision to establish the National Center for
Mental Disorders in Beijing, Shanghai, and Hunan. The
discipline of mental health in China started relatively late.
Although in recent years, with the increasing attention from
the government and the efforts of various departments, it has
been rapidly developing as the public’'s understanding of
mental and psychological health grows. However, there still
exists a certain gap when compared to countries where
psychiatric medicine has a longer history. Faced with the
growing burden of mental disorders, unequal distribution of
mental health resources, and numerous challenges in
mental disorder prevention and treatment, it is necessary to
conduct multi-pronged approaches to promote the
coordinated development of psychological services and
mental health systems in various regions, ultimately
improving the mental health and well-being of the masses.
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At the institutional level, there is a need to enhance the top-level design of the mental hygiene and health services
system, improve the utilization efficiency of mental health resources, expand the coverage of the grassroots rehabilita-
tion system for mental disorders, balance the distribution of medical resources in different regions, and enhance the
capacity of psychological and mental health services. Additionally, mental health-related policies and regulations need
to be further developed. On one hand, efforts should be made to regulate mental health diagnosis and treatment
services to protect the legal rights of individuals with mental disorders. On the other hand, efforts should be made to
improve the prevention and management capabilities of communities for severe mental diseases. In terms of talent
building, efforts should be made to enhance the training of professionals in mental health, which includes improving the
training system and assessment standards for psychiatrists, clinical psychologists, and occupational therapists, as well
as enhancing the clinical diagnosis and treatment skills, overall qualifications, knowledge base, employment
treatment, and social recognition of mental health professionals. Psychiatry is considered a less popular specialty in
the medical field, with low social recognition and high occupational risks, which significantly reduces its attractiveness
to outstanding medical students. Statistics show that less than 1% of medical school graduates in China choose to
specialize in psychiatry, which is not conducive to the long-term development of psychiatry. Relevant authorities should
increase financial investments and improve the remuneration for mental health professionals to fundamentally
address the problem of insufficient successors in the mental health workforce. Furthermore, it is also necessary to
strengthen the development of related departments and facilities. Most tertiary hospitals in China primarily focus on
patients’ physical health while paying insufficient attention to their mental health. Some comprehensive hospitals do
not even have a psychiatry department, and in some provinces and cities, there are no mental health centers or
psychiatric specialized hospitals. Nearly 50% of county hospitals are not equipped with mental health specialized
institutions, psychiatric beds, or psychiatric doctors. Mental health resources are relatively weak in rural and remote
areas. In the future, it is essential to establish networks and alliances of mental health specialized hospitals and make
full use of the internet and big data platforms to actively conduct remote consultations and promote a tiered diagnosis
and treatment model involving initial diagnosis at the grassroots level, bidirectional referrals, distinguishing between
acute and chronic cases, and coordination between higher-level and lower-level healthcare facilities, aiming to
enhance the diagnosis and treatment capabilities at the grassroots level.

3.3 RESH OB TR N B FIE

3.3 Psychological Intervention Ability to Cope with Emergencies Needs to Be Strengthened
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Currently, there are still many misconceptions among the public regarding mental and psychological issues. It is essential to
eliminate the stigma associated with mental disorders and foster a social atmosphere that cares for individuals with mental
disorders. Many people equate mental diseases with "weak willpower™ and consider them as being “pretentious™ or “sensitive”.
They think that one can simply “tough it out” to overcome mental diseases. There is also a partial understanding of mental
diseases among some individuals who believe that they are "incurable”. In such a context, many individuals with mental
disorders feel a sense of "shame” and fear of being labeled as mentally ill. As a result, they are afraid or unwilling to seek
professional help, often leading to delays in receiving treatment. Depression, like hypertension and diabetes, has a biological
basis, involving changes in neurotransmitters in the brain. Depression itself is not terrifying. What is terrifying is the failure to
face it and the inability to receive timely professional treatment and assistance. In the past decade, China has made significant
progress in psychological intervention for emergencies, transitioning from an absence of such services to the establishment of
comprehensive regulations and systems. Laws and regulations such as the Mental Health Law, the Basic Medical Health and
Health Promotion Law, provide legal and institutional support for conducting psychological rescue work during emergency
events. Efforts should be made to enhance the knowledge and training of ordinary medical staff in mental health to improve their
ability to recognize and handle psychological and mental issues. Simultaneously, specialized psychiatry hospitals should
enhance their dispatch capabilities, thus enabling them to rapidly deploy personnel and resources to address sudden and urgent
events effectively.
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Overview of Representative Companies for CNS Drugs
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4.1 Biogen
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Biogen is a representative science-driven R&D biotechnology company. It was founded in 1978 by five professors from
top global universities. The impressive founding team included two Nobel laureates, Walter Gilbert and Phillip Sharp,
who received Nobel Prizes in Chemistry and Physiology or Medicine soon after the company's establishment. One of the
heads, Charles Weissmann, successfully synthesized biologically active human leukocyte interferon in 1979. In 1991,
Biogen went public on NASDAQ. In 1996, interferon  -1a (trade name: Avonex] for relapsing multiple sclerosis (MS)
was approved for marketing by the FDA. Avonex was the first drug proven to slow down the progression of disabilities
and reduce the frequency of disease exacerbation. Subsequently, it has not only generated substantial profits for
Biogen but also played a pivotal role in establishing its leadership in the field of neuroscience. Biogen is dedicated to
exploring, developing, and providing innovative therapies and relevant solutions for patients worldwide who suffer from
severe neurological and neurodegenerative diseases. Currently, Biogen has a leading combination of drugs for treating
MS, has launched the first drug approved for spinal muscular atrophy (SMA), and offers biosimilar drugs of advanced
biologics. In addition to MS, Biogen is actively investing in the development of new drugs for SMA, ALS, PPD, MDD, AS,
PD, and other neurological diseases with huge unmet clinical needs.

4.2 RILHIE

4.2 Lundbeck
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Lundbeck is an international pharmaceutical company headquartered in Denmark, specializing in discovering and
developing innovative treatment solutions for brain diseases. Lundbeck operates in over 50 countries, with production
bases in Denmark, France, and Italy, as well as R&D centers in Denmark and the United States. With more than 70 years
of dedicated work in the field of neuroscience, Lundbeck’s products have benefited millions of patients worldwide.
Lundbeck, with a focus on the development of drugs for neurological diseases, has established a drug development
platform in the fields of psychiatry and neurology. The company's drug variety includes small molecules, antibodies,
and vaccines, targeting indications such as depression, schizophrenia, PD, migraine, and AD, among which, the number
of drugs developed for depression and schizophrenia is larger. Antidepressant drugs represent one of the most highly
regarded development directions of Lundbeck in the pharmaceutical industry and among the dozens of antidepressant
drugs that have been launched worldwide, it's easy to spot the presence of Lundbeck. Another important product
pipeline of Lundbeck is the drug for schizophrenia. Lundbeck has received approvals from the National Medical
Products Administration for the marketing of representative drugs such as Escitalopram Oxalate (Lexapro®), Flupen-
tixol and Melitracen Tablets (Deanxit®), and Citalopram Hydrobromide Tablets (Celexa®) for depression, Rasagiline
Mesylate Tablets (Azilect®) for patients with primary PD, and Memantine Hydrochloride Tablets (Ebixa®) for moderate
to severe AD.
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4.3 Nhwa
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Jiangsu Nhwa Pharmaceutical Co., Ltd., founded in 1978, formerly known as Xuzhou No. 3 Pharmaceutical Factory, has
developed into an outstanding Chinese leader in specialized drugs for CNS through a series of restructuring, reorgani-
zation, and integration efforts. In 2008, it went public on the Shenzhen Stock Exchange. The company primarily
manufactures and operates CNS drugs, with a strategic focus on the CNS drug market. It engages primarily in the
development, production, and sales of CNS drugs, which are categorized as anesthetic, psychotropic, and neurologic
drugs. It serves as a designated production base for anesthetic and psychotropic drugs in China. The majority of its
profits are derived from psychotropic, neurologic, and anesthetic drugs. The company has established various R&D
platforms, including Enterprise Academician Workstation, National Postdoctoral Research Workstation, Jiangsu
Engineering Research Center for Neurologic Drugs, and Jiangsu Key Laboratory of CNS Drug Research. It has also set
up subsidiaries in Suzhou and Shanghai, namely Suzhou Nhwa Biomedical Technology Co., Ltd., and Shanghai Shujing
Biotechnology Co., Ltd. It has established R&D platforms for new molecular entities for CNS drugs, advanced central
nervous drug delivery systems, CNS drug screening, and pharmacological evaluation, and anti-abuse technologies of
psychotropic and anesthetic drugs. The company has over 70 ongoing research projects, with each at different stages
of pharmaceutical development, and has accumulated a certain number of new products, ensuring the sustainable
development of the enterprise.
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4.4 FHHIZH
4.4 Luye Pharma

Products Administration for Daridorexant Hydrochloride, a new type of anti-insomnia drug developed in collaboration with Swiss
"""""""""""" Idorsia. Daridorexant is intended for the treatment of adult insomnia patients who have symptoms that persist for at least three
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FEESETUY months and affect daytime functioning. Overseas clinical studies have demonstrated that Daridorexant can significantly improve
s, TIBNER, ﬁu—}-%u%ﬁq:ﬁzmg;%gﬁgmtﬁgg&m%%ﬁ7%, HRNEREIEEENRE. F/R%EER @Simcere sleep onset, maintenance, and duration in individuals with insomnia. It supports safe long-term use and is expected to provide a

better treatment option for the large number of chronic insomnia patients in China. As Daridorexant progresses into clinical trials,
it has the potential to further expand Simcere’s neuroscience product pipeline and better meet the needs of patients in this
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Luye Pharma Group, a subsidiary of Luye Life Sciences, is an international pharmaceutical company dedicated to the research,
development, production, and sales of innovative drugs. It takes global research, global manufacturing, and global markets as its
three major strategic priorities, with a specific focus on CNS, tumor, cardiovascular, and metabolic diseases. At present, Luye
Pharma has seven ongoing research pipelines in the field of CNS, targeting schizophrenia, AD, depression, anxiety, PD, and other
diseases. Rykindo® (Risperidone Microspheres for Injection), used to treat schizophrenia and bipolar | disorder, has been approved
for marketing in both China and the United States. It is the first CNS drug independently developed by a Chinese pharmaceutical
company and approved for marketing in the United States. Currently, Luye Pharma is actively promoting the commercial layout of
Rykindo® in the United States while also developing Rykindo® in Europe and planning to expand it to more global markets. In the
past process of internationalization, it has established a certain level of academic influence in the field through the global
promotion of marketed products, such as Seroquel® and Rivastigmine Transdermal Patch. In terms of the ongoing research
pipeline, there are also other ongoing research products, including Paliperidone Palmitate Extended-release Suspension Injection
(LY03010), which has entered the near-commercialization stage in both the United States and China, Rotigotine Extended-release
Microspheres for Injection (LY03003), which was developed simultaneously in China and overseas markets, and the innovative drug
Roxinlin® (Toludesvenlafaxine Hydrochloride Extended-release Tablets), which has been approved for marketing in China and is
in the new drug marketing review stage in the United States. These ongoing research products have the potential to form a
differentiated product portfolio with Rykindo® after their market launch.
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4.5 Simcere
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Simcere is an innovative and research-driven pharmaceutical company with a "State Key Laboratory of Neurology and Oncology
Drug Development”. The company focuses on fields such as tumor, nervous system, autoimmunity, and anti-infection. In the past
three years, Simcere has launched four innovative drugs in tumor, nervous system, anti-infection, and other fields. In July 2020,
Simcere received approval for the marketing of Xianbixin® (Edaravone and Dexborneol Concentrated Solution for Injection), an
innovative drug in the neurology field that can significantly improve the recovery of stroke patients and reduce the disability rate. It
has benefited millions of patients so far. In July of this year, Simcere obtained clinical trial approval from the National Medical

________________________ therapeutic field.
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The field of CNS diseases holds tremendous market potential and clinical demand, with
a competitive situation that is much milder compared to fields such as tumors. Some
biotechnology companies in China have already started venturing into this field, and
there is a growing interest from the capital market in CNS drug research and develop-
ment. From the perspective of R&D success rates, although the success rate for AD
drugs is relatively low, the R&D risks for other indications are not high. This provides
guidance for companies engaged in CNS drug research and development to strategical-

ly plan their pipelines in terms of overall risk control. Furthermore, combining
phenotype screening with target screening is an effective strategy in the development of
neurologic drugs. In specific indications, such as schizophrenia, existing drugs already
have certain target-based evidence and efficacy. However, there is still a need for
improvement in negative symptoms and cognitive symptoms, as well as a reduction of
the side effects associated with existing drugs. Therefore, exploring new drugs to
provide better efficacy is still essential. For patients with depression, the current
treatment primarily relies on tricyclic antidepressant drugs. However, their efficacy is
limited, resulting in a need to explore new mechanisms to provide better efficacy. For
addiction treatment, the current therapy primarily involves opioid drugs, while the
relapse rate remains high. Thus, it is necessary to develop new therapies by focusing on
addiction circuit regulation strategies rather than solely relying on target-based
approaches. Neurodegenerative diseases are another field that requires attention.
There are tens of millions of patients with Alzheimer's disease worldwide. However,
according to FDA data, only one drug (aducanumab) targeting the A oligomer has
been approved for marketing in the past two decades. Therefore, it is urgent to explore
new targets and new mechanisms.
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In summary, we believe that drug development for CNS diseases is on the verge of a
breakthrough, similar to the research and development process of drugs for cardiovas-
cular diseases, tumors, and autoimmune diseases. With the relentless efforts of
researchers and support from capital, we expect breakthroughs not only in indications
like schizophrenia where treatment efficacy needs improvement but also in more
challenging diseases such as AD and ALS.
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Chen Gongzheng, Deputy General Manager of Sichuan Credit Pharmaceutical Co., Ltd., specializes in chemical drug analysis
and patent design. He has received several patent awards in Sichuan Province and has been recognized as an Advanced
Individual in Intellectual Property in Sichuan Province and an Outstanding Contributor to Technological Innovation in Sichuan
Province. Sichuan Credit Pharmaceutical Co., Ltd. primarily focuses on the research and development of central nervous
system (CNS) drugs, the research and industrialization of high-end generic drugs, and the research of systematic testing and
individualized drug administration.
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According to the WHO's statistics in 2023, approximately 3.8% of the world's population suffers from depression.
On July 5, 2023, Chinese singer Li Wen, who had suffered from depression, passed away by suicide, bringing the
spotlight onto the mental disorder of depression. In China, the overall development of psychological health and
mental health still faces challenges, including a large patient base, a continuous increase in the prevalence rate
after the COVID-19 pandemic, an insufficient disease treatment rate, and a significant gap between the growth
rate of mental health service institutions and personnel and the growth rate of patients. Mental disorders have
become a serious social issue. Developing drugs for such disorders is challenging, but meanwhile, there is a
potentially enormous market and exciting social benefits. In this interview, we are honored to have invited Chen
Gongzheng, Deputy General Manager of Sichuan Credit Pharmaceutical Co., Ltd. (hereinafter referred to as
"CREDIT"), a company dedicated to drugs for CNS diseases, to introduce the field and share his views by present-

ing an overview of the company’s selection of disease fields, pipeline deployment, and translational applications.
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CREDIT entered the field of CNS diseases over two decades ago.

What prompted this decision?

FRINEL chen Gongzheng
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CREDIT was established in early 21st century. It was facing objective limitations such as limited development
funds, relatively weaker capabilities, and scarce resources at that time. Based on these considerations, we
chose to focus on the relatively less competitive field of mental disorders and promote a select few exclusive
products. In this process, we gradually accumulated promotion experience in the drug pipeline and market
resources. At the same time, we also witnessed more and more patients gradually recovering after using our
products in the promotion process, which reinforced our commitment to continued investment and develop-
ment in psychoneurosis. We not only aim to alleviate the physical suffering of patients through treatment but,
more importantly, to address their emotional disorders and improve their mental health status, thereby
enabling them to embrace a happy and fulfilling life once again.
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In the 1960s and 1970s, it was widely believed that only physical diseases were genuine diseases, while the
importance of mental health was often overlooked. Psychological problems like bad moods, anxiety, and
depression were frequently ignored or even seen as signs of personal weakness. Over time, people began to
recognize the distinction between mental and physical diseases and the necessity of psychological therapy and
counseling. In 2013, China enacted the Mental Health Law, filling the legal gap in the field of mental health.
Strengthening mental health, promoting the prevention of mental disorders, and improving the public's
mental health status started to be regarded as the tasks of governments at all levels, clarifying the importance
of psychological health and mental health in legal form. Until today, the outpatient caseload of depression has
been increasing by at least 20% annually, indicating that there is still significant potential and room for
development in mental health products, and the market share of drugs treating mental disorders will continue
to expand.
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Currently, several competitive products of CREDIT hold a significant market share. Can you explain the consider-

ations that led to the selection of these products in the first place?
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At that time, our primary focus was on the advancement of mechanisms of action of the products, rather than
their maturity. We believed that products with clinical utility wouldn't perform poorly in development. Of
course, during the development process, we also encountered huge challenges, considering our limited
resources at the outset. It was extremely challenging to promote a new concept. The ultimate success was a
result of both chance and necessity, primarily attributed to Chairman Chen Gang's keen insight into products
and markets. His firm judgment in the spiritual domain played a crucial role in decision-making. He made a
conscious decision to choose product varieties that were relatively less competitive and had received less
attention. At that time, the products we developed were exclusive to the domestic market. We started from
scratch with academic promotion and gradually gained market recognition, establishing a strong market
presence. Throughout our development, we have continually upgraded the quality of our marketed products,
improving both efficacy and safety, and also raised the technical threshold of products, allowing us to gain
ample time for market development. With a focus on the psychiatry department, neurology department, and
other clinical departments, CREDIT has always adhered to a patient-centric development philosophy. We have
actively analyzed various diseases in the field and engaged in in-depth discussions with clinical experts to seek
the most effective treatment solutions, aiming to provide a series of products for the comprehensive treatment
of diseases from the whole process of diagnosis, treatment, and rehabilitation. At this stage, we are also
increasing our research and production of muscle relaxants and plan to further expand into the sedative field
in the future.
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What are the challenges in drug development in the CNS field?

FRINEL chen Gongzheng
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Drug development faces numerous challenges, particularly in the development of drugs for emotional
disorders such as anxiety and depression, as most pathogenesis of these diseases remains unclear, and there
is a huge difference between the results of animal efficacy outcomes and clinical trial outcomes. Although
there are globally recognized standards for animal models of anxiety and depression, their applicability to
humans is often low, and sometimes even completely ineffective. Moreover, there is an obvious difference in
individualized drug administration of drugs for anxiety and depression. After these drugs enter the human
experiment phase, different crowds may react differently, leading to a high failure rate in clinical trials. The
lengthy duration of clinical trials for drugs for anxiety and depression, along with the reliance on subjective
evaluations as primary clinical indicators, also leads to the difficulty in developing such drugs. In response to
these challenges, we believe that in the late-stage development of drugs, emphasis should be placed on the
study of the pathogenesis of anxiety and depression and the accuracy and timeliness of drug evaluations
should be enhanced by utilizing translational medicine to study objective indicators of biological evaluations of
anxiety and depression.
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Additionally, one of the common reasons for the difficulty in developing drugs for mental disorders is the low
penetration rate of drugs through the blood-brain barrier. Thus, high doses are often required, which will lead
to increased side effects. Since these disorders require long-term treatment and may not be fully curable in
most cases, patients need to take drugs for a long time. If the side effects of the drugs are large, they can cause
new health problems for the patients or even irreversible harm. It is essential to carefully weigh the benefits
to patients against potential risks when developing relevant drugs and selecting drug therapies. Therefore, the
new drug delivery system that can address the challenge of improving drug penetration through the
blood-brain barrier is the current focus and breakthrough point in the pharmaceutical field.

N
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CREDIT began its development history in Luzhou and has established a research and development base in Chengdu. What do you think
of the industrial ecology in Chengdu or the Tianfu Life Science Park?
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Although the registration place and factory of CREDIT are in Luzhou, most of our research and develop-

ment capabilities are concentrated in Chengdu. This is primarily because Chengdu offers a superior
industrial and talent environment compared to other areas in Sichuan Province. Especially in the Tianfu
Life Science Park, we frequently participate in high-quality industrial forums and conferences, allowing
us to engage in timely discussions about challenges with peers and inspire and learn from each other,
which is of great importance to CREDIT. | believe that supporting the healthy development of enterprises
requires not only a focus on industrial policies but, more importantly, a platform for mutual communica-

FH 60 RA.ABEEIE 67 MEFRNER JEMEIR 46 1,19 MEREFHMA
10 MNRBBEILS . 3 METSMENMER 18 MERPIRIGE RE RO EEEH
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tion for enterprises, such as sharing sessions organized by the park, where enterprises can share good
practices and experience, thereby reducing investment risks. Different types and stages of enterprises

ABOUT CREDIT

| may have varying needs. For instance, startups may require financial and resource support, while more
established enterprises may prioritize growth prospects and IPOs. | hope that the government and the ] ) ] ) ) ) ] .
park can issue more personalized support policies in the future. A conducive industrial environment can .®4 Fstabhshed in 2000, Sichuan Credit Pharmac.eutlcal Co. Ltd.is a hlgh—te?h enterprise that
be established by creating platforms, organizing exchanges, providing resources, and integrating various \w integrates research and development, production, and sales. The company is located at No. 8,
Jiuxiang Avenue, Pharmacy Industrial Park of Luzhou National Hi-tech Industrial Development

elements of the biopharmaceutical industry, which will make enterprises feel a sense of belonging and,
in turn, attract more high-quality enterprises to the park.

CRED|D Zone, Sichuan. It covers an area of 260 acres and employs more than 1,500 staff members.
I‘-’ .l;f'u. ﬁ"k CREDIT boasts a wide range of production lines, including capsules, tablets, freeze-dried

powder injections, liquid drug injections, anti-tumor solid preparations, and extraction of
Chinese traditional medicine. The company specializes in CNS and operates subsidiaries
including Luzhou Credit Pharmaceutical Co., Ltd., Sichuan Zhongling Chuangtuo Pharmaceu-
tical Technology Co., Ltd., Fidelity Biopharma (USA) Co., Ltd., Sichuan CreditMedeia Medical
Equipment Co., Ltd., and Sichuan Ruide Zhongshu Digital Medical Technology Co., Ltd. In 2022,
the company allocated more than 14% of its sales revenue to research and development. It has
adedicated research and development team of nearly 200 full-time researchers, among which
over 60 researchers hold a master's degree or above. The company currently holds 67
authorized patents, 46 registered trademarks, 19 drug production licenses, 10 bulk drug
registration numbers, 3 medical device registration certificates, and 18 major ongoing projects
focused on CNS diseases, including 7 improved new drugs and 11 high-end generic drugs.
CREDIT consistently upholds the principle of "Quality First and Innovation-driven Develop-
ment” and adheres unwaveringly to the values of "Compliance, Professionalism, Integrity, and
Gratitude”. The company is dedicated to becoming an "outstanding Chinese pharmaceutical
enterprise renowned worldwide and a leader in products for CNS in China". It is stepping
confidently into a new era of growth.
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CNS Diseases May Become a New Trend
in New Grug Development Following Tumors
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Compared to the field of oncology, the study of central nervous system (CNS) diseases has been limited by
the development of brain science and started later globally with fewer researchers and less scientific
research funding in the past. However, with changes in human living environments and increased life
expectancy, CNS diseases are gradually becoming one of the largest disease burdens worldwide. Over a
billion patients are suffering from various neurological diseases and they urgently need precise and
effective treatment methods and drugs. China's "14th Five-Year Plan” has clearly put forward the need to
strengthen interventions for common mental disorders and psychological and behavioral problems such

as depressive disorders, anxiety disorders, sleep disorders, children’s abnormal psychological and
behavioral development, and senile dementia. These common CNS diseases have been highlighted at the
national level and have become disease types that require special attention. "Breakthroughs in the diagno-
sis and treatment of brain diseases are in line with the people’s needs for health and national strategic
needs,” said Lu Lin, Academician of the Chinese Academy of Sciences and Director of Peking University
Sixth Hospital. Over the past two decades, many countries around the world have launched brain projects,
and China established the Northern and Southern Research Centers for Brain Science and Brain-inspired
Intelligence in 2018. With the active support of experts in the field, the "China Brain Project” officially
launched in 2021. Academician Lu Lin, as the convener of the brain disease field, has outlined an ambitious
blueprint for research in this field. The ultimate goal of the China Brain Project is to address various brain
diseases, including CNS diseases. Its overall objective is to create a comprehensive Chinese brain health
multidimensional big data platform that encompasses the entire lifecycle of healthy individuals and
patients with brain diseases and integrates multimodal data, including genomics, imageology, and
symptomatology, for data collection, analysis, and sharing, and develop an evaluation system of clinical
effect and new treatment methods. Academician Lu Lin emphasized that the China Brain Project provided
an opportunity for deep integration between artificial intelligence and psychiatry, which would lead to great

breakthroughs in the research of psychiatry, while also promoting the development and advancement of
related disciplines.
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As early as the 2018 World Life Science Conference, Duan Shumin, Academi-
cian of the Chinese Academy of Sciences and Director of the Institute for
Translational Brain Research, Fudan University, pointed out that diseases
related to the nervous system, including various neurological and psychiatric
diseases, would pose a significant threat to human physical and mental health,
even surpassing the impact of cancer. In recent years, the global attention to
CNS diseases has gradually increased, accompanied by a rapid rise in funding
and research and development. It is foreseeable that the CNS may become
the next trend in new drug development, following cancer. In terms of scientif-
ic research, many advancements have been made in the biomedical field over
the past few years, particularly in technological breakthroughs related to stem
cells, gene editing, organoids, and so on, which have brought more opportuni-
ties for innovative drug development for CNS diseases. In terms of clinical

diagnosis, the exploration of objective markers for psychiatric diseases
and the development of new diagnosis and treatment technologies have
become imperative as an important research direction in psychiatry. With the
advancements in brain imaging technology, electrophysiological methods, and
other neurobiological technologies, as well as the rapid development of infor-
mation science, artificial intelligence, and brain-computer interface technolo-
gy, there are new opportunities for the diagnosis and treatment of psychiatric
diseases. In terms of new drug innovation and development, there is currently
a rare historic opportunity for new drug development for CNS diseases. In
response to the increasing prevalence of CNS diseases and unmet clinical
needs, the government has issued a series of encouragement policies, with
continuous support from regulatory agencies. Guided by clinical value, with a
focus on unmet clinical needs, the new drug development for CNS diseases is
expected to unleash vitality and enhance strength, thereby developing new
drugs and technologies urgently needed by patients.
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Six Enterprises in the Park Are Included in the List of Special-
ized, Refined, Special, and Innovative SMEs in Sichuan

mIBEFAERUTAM2023FEN) |l B EEEHP/I R
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AT BT EMELD RN (77R) 8948%.

The Sichuan Provincial Economic and Information Department has released
the list of specialized, refined, special, and innovative small and medium-sized
enterprises in Sichuan Province in 2023. Thirty-seven bio-pharmaceutical
enterprises in Chengdu Hi-tech Zone are included in the list, accounting for
48% of the total number (77) of bio-pharmaceutical enterprises to be included
in Chengdu.
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Among them, six enterprises in Tianfu Life Science Park and Chengdu Advanced

Medical Science Center have been included in the list. The specific list of enterpris-
esisas follows:
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Inthis list, three enterprises in the park, Yacht Biotechnology Co., Ltd., Shumeigi
Chengdu Biotechnology Co., Ltd., and Sichuan SYNLIGHT Biotechnology Co.,
Ltd., are newly designated. Three enterprises, Xiling Lab, Chengdu Yilukang
Medical Technology & Service Co., Ltd., and Chengdu Sintanovo Biotechnology
Co., Ltd., passed the review.
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FenDi Pharmaceutical in Chengdu Advanced Medical Science Center Successfully Obtains
Clinical Approval for an Independently Developed Product!
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In June 2023, FD-001, the first oral molecular gel drug independently developed by FenDi Pharmaceutical in
Chengdu Advanced Medical Science Center, has successfully obtained clinical trial approval from the
National Medical Products Administration (NMPA].
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The FD-001 has obtained clinical trial approval from NMPA through rigorous scientific evaluation by CDE
experts. It is intended for the treatment of hematologic malignancies such as Acute Myeloid Leukemia
(AML), Multiple Myeloma (MM), and non-Hodgkin's Lymphoma (NHL).
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FD-001, created using FenDi Pharmaceutical’s proprietary "ProDeDrug” molecular gel rational design platform,
has shown potential in preclinical studies for treating AML, MM, NHL, and other hematologic malignancies.
Efficacy studies in mouse xenograft tumor models have indicated that intermittent administration can significant-
ly reduce tumor volume, further establishing the administration frequency for patients.
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What counts is that FD-001 can achieve complete tumor elimination in less than two weeks of administration, with no tumor
recurrence observed in animal models by the end of the study. This is attributed to FD-001's ability to degrade the transcription factor
GSPT1 target protein in hematologic malignancies, thereby inducing apoptosis in tumor cells like AML, MM, and NHL, while removing
tumor stem cells without affecting normal hematopoietic stem cells, overcoming the limitations of Venetoclax.

IERBIHH S IEZREE, FD-001EBMNRNORKIEESN, REEEDMERNAERMTBMSH
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Preclinical studies have also demonstrated FD-001's excellent oral absorption capabilities, resulting in superior efficacy in animals
compared to BMS's CC900009 and BiotheryX's BTX-1188. At an equivalent dosage, the in vivo efficacy of FD-001 is 25 times that of
CC900009, and the dosage required for complete tumor removalis 1/13 of that of BTX-1188. Animal safety assessment studies reveal
that the safe dosage of FD-001 is slightly higher than that of CC90009. Therefore, FD-001 possesses a wider safety margin compared
to the former two.

BB VWCEOREF LR, "FD-0015CC0009%F £IREMCSPTINS FRAR, BREEKR
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Dr. Cai Xin, CEO of FenDi Pharmaceutical, stated, "FD-001, unlike molecular gels that solely degrade GSPT1 such as CC90009, has
been shown in subsequent research to also degrade IKZF1/3. The dual-target degradation combines the effective eradication of tumor
cells with modulation of the immune system, making it a promising candidate for the most optimal drug molecule in its class, offering
better efficacy and fewer potential side effects. We will rapidly advance the clinical trials of this molecular gel, considering AML as a
rare disease in the United States but having a patient advantage in China. FD-001 is poised to become the world's first approved drug
for this target. We are also actively exploring molecular gel antibody-drug conjugates through collaborative efforts, aiming to expand
the therapeutic scope of molecular gel drugs.”

RRFEZV HEHLNEDORDS FREVWFD-001RFIRSERB B/ IGRILEHE, FREIH
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2HEE,

The successful clinical trial approval by NMPA for FD-001, FenDi Pharmaceutical's first independently developed oral molecular gel
drug, has not only achieved the "FenDi speed” from PCC to clinical trial implied license in just 11 months but also forged a crucial
milestone for FenDi Pharmaceutical's first oral molecular gel new drugs.
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The Park Hosts “Serendipity on Qixi Festival, Destiny Tonight
- Qixi Garden Party” Cultural Event
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On August 22 and 23, Tianfu Life Science Park and Chengdu Advanced Medical Science Center organized a
special event titled "Serendipity on Qixi Festival, Destiny Tonight - Qixi Garden Party” to add fun to the work
and life of park employees. The Qixi Garden Party took place at the Atrium Square of Tianfu Life Science Park
and Chengdu Advanced Medical Science Center during lunch hours, with numerous employees from various

park enterprises actively participating in the cultural activities.
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The event featured five segments: "Begging for Ingenuity through Bead-threading”, "Meeting on the Magpie
Bridge”, "Love at First Sight", "Extreme Tug”, and "Love's Trap”. In the "Begging for Ingenuity through
Bead-threading” segment, employees handcrafted beaded bracelets to experience the unique charm of the
traditional Qixi custom of "threading seven needles with colored threads”. In the "Meeting on the Magpie
Bridge” segment, employees wrote their Qixi declarations on information cards, exchanged contact informa-
tion, and made new friends. In other game segments, participants worked in pairs to complete game tasks
and obtain "exclusive” small gifts.
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This Qixi Garden Party not only provided competitive and entertaining activities but also served as an opportunity
for interaction and communication among park employees. The interactive games and the exchange of informa-
tion cards fostered joy and friendship, concluding the Qixi Garden Party in a romantic and delightful atmosphere.
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The park’s cultural event brand, "BioTianfu Cultural Year Series Activities”, created by CDHT Investment Group
Biomedicine Industrial Park Management Co., Ltd., will flexibly incorporate current promotional hot topics and
themes corresponding to traditional festivals by continuing to combine the needs of the cultural atmosphere in the
park with corporate demands, to actively create an intimate, comfortable, and relaxed park atmosphere.
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Successful Hosting of Patent Retrieval Utilization and
Intellectual Property Financing Training Event
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On August 25, the 2023 Tianfu Life Science Park & Chengdu Advanced Medical
Science Center Patent Retrieval Utilization and Intellectual Property Financing
Training Event was successfully held at Tianfu Life Science Park. The event,
hosted by CDHT Investment Group Biomedicine Industrial Park Management
Co., Ltd. and undertaken by Chengdu Technology Transfer and Entrepreneur-
ship Incubation Management Co., Ltd., aimed to provide regular and
multidimensional guidance to facilitate the growth of early and mid-stage
biopharmaceutical enterprises by focusing on their demands, addressing their
challenges and puzzlement in intellectual property development and operation,
and giving full play to the “one-stop technology service” function of Tianfu Life
Science Park & Chengdu Advanced Medical Science Center.
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The event featured professional speakers in the field of intellectual
property, including Fang Yun, Deputy General Manager and Senior
Intellectual Property Engineer of Sichuan Jiuding Tianyuan Group Co.,
Ltd., and Qin Wenzhi, Head of Operation Services Department/Financial
Services Department of Chengdu Intellectual Property Exchange and
Senior Intellectual Property Engineer, who delivered theme presentations
to the participating enterprises, respectively.
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During the training session, Fang Yun provided a focused analysis of the
practice, significance, and value of patent retrieval, and concluded by
summarizing the key considerations for biopharmaceutical enterprises in
the utilization of patent retrieval. Additionally, Qin Wenzhi gave a detailed
introduction to intellectual property trusteeship and operation and the
process and policies of intellectual property pledge loans and systemati-
cally shared specific cases and considerations of biopharmaceutical
enterprises in pledge loans. Following the presentations, the speakers
engaged in in-depth discussions with the participating enterprises and
answered their questions.
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Holding of the Seminar on the Policy of Chengdu Hi-tech

Zone to Foster the Development of New Tracks in the
Pharmaceutical and Health Industry
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On July 10, the Seminar on the Policy of Chengdu Hi-tech Zone to Foster the
Development of New Tracks in the Pharmaceutical and Health Industry was
successfully held at the Chengdu Advanced Medical Science Center.
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Hosted by the Biotechnology Industry Bureau of Chengdu Hi-tech Zone and
co-organized by CDHT Investment Group Biomedicine Industrial Park Manage-
ment Co., Ltd., the seminar attracted participants from the Biotechnology
Industrial Expert Federation of Hi-tech Zone, University of Electronic Science
and Technology of China, National Industrial Innovation Center of Precision
Medicine, Chengdu BOE Hospital, Chengdu Al Computing Centre, and other
research institutions, as well as innovative medical instrument enterprises
such as Brilliant Pharmaceuticals, Hinova, UCELLO, Qitan Tech.
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During the event, officials from the Biotechnology Industry Bureau introduced
the progress of the formulation and implementation of the Policy of Chengdu
Hi-tech Zone to Foster the Development of New Tracks in the Pharmaceutical
and Health Industry and Health Industry. They emphasized the commitment
of the Hi-tech Zone to addressing the industrial development pain points

faced by enterprises in the new tracks.

-
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To further advance the implementation of the initiative of building the industrial
circle and strengthening the industrial chain, and to promote the high-quality
development of the pharmaceutical and health industry, Chengdu Hi-tech Zone
has consistently reinforced policy support. In 2022, the Development Policy of
Chengdu Hi-tech Industrial Development Zone to Build the Industrial Circle and
Strengthen the Industrial Chain in the Pharmaceutical and Health Industry was
introduced, earning recognition as one of Chengdu's “Top 10 Major Administra-
tive Decision-making Demonstration Cases" in 2022.
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Building on this foundation and aiming to foster new advantages of new tracks,
Chengdu Hi-tech Zone plans to formulate the Policy of Chengdu Hi-tech Zone to
Foster the Development of New Tracks in the Pharmaceutical and Health
Industry, which will provide support across multiple dimensions, including
entrepreneurship, investment and financing, high-level basic research,
breakthroughs in key technologies, clinical research, product applications,
talent attraction, and government services for enterprises, aiming to boost the
development of new tracks such as digital therapy, gene sequencing
equipment, cell and gene therapy, Al-based new drug development, nucleic
acid drugs, surgical robots, and brain-machine interfaces.
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As the main front for the development of the pharmaceutical and health industry in Chengdu, Chengdu Hi-tech Zone adheres to
the concept of building the industrial circle and strengthening the industrial chain. It continues to promote the high-quality
development of key industrial chains such as innovative drugs and medical devices, driving the establishment of the National
Industrial Innovation Center of Precision Medicine, Tianfu Jincheng Laboratory (Advanced Medical Science Center), and the first
national demonstration platform of the Science and Technology Development Center of National Health Commission of the
People’s Republic of China (Demonstration Platform for the Transfer and Transformation of Health Scientific and Technological
Achievements).
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Since the beginning of this year, Chengdu Hi-tech Zone has been focusing on critical aspects and seeking breakthroughs,
continuously building a first-class business environment, with numerous breakthroughs made in core support for the stable
growth of the pharmaceutical and health industry, scientific and technological innovation, and other aspects. It has successfully
promoted the global approval for emergency use of WestVac Biopharma's trivalent vaccine targeting new variants such as XBB
in COVID-19, attracted multinational Fortune Global 500 companies, including Southwest China Headquarters of Fresenius
VAMED Group and international hospitals, implemented major projects, including the 10-billion-yuan R&D investment of Luye
Life Sciences and industrial innovation bases, achieved Sichuan Province's first import clearance through the bonded logistics
model for the monoclonal antibody product “Dupilumab Injection” by Sanofi, a Fortune Global 500 company, etc.
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In the next phase, the Biotechnology Industry Bureau of Chengdu Hi-tech Zone will continue to focus on building the industrial
circle and strengthening the industrial chain by closely following the forefront of scientific and technological innovation and
industrial development, addressing the development issues of companies in new tracks, continuously optimizing policies for the
development of new tracks, and strengthening policy support for the pharmaceutical and health industry, to foster new advantag-
es of new tracks in industrial development.
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Clinical Trial Approval Granted for Category 1 New Drug
Developed by Xiling Lab in the Park!

KEWVHEIKRA VSR FATEEHRIXEHEENE
SMP-656 IR KR .

The wholly-owned subsidiary of Xiling Lab, a company in the park, has received
approval for the clinical trial of the independently developed Category 1 new drug,
injectable SMP-656.
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On August 24, 2023, Chengdu Kelingyuan Pharmatech Co., Ltd. (Kelingyuan for
short), a wholly-owned subsidiary of Xiling Lab Co., Ltd. (Xiling Lab for short),
received the Notice of Approval of Drug Clinical Trials approved and issued by the
National Medical Products Administration for “Injectable SMP-656", a Category 1
new drug developed independently.
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SMP-656 is a HER2-ADC developed by Kelingyuan based on the innovative XL-XDC
platform. The HER2 target is mature, and three innovative ADCs have been
approved for marketing globally, indicating a high success rate in future clinical
development.
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Eribulin, characterized by a novel toxin selection mechanism, high synthetic
technology barriers, and marketing approval, boasts inherent differentiation
advantages in indication selection. Additionally, its non-clinical in vivo and in vitro
efficacy is significantly superior to similar benchmarking products.
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The preferred SuperHydra linker with independent intellectual property rights,
characterized by unique hydrophilicity and stability can significantly reduce
molecular aggregation and immunogenicity, and its molecular blood circulation
stability is outstanding, greatly expanding the therapeutic index of ADC, with a safety
window that is greatly superior to ADCs with the same target and toxin.
Furthermore, SMP-656 exhibits prolonged non-clinical in vivo efficacy, demonstrat-
ing significant potential for sustained benefits in clinical settings.
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Xiling Lab focuses on catalytic synthetic technology to develop high-barrier generic
drugs and differentiated innovative drugs. It is committed to building an internation-
ally leading platform for the research and development of small molecule
innovative drugs, contrast agent drug research and development platform, catalytic
technology development platform, and ADC platform to develop high-end generic
and innovative drugs for the diagnosis and treatment of tumors. The company has
completed the preliminary layout of the entire industrial chain development,
including chemical drug research and development, clinical research, industrializa-
tion (MAH), and commercialization (cooperation).
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Xiling Lab has pioneered one of the highest-threshold bulk drugs in history,
acclaimed for the key synthetic technology for Eribulin, known as the "Mount
Everest” of the pharmaceutical synthesis field. The company has submitted filings
for DMF of Eribulin Mesilate in China, the United States, and Europe. The Chinese
formulation and U.S. formulation (ANDA] have been accepted, and its high-quality
Eligulin bulk drugs have been supplied to numerous domestic and international
pharmaceutical enterprises for generic drugs or cooperative ADC development.
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Tianfu Life Science Park and Chengdu Advanced Medical Science Center Successfully Complete the
"Embrace the Games, Ensure Safety" Special Safety Management Task
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As a key industrial park with a significant quantity of hazardous chemicals and ’. .

hazardous waste, Tianfu Life Science Park and Chengdu Advanced Medical
Science Center (hereinafter referred to as the Park] is of utmost importance in RXEIFE IR AZEBEIEINE
the safety management work during the Chengdu 2021 FISU World University
Games (hereinafter referred to as the Games). Following the important
directives of the Hi-tech Zone regarding safety management work in the Park
during the Games, CDHT Investment Group Biomedicine Industrial Park

CHENG
ou

Management Co., Ltd. (hereinafter referred to as "Gaotou Biomedical Park
Management Co., Ltd.") successfully completed its safety management task /
by taking proactive actions and tackling challenges, ensuring the stable safety muumu Juummnmmlmmmmmmw
situation of the Park. I i Mml-.j i
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Unified Thinking and Proactive Fulfillment of Responsibili-
ty for Efficient Progress of Work Deployment
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Joint Management and Plan-based Operations for
High-standard Task Completion
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Due to regulations during the Games restricting the entry of hazardous chemical vehicles
into the city, enterprises in the Park needed to stockpile a sufficient quantity of hazardous
chemicals in advance. Additionally, the transport of hazardous waste was restricted,
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Covering a building area of about 520,000 square meters, the Park is home to over
200 biomedical enterprises, 13 commercial facilities, and over 7,000 biomedical
practitioners. To ensure the efficient execution of safety management work in the
Park, Gaotou Biomedical Park Management Co., Ltd. scientifically planned and
precisely executed its strategies. First, it strengthened organizational leadership
by initiating work mobilization, laying out plans, and formulating schemes from
April 2023. In early July, it proactively connected with relevant functional
departments and all key enterprises in the Park and held a special meeting on
safety management work before the Games, ensuring a unified effort from all
staff. Second, it solidified the chain of responsibility by identifying key nodes,
clarifying responsibility boundaries, and assembling professional forces to
establish a dedicated team, ensuring that tasks were assigned to individuals,

responsibilities were allocated to positions, and requirements were in place.

resulting in a much higher volume of hazardous chemicals and waste stored in the Park than
usual, which posed an enormous challenge to safety management work. However, Gaotou
Biomedical Park Management Co., Ltd. pressed ahead courageously. First, it kept an eye on
the key points to ensure safety by coordinating with 90 enterprises using hazardous
chemicals in the safe storage of hazardous chemicals and the reasonable implementation of
daily experiments. It also conducted daily door-to-door inspections of the use of hazardous
chemicals by enterprises and provided temporary standard hazardous chemical
storerooms for enterprises with poor storage conditions. In addition, it conducted one-to-one
door-to-door coordination with 28 key hazardous chemical enterprises to redesign their
experimental plans, ensuring that none of them conducted dangerous experiments during
the Games. Second, it adopted multiple measures to overcome difficulties. By devising a
comprehensive safety inspection plan for the Park, with the combination of a thorough
investigation of potential safety hazards and door-to-door inspections of key enterprises, it
aimed to ensure a full grasp of the use and transport of hazardous waste in the Park. It also
established temporary standardized hazardous waste storage points with 24-hour
surveillance and successfully achieved zero hazardous waste in the Park on July 21. Third, it
implemented multi-level joint control and rapid response. It quickly conducted an
assessment of safety production in the Park, established a risk prediction ledger, designated
26 key control points, implemented a "time-based, location-specific, and personnel-desig-
nated” emergency response mechanism, and arranged a 24-hour emergency rescue team,

ensuring the timely resolution of safety risks.
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Innovating and Refining Mechanisms to Consolidate Work Achieve-
ments with High Quality
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To achieve more precise, systematic, and intelligent safety management work in the Park, building on the safety management
experience gained during the Games, Gaotou Biomedical Park Management Co., Ltd. will focus on the following three key areas to
further enhance the effectiveness of safety management in the Park. First, it plans to establish a centralized management platform
for hazardous chemicals, which involves developing an online management system to monitor real-time information about hazard-
ous chemicals used by enterprises, the operation of key equipment in critical areas, enterprise compliance, and the situations of
daily inspections and remediation, to improve the precision and intelligence of hazardous chemical management in the Park.
Second, efforts will be made to deepen the whole-process control system, which involves combining online and offline methods to
establish a whole-process management procedure, covering “centralized distribution of hazardous chemicals into the Park +
standardized in-park management + centralized transport of hazardous waste out of the Park”. Third, it will endeavor to develop
industrial standardized management guidelines. It will collaborate with the Safety Production Association of Tianfu Life Science
Park and industrial experts to draft the Safety Management Manual for Chengdu Hi-tech Zone Pharmaceutical R&D Sites [tentative
name), to establish a safety management system for the full life circle of the biomedical industry.
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In the next phase, Gaotou Biomedical Park Management Co., Ltd. will continue to excel in all aspects of safety management work,
explore new safety management models, and enhance safety management capabilities, thereby contributing to establishing a
world-class high-tech park in the Hi-tech Zone.
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