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Shanghai InnoStar Bio-tech Co., Ltd. (InnoStar) was established in 2010. As a leading

contract research organization, we strive for excellence through our services with high
quality, win customers by recognized reputation, add values by technical innovation,
and maintain efficiency by streamlined management. Our business scope covers
screening and discovery services, nonclinical pharmacodynamics, nonclinical phar-
macokinetics, nonclinical safety evaluation, clinical sample bioanalysis, biomarkers
and translational research. InnoStar was listed on the STAR Market of Shanghai Stock
Exchange on September 3, 2024 (Stock code: 688710).
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| SCOPE OF BUSINESS

InnoStar Provides One-stop Service

From Nonclinical to Clinical Translation

E@ IND

J

O,

= Screening and

Nantong InnoStar
(320,000+ Sqgft 500+Staff)

e Screening and Discovery Services
¢ Nonclinical Pharmacokinetics

¢ Nonclinical Safety Evaluation

® Nonclinical Pharmacodynamic

¢ Radioisotope Platform InnoStar(HQ)
T (190,000+ Sqft 570+Staff)

¢ Ophthalmology Integrated
® Nonclinical Safety Evaluation

Evaluation Platform

® Biomarkers and
Translational Medicine
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Shenzhen InnoStar L 920+
: Already served
Huangshan InnoStar New drug development clients
(717,600+ Sqft)

® Primate Laboratory, Animal
Breeding, and Research Lab

® Screening and Discovery Services
e Nonclinical Pharmacokinetics
® Nonclinical Safety Evaluation

e Clinical Bioanalysis

200+

We have served on both international
and domestic "first-of-its-kind" innovative
drug research and development projects.

NMPA GLP U.S.FDA GLP

INSP

AUT

OECD GLP AAALAC
AUT AUT

Discovery Services

O,

= Nonclinical
Pharmacodynamics

= Clinical Biological Sample Testing

» Biomarkers and Translational

= Nonclinical Pharmacokinetics Research

= Nonclinical Safety Evaluation

Services of differentiated solutions designed by

experts covering the life cycle of drug development

| PROJECT EXPERIENCE

100+

Annual average IND package

30+

Annual NDA/BLA package

completed amount completed amount

Overseas IND
Application Successful

140

FDA NDA/BLAs
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Scan the QR code for more business inquiries
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Platform
Introduction

| Platform Introduction

Representative instruments
and equipment

SEEERGRRS

The Non-clinical pharmacodynamic platform is underpinned by a
highly skilled professional technical team, advanced equipment, and
a comprehensive selection of cell banks and in vivo disease pharma-
codynamic models. Leveraging a wealth of in vitro and in vivo phar-
macological efficacy models, InnoStar offers a broad array of pharma-
codynamic evaluations for new drug development across multiple
levels—overall, cellular, molecular, and genetic. This ensures the ac-
celeration of customer research projects by providing essential in-
sights at the earliest stages of drug development.

| Service content

Early screening In vitro drug Organoid
drug platform efficacy platform platform
Of \c)>
0 2_
In vivo In vivo Non human
tumor model non tumor model primate disease model

ooﬂc:o ( @)
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Non-clinical pharmacology
platform-tumor mode

@ . .
= In vitro cell pharmacological studies

In vitro cell efficacy verification

= More than 180 cell lines, more than 80 cell lines with Luc

= [tinvolves 16 organizations ciudingbrin, ung e breast, prostate, ymph andso on
= Cell proliferation assay = Protein phosphorylation assay
= Cell migration assay = Apoptosis test

= Cell invasion experiment = Cell cycle tests

= Cell adhesion experiments = Mixed lymphocyte reaction test
= Cytotoxicity assays (ADCC, CDC, ADCP)

= |n vitro activity testing of antibody drugs

= Protein immunoblotting = Target protein expression

= Cell factor expression = Flow cytometry identification

Subcutaneous tumor model

= Subcutaneous transplantation of human tumor cells

= Subcutaneous transplantation of murine tumor cells

= Qvarian cancer, stomach cancer, myeloma, colon cancer,
lung cancer, breast cancer, prostate cancer, cervical cancer,
cavity squamous cell carcinoma, kidney cancer......

Humanized mouse model

= PBMC humanized mouse model
= HSC humanized mouse model

Tumor metastasis

= Bone metastasis from cancer

Organoid models

= Organoid culture
= Pathological identification

= Molecular biology identification

=] Study on drug efficacy in tumor

In situ tumor model

= In situ transplantation of glioma
= In situ transplantation of lung cancer

= Colorectal cancer in situ transplantation
= In situ transplantation of gastric cancer
= Pancreatic cancer in situ transplantation
= In situ transplantation of liver cancer

= Prostate cancer in situ transplantation

= In situ transplantation of renal cancer

= In situ transplantation of bladder cancer

PDOX/PDX model)XLlDE

= intestinal cancer _J—
= cancer of the liver
= carcinoma of the lungs

Platform

Autoimmune and
inflammatory diseases

= Arthritis deformans
= Systemic lupus erythematosus (SLE)

= Colitis (DSS, TNBS)
= psoriasis
= disseminated sclerosis

Respiratory illness

= PAH

= pulmonary fibrosis

= asthma (OVA)

= acute lung injury

= Chronic obstructive pulmonary disease (COPD)

Non-human primate models

= diabetes mellitus
= NASH

= fat
= Hypertension (under construction)
= Kidney disease (under construction)

Other

= Osteoarthritis (Rabbit)
= chloasma

= Male hair loss
" ache

------
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Nonclinical Pharmacodynamics

Non-tumor efficacy studies

Metabolic system diseases

= Obesity mouse model (C57, db/db¥ Diabetes and complications
= NASH (STZ/HFD) = insulin resistance

= Hepatic cirrhosis model (CCL4) = Positive glucose clamp test
= Hyperuricemia

= Kidney fibrosis

= hypertension

CNS disease

= Stroke (tMCAQ, pMCAQ) = senile dementia

= agitans paralysis = kinetism

= depressed = Learning and Memory

= cephalagra

= pain
W Wl _
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Screening and Discovery Services

Multidisciplinary cooperation to provide early screening services for drug characteristics.
Accelerating the R&D process with valid and reliable data support.

Screening Strategies for Small Screening Strategies

Molecule Chemicals/Pre-drugs for Antibody Drugs

= Plasma Stability = Genotoxicity Prediction = Farly Antibody Target Screening Wi

= Metabolic Stability In Hepatic Microsomes = Genetic Toxicity Screening = Early Pharmacodynamics Evaluation (in Vitro/in Vivo)
Andhiepatocytes: = In Vitro Cardiac Toxicity Screening

= Metabolite Identification = |n Vitro Carcinogenicity Prediction

(Liver Microsomes, Hepatocytes, etc.) A Vitro Photosenotoricity Screent
|
= |n Vivo Metabolite Identification ro Photogenotoxicity Screening

(Blood, Urine, Feces, etc.) * Reproductive And Developmental , pj35ma Stability

= Plasma Protein Binding Capacity ox{C|ty S - . = Breakdown in Tumor Cells
I ; ‘ = |n Vivo General Toxicity Screening o - ; .
= CYP Inhibition (Single Site) = Metabolism in Lysosomes, Acidified Liver S9 Fraction

= PK Analysis (Rat, Mouse, Dog*,Monkey”) = PK Analysis
= Early Pharmacodynamics Evaluation (in Vitro/ in Vivo)

Screening Strategies for ADC

= Early Pharmacodynamics Evaluation (in Vitro/in Vivo)
= |n Vitro/in Vivo Toxicity Screening

Screening Strategies for Nucleic Acid Drugs

= PK-PD Analysis through Monkey Liver Puncture
= Plasma Stability Screening Strategies

= Metabolic Stability in Liver S9 Fraction and Hepatocytes for CGT & Delive ry SYStEﬂ"IS
= Metabolite Identification

= PK Analysis and Biodistribution (Target Organ(s)) = |n Vivo General Toxicity Screening
= Early Pharmacodynamics Evaluation (in Vitro/In Vivo) = Biodistribution Studies
= Toxicity Prediction = |n Vitro Tumor Formation Studies

= |n Vitro/in Vivo Toxicity Screening = |n Vitro/in Vivo Pharmacokinetics and Toxicity
Screening for New Accessories of Delivery System

Early Pharmacodynamics Evaluation

In Vivo Platform (Tumor / Non-tumor Models) | In Vitro Platform

Early Pharmacokinetics Screening

Fast Pk Tests (Rat, Mouse, Dog*, Monkey*)
Blood-brain Barrier Studies | Metabolism Studies | Biodistribution Studies

Early Toxicity Prediction And Screening

Genetic Toxicity | Cardiac Toxicity | Carcinogenicity | In Vitro Photogenotoxicity
Reproductive And Developmental Toxicity | In Vivo General Toxicity

Isotope Labeling and Imaging

89Zr.68Ga. 124l labeling | Biodistribution Studies
Micro-SPECT/CT. Micro-PET/MR in Vivo Imaging Studies

Note: *Marked means availability of research services in non Naive laboratory animals.
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In vitro efficacy

More than 180 cell lines, more than 80 Luc cell lines
It involves 16 organizations, including brain, lung, liver, breast, prostate, lymph, etc

® Cell proliferationassay ~ ® Cellinvasiontest ™ Protein phosphorylation ® Cell cycle tests ® |n vitro activity assay of
assay antibody drugs

m Cell migration assay ® Celladhesiontest ™ Apoptosis test m Mixed lymphocyte m Protein immunoblotting
reaction test

Cell proliferation assay

Cell proliferation inhibition assays are commonly used methods in ex vivo biological activity testing, primarily for screening and evaluating the
effects of drugs on tumor cells. Tumor cell proliferation inhibition tests can provide preliminary data support for in vivo experiments. These tests
help optimize the conditions and parameters of in vivo experiments. Cell proliferation inhibition assays also serve as a basis for safety assessm-
ents in in vivo experiments. By cross-verifying and complementing tumor cell proliferation inhibition tests with in vivo experiments, a more co-
mprehensive evaluation of the anti-tumor efficacy and safety of drugs can be achieved.
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Cellinvasion test, using

Using Transwell hole membrane to isolate the upper and lower culture chambers, the upper chamber is cultured with cell solution/drug, and
the lower chamber is added with inducer/drug. The cells migrate to the lower chamber through the Transwell hole membr-ane, and the mig-
ration ability can be observed and measured by staining or microscope
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Organoid platform

This platform has already established a database

=
\ = :
el for organoids
Cell mi - Colorectal cancer Lung cancer Liver cancer Pancreatic
. ffi ifi . . ell migration assay : : : :
In vitro efticacy verification project organoids organoids organoids J cancer like organ
’ A linear scratch was made in the culture dish, and then the migrati- (5)
Cell adhesion assay on of cells at different time points was observed
96-well plate was coated with different substrates, cells were inocula- A B
ted and PBS was washed to remove unattached cells. Then CTG was
incubated and fluorescence intensity was detected by microplate re- — |
ader to reflect the number of adhered cells C0%) Wounding heatlng avay
A37S5 OVCARS-24 E - T h‘".
e ; _.
o SN
150 & Xk - Conh'oll OVCARS-48h )
— = ggh’uﬁﬂ [ S i T 14 i
= incubation time{ boar)
"E' 100 .
= 50— . . < I?' .._."@ 23 [: D
E X Protein phosphorylation assay s 2 8 ik
o
o = protein blotting was used to detect phosphorylated proteins after tr- e =
eatment of cells with different drugs/phosphatase inhibitors S 'r‘ ()
Cell cycle test A ’ @
P-AKT“ — §0kDs LC18 (10x) (No.LC04)
After the drug acts on the cells, the DNA content is detected by flow —__ g BT Pl DAYe P1T DAYS P1: DAYS
cytometer Pl staining method to reflect the cell cycle c-hange after ARt j e ' ' ‘ ' TTF-1: 75% -85% expression in lung adenocarcinoma, Napsin
drug treatment aarvtt AN — s A : 70% -90% of lung adenocarcinoma is expressed.
TTF-1 and Napsin A are currently one of the best antibody co-
oo | meru oo | - LT mbinations for diagnosing lung adenocarcinoma.
S " k- In the mixed lymphocyte reaction test (No.20230807280005
L ;U \ 1 KA | GM-CSF and IL-4 were used to induce peripheral blood mononuclear P ; : H
4 : 4 T cells to become iDCs, and TNF-a and LPS were added to induce their leer cancer OrganOIds Pancreatlc cancer I'Ike Or'gan
W . - differentiation into mDCs; then they were mixed with CD4+ T cells for
culture, and the content of cytokines in the supernatant was detected . .
Cell apoptosis assay e @ &
Apoptosis assay involves staining cells with Annexin /Pl and then p- - ga | | il Poramm) PR ,f:»ﬁi
erforming flow cytometry. Annexin V binds to PS on the surface of e- SN (&) Ll | b T ) TR
arly apoptotic cells, while Pl penetrates the cell membranes of mid- o e ) | o L | e
to-late apoptotic and necrotic cells, staining the nuclei red. The com- FON
bination of these two stains allows for the detection of early and late ¢ q
apoptotic cells within a cell population %2 (10% (No.HCC24) (No.PADCI5)
A B c b s . Arginase: Arginase, divided into Argl and Arg2.Argl is highly The expression level of IMP3 is related to tumor size, lymph no-
e - i - expressed in HCC, with a positive rate of 96.2%; Hepatocellu- de metastasis, depth of tumor invasion, and TNM staging in pa-
A | 5 lar carcinoma (HCC) often shows positive expression; AFP: A- tients with pancreatic cancer. The positive expression rate of
i . : ! |pha fetoprotein, with a positive rate of 36.7%, has a positive MUC1 in pancreatic cancer tissues was 67.4%, which is associa-
i IT : ] " II rate of 6.7% in liver cirrhosis. ted with lymph node metastasis and TNM staging in pancreatic
1 | , g cancer. The positive expression rate of Ki-67 protein in pancrea-
N ——r— ’ I AR A tic cancer tissues was 94.4%, which is correlated with the degr-
R A e s Folad ) ,a‘f} € * ee of tissue differentiation in pancreatic cancer.
12
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In vivo tumor drug efficacy platform In situ tumor model

NCI-H329-Luc orthotopic model NCI-H929-Luc orthotopic model
3=1019 5 gx1010=
2.5=1019 < 71010
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RRIp= L 5x100-
1.5%10 1= 2 4x101-
& 1%107°- E 3x101+
T 5x107- § 2100y
X < @ 1x101 |
€ 2x10%) g B0ty
. - E 1.6x10° - % g::gi:
CDX xenograft mouse subcutaneous repeated validation model g o
Bx1089 - kB3 D EE
2%109
4107~ Pl
o T T T 1 L 4 T @
ACHN SubQ model RPMI-8226 SubQ model T "R T " — i e o PR N e |
study days study days
1200- 4000 .
o ) Daudi-Lue Daudi-Luc NCI-H460-Luc 5 NCI-HAE0-Luc
1000 E —~— - ' - 3
E £ 3000- o j 2l B =%~ G P B S
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E = 1 o EH- = ¥ o : E'IE-j
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study days study days e TR P i B W o A
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SW480 Luc colon cancer Miapaca-2-Luc pancreatic cancer
Ch-Luc CE-Luc El-Lue EJ-Luc
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In vivo non tumor

& In vivo non tumor pharmacological research

Internal respiratory disease model

= pulmonary hypertension

COPD Animal Models

B Chronic obstructive pulmonary disease (COPD) = asthma

= Acute Lung Injury

pharmacological research

= pulmonary fibrosis

Tobacco smoking is the most important risk factor for COPD and the most common COPD-inducer employed
in in vivo studies. In addition, to mainstream cigarette smoke, environmental cigarette smoke may also contr-
ibute to respiratory symptoms and COPD.

Mice and rats are the most commonly used to induce COPD model

Guinea pigs
Dogs - —— . |
Table 3. Pre-clinical research methods in vivo used in new drug discovery and development.
Monkeys Experimental
Study Treatment Model Species Init::rventiu'n Results
Galectina (Gal) —9 | I;m:*”" ‘]:";rh
Parameter measurements: administered " inatilled Infiltration of
Horio et al.. 2017 subcutaneously once  Female C57BL/6 mice b\ =8 0 S o neutrophils was
_ orio et al,, daily from 1 day (8-10weeksold) i O o of inhibited and MMP
-Pathologies: before PPE e ool levels decreased
. . instillation to day 5
» Airway remodeling =% $ catheter on day 0
e Lung inflammation Atorvastatin, 1,5, and imr;ig;‘,‘[;‘"ffg U
; 20 mg, treated from ) M s nduced lung tissue
» Goblet cell hyperplasia Melo et al, 2018 doy 33 untilday 64 Male Efi%"i%ﬂ’f" ] *:1; ﬁr;na:%%?ifftit Tl ineaicion i
» Alveolar enlargement via'inhalation for 10 B ihor dec) fdiu 1 i emphysema
» Increased airway wall thickness i once X o8y and 7).
and airspace size Improved lung repair
Atorvastatin and Mice exposed to after cigarette
. : o s simvastatin ; : 3 smoke-induced
-Blood samples: bk IR MCTmn oyl gl
» Total celland M h = inhalation for 15 min e RS O accompanied by a
| 0 ﬁe and Macrophages, (T faal; once/ doy) for another 60 days ~_ JcomPaniec WY 2
ymphocytes stress markers.
» neutrophils Apin‘;als were
» Macrophages and neutrophils Simvastatin ik bond to
Cell administered Male Sprague Dawley : 'im i y Partial blockage of
(Cells) Sun et al., 2017 intra-gastrically at a (SD) rats (6 weeks 20 cinarottes in abox  Airway inflammation,
» Mediators and cytokines: IL-8, dose of 5 mg/kg/day old/110-20 g) for'd hbwiiies day, and MMP production
TNF-a, IFN-y, KC, TNF-a, MIP-2, fliowed iy o 5 daysa week, fo
wee
MIP-1a, MCP-1, TNF-a, IL-12, IL-4; hibied
Administered - .
CXCL-10, CCL-22 Curcumin (100 intratracheal porcine PPE""d“‘;“d ‘l‘;'f:]mas“
1 mg/kg) pancreatic elastase : “H‘;“tf;mp s
-Invivo tracheal and ¥ administrated daily  Male C57BL/6] mice  (PPE), orexposed to  IMNPHEC Hdrease in
Susuki et al., 2009 : neutrophils and
: 2 g by oral gavage (9 weeks old) CS (60 min/day for . haces in BAL
dal rway fESpDﬂSIVEI‘IESS; throughout a 21-day 10 consecutive days, an dpattgnuatcd £
period or5 ?g)’ﬁf’ Wki‘;k for increase in air space
wee induced by CS
Mice exposed to Lung repair, reduced
Inhalation of 1 12 cigarettes a day for E‘lﬂa!l:t'lmﬂlﬂ
Kennedy-Feitosa mg/mLor10mg/mL  Male C57BL/6 mice 60 days, then treated cytokines and NE
etal., 2018 eucalyptol for 15min (8 weeks old /18-25 g) for another 60 days levels, and increased
per day without exposure elastin and TIMP-1
to smoke levels.
One week after drug o ¢
L]-2698 (50 pg/kg) treatment, 0.25 units udsichion o
e ok 50300 administrated by oral FVB mice of PPE was T{:‘kf"‘{‘*‘mﬁ““;ﬁ'
ctal. gavage six timésper (8 weeks old) ntatacheally, B 5 L Hivmentof
week for 5 weeks. instilled into t M2 macrophages

lungs of the mice

15

Animal information: SD/C57, male, 6-8 weeks old.
Induction: Cigarette smoke induced by intratracheal injection of LPS.
Expected positive control: Roflumilast, 10 mg/kg.

HERAR cs: QD, 12/8; iy
v KR LPS: 1?1;4.:1 4 3
; I ] : f:-m-
-7d 0 7 Roflumilast, P.O., QD 12w
d d ’
Parameter measurement: S
» Weight: BIW
* Pulmonary function ey
* Inflammation: IL-6, IL- 3, TNF-a
» Pathology: HE and PAS g»- -

Normal

In vivo metabolic disease model

B Obese mouse model (C57, db/db)
= NASH(STZ/HFD) = Renal fibrosis

= Cirrhosis model (CCL4) = Hypertension

C57 mouse obesity model

= Hyperuricemia

8 Centrol
W edel

8 Costral
W Moddd

i fml

r
-
L

IAF (pgfmll )

T
3 ieniral
L B Rl
1 -
i
RS
N
v
i
s O Comiral
B Moded

Wi Tralfnd

30 -

10

= Camiral
. ool

The COPD model animals showed the decreased
respiratory function.

= Diabetes and its complications

= Insulin resistance

= Glucose clamp test

-Modeling description:
After 8 weeks of adaptive feeding, C57BL6/J mice weighing 20-25g were fed a 60%

high-fat diet for 14 consecutive weeks. Subsequently, they were administered the
corresponding test substance once a week for 6 weeks.

A
Modeling: Feeding Testing: Blood biochemistry, weight
60% high-fat feed medication Liver HE
I 0 ! U
T I T g
W-1 W0 W 14 W 20
B o3
—a G-l
o
=
“_. : : . . e e ’ 4= e
S{I-_ }\ 1 l e s I:? ? _':. T oo
, P J 3
5 0= é | B l.tl
5= L . . . -] 1
JHH . ﬂ
5 rrrrrrrr rrrrryreErrd 1 é T T
04 6 B I3I5S1820222527 29 32 34 363940 43
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In vivo autoimmune disease model

www.innostar.cn

Internal nervous system disease model

W Arthritis deformans = Colitis (DSS, TNBS) = disseminated
sclerosis
= Systemic lupus erythematosus (SLE) = psoriasis
Collagen-Induced Arthritis Model
-Animals: = “u -« iwos!
: 1 &~ Model
Lewis rats, female; 130-150g; - 607 . Tt
-Group: e
Each group consists of N=5, including the initial treatment group, -
model group, and control group (methotrexate, MTX, 0.9 mg/kg, % e = I
QW, PO, for 4 weeks), with three doses of test compounds. 5 _r"""“ . . . .
-Method: 8 10 12 14 16
DO: ClI/IFA emulsion (2 mg/ml) was administered via intraderm- o ((R)s)
al injection, with the injection site located at the base of the tail v
(0.1 ml) and two positions on the back (0.2 ml each). 3 :'
& DT:Re-immunize with the same dosage and method. .
* D14:When at least one foot and ankle joint of a rat is swollen, 4 . o
and the arthritis score is = 4, the model is considered successful. § " A ”
s izin & 2- % %
B 15 2nd - : i
| | | | o "
I[ ]I | | I ] 8 d € 0 1y i
D-7 00 D7 D14 F——— D42 AneFRRys) 3 4 5 8 7
: . Treatment
Ll /\ Foot Swelling Rate,
Arthritis Scoring Rat Hind Paw Swelling

® The normal group of rats showed normal structure of articular cartilage and absence of damage in the synovium (4],
® The ClA model rats showed apparent infiltration of inflammatory cells, severe proliferation of articular chondrocytes {B);

® The articular cartilage structure was intact, the number of chondrocytes was normal, the tide line was intact, and the stining of safranin fast green was good(D).
® The articular cartilage structure was completely destroyed, the number of chondrocytes increased, the proliferation cell dusters appeared, the tide line structure was blurred, and the staining of safranin fast green was slightly discolored (E)

® Treated with MTH for 4 weeks, the inflammation and joint structure were observed (F)

HE 100

(M. 3 R a i
= L

Ankléjoint h.i.s.tdpathologi

=

calchangeé

= Stroke (tMCAO, pMCAO) = Migraine
W Parkinson's disease W pain

= Depression

Mouse Parkinson's (PD) model

B Learning and memory

H L. ocomotion

= Senile dementia

-Modeling description:
After 8 weeks of adaptive feeding of 20-25g, C57BL6/J mice were intraperitoneally injected with MPTP,
while the control group was given physiological saline for 5 consecutive days at a dose of 25mg//kg.

A TH

Experimental endpoint: Testing behavior,
including balance beam hanging and pole climbing,

A D Molding Behavioral testing/

brain tissue pathology
l-r = ' . L J . . l
| | | '
-5 Do D4 D14
B Balance beam test C Wire hang test E Pole test
_30- _ 90+ 2 304
E‘ ; E s
'E 20- ' TT] 'i! ﬁﬂ- : zn_
EII ol o dr =
7 10 = l £ 30 s 109 =
‘ H 2
- Cllm
-l =
0 0 z 0
Sham MPTP Sham MPTP Sham MPTP

Balance beam, hanging line and climbing pole score

Rat Parkinsonian (PD) model

Mouse substantia nigra tyrosine hydroxylase TH

-Experimental animals:

FD mud-ul!ng. mc_&dnlirng was performed one week before E = - .
SD rats, 8 weeks, weight 70-300g T TestIncicatons.
_MOde“ng mEtth: + :ﬂ:ﬂ;:taf:::;tgrainin D4-~D9, D11-D14 -;L'Fatlgug G AT
stereotactic brain injection6-OHDA | S ;E}Ratcyllndertest
"y . " ministration: D0 to D16 -,\_3‘.. .
-Positive d rug. ¥ Firstbehavioral test (D7-D3); second behavioral test (D14-D16) t;:,[;?dlg :g:ﬁi rigss? ToRne
lEVGdea ta blEts ‘ Sample atthe end of the trial (D17) y

molding dressing dressing
by screening by screening

dose
N .

*

Behavioral testing Behavioral testing

! +

UL
| I

T ]

l__!_"
D17

D-17 D-15 D-10  D-8 D-3 D-1 DO D4 D7 D9 DIl Dl4 DI6
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Rat Parkinson's (PD) model | | | New object recognition and detection

B Based onrat’ s tendency to explore novel objects
more than familiar objects

=
i
=

mEU

o
|1
=

>
=

= 500 L = e G1NC
Eanu- EGIJD- . e G2 MCG : . gs - : g; HEG - 80 . OFamiliar _
F 300- & = £ =70 | @Novel Sample exposure Novel object test
E E 400 z 39 it
= 2004 b4 . < . . = 60
& & £ 2 P 3
£ 100- - g, +Te 2 50
X 0 = 0 Eu x 2 10 o D
61 62 61 62 o oz i J‘ii.i.. Delay Jﬁh
APO induced rotation THimmunohistochemical staining and scoring of é v e
brain slices from rats in each group £ 20 |
® O @ A
. . | | | "0 :
Pain Model and Detection ase A B —

Normal rats exhibit more exploration to novel object,
which can be suppressed by scopolamine

. *HotiCold Plate * Hot/cold plate
L LG L Tail Fiick - Tail lick |

* Acetone spray

it Sports behavior testing
e ———

Visceral Pain EEUUHCU AU » von Frey filaments
« Randall-Selitto

Open Field Test (locomotion)

w Drug administration route

Pole Test

e 'E'::?’E?:Wm Fn::in- *IT, IP, SC, PO, IV, IA, etc . Measures spontaneous activity of rodents, P S T
L , — . .
pain Arthritie (A, ALA) 3. == & providing great value to neuropsychological | S ! ¢ ple ;t” k” — ,

2 = | R drugresearch ysfunction after stroke, or striatal dopamine
o | N depletion

“Nerve Injury: Chung, CCI, SNI, PNL, SC1 [ exﬁﬁyvﬂ'ﬁ%' s : 2

‘Diabatic Neuropathy (STZ) e """""":‘_"_ . i

e L T =N B i Rotarod Test Grid Test

measures long-term behavioral deficits and
allows observation of subtle behavioral
dysfunctions in Parkinson disease.
Tillerson and Miller (2003)

Measure motor coordination and balance,
used to screening drugs which have side
effects on motor coordination

Alzheimer's Disease (AD) mouse model

¥t
C57, 5xFAD, 5-6 months old, testing behavior Grip Strength Met. - e
rp stren er ]
Normal control group Model control group . e . Used to assess neuromuscular £ |_-|f£’_‘
== it twf [¥
s | abnormalities i m :
T 60~ AL 1111
- - E 61 G2 G
; ;t E 40
4l = - ™
Other disease models in the body
I¥ 8 201
e =
0 —— —~ B Osteoarthritis (Rabbit) = Male hair loss I

. : = Melasma = Acne vulgaris
Y-shaped maze (spontaneous alternation reaction)
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Rabbit KOA model Other disease models in the body Rhesus monkey arthritis model Non human primate disease model

ICRS score, pathology -Experimental design:
(HE, safranin O-fast green staining), 8 male crab-eating monkeys, aged 5-10 years old, weighing 3-5kg;
FEAzRIE Treatment scoring, MRI. ) score Animal characteristic status
l -~ A _.\l -Mﬂdﬁllng: 0 No abnormal manifestations
l _ Type Il collagen from cow was dissolved in 0.1mol/L acetic acid, 6mg/ml; and equimolarly mixed with 0.5 fever(=0.5°C)
i 1 I I I complete Freunds adjuvant; the prepared modeling agent was injected subcu-taneously into each m- 1 Indifference, poor appetite, weight loss.
Day1 Day43 Day54 Day71 Day85 onkeys back using a 1mL syringe at 0. 2 mL per site, divided into 10 points. One week after recovery, a- 2 Joint fever, tenderness, but no soft tissue swelling
(Six weeks) . H&E - jlanm F).F|xed Green nother sub::u—ta neous injection was performed on the back, 0.2mL per site, divided into 10 new sites; P Modesate joint pain; but nomal Redbilityof sffecied joints
Mankin’ s rating gt KR S '*&ﬂﬂ“*g*ﬂ;: 4 Severe joint redness, accompanied by soft tissue swelling and joint stiffness.
-. he ISHEEH 753 RS S5 E S BERS MCRTEE (CRP). AL, M4 (ISR 5 TISCOIRIANS 5oy, MPedg S1e SYREHR LIRS
ICRS rating HEH(ALB);
*
HET A7 =
6- [ - NC J e
:‘aﬂkgesluGr%:l% I _ 1 g 504 404 - MCG 44 =+ MCG
Middle Dose § 45 £ 384 i
High dose 4- = i : % 21
= g 40 36 th
57 0
5z It I T I T S S S S S R TP R P 1
Day Day 2.
ALB CRP
= B0 L . . 2:;:!‘_::,5“
A%~ - .
% il :I: g « After 2-3 immunizations, the level of albumin in the blood
SHE: M of model animals decreased slowly, and the level of C-rea-
- - ol I T " : ctive protein increased rapidly and remained for 4 weeks
Non human primate disease model 08 - P L
Diabet NASH Obes High fat diet induced NASH
u l u eS| .
1aDETES ty model in rhesus monkeys
. -experimental design: After screening, 18 rhesus monkeys were selected to enter the exper-
E ICa In non_hu man pri mates lon human orimate disease model _ - — iment, and then all the feed was replaced with high-fat feed to induce
Ly P QPP am"l_al s At ™" messgeent NASH model. After 4 weeks of feeding, 10 animals were randomly se-
i lected to be given 35mg/kg dose of STZ to induce type 2 diabetes m-
_Stuc[y onthe efflcacy of crab mon key medicine (SIRNJ&; Screening) | Crong-1 $ B N A odel. After the model was established, high-fat feed was continued to
High fat feed group he fed

e Liver function, blood routine, four kinds of blood lipid, four kinds of coagulation, electrocardiogram, blood pressure, etc Group-2 3 <T7 1V 35maflg ' S'IZ +60% hi gh fat feed

» More than 100 liver punctures with no errors or infections High TaEfSE%d group
-Non-human primate, monkey model development
» Spontaneous disease model Liver function and blood lipid abnormalities
* Induced disease mode were observed in model animals
ALT AST LDL-C HOL-C : .
150+ 110+ . o In hlsmpathnlngy HE 5ta|n|ng showed mm:lemte vacuolization
Category Indication s e ™ I 100+ . . G2 in the liver, with vacuoles of varying sizes accumulated in hepa-
e 150 5 100 o g 904 *te e tocytes and fused into a large vacuole, which squeezed the nu-
E = . E B w0 - cleus of hepatocytes to one side, indicating that the accumula-
= . o 2001 - Ly tion of fat in the liver was more serious and formed fatty hepatitis.
L 60 B e e e S e
. Fhl ﬁl] ; ﬁ ﬁ , 1 5 | | Blood biochemical analysis shows that after STZ-induced type 2 d- !
T il liabetes in rhesus monkeys, continued high-fat feeding for 2 months;
. = |resulted in elevated liver function (AST/ALT) and lipid-related indic- |
g . - H s czee% . 1ators(TG/TC/LDL-C)inserum compared to normal controls and ani
5 e ™ I mals fed only regul-ar diet. These changes accelerated the formati- |
E 2 z 10 _T_ . on of NASH. In contrast, there was no significant difference betwe- :
" g ] 1enanimals fed only regular diet and normal controls; although TC |
Iand LDL-C showed a slight upward trend, indicating that the indu- :
- . : ictionperiodneedstobeextended. __________________ -
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Project experience

~60 20+ 5

CGT Pharmacology Project CGT Pharmacology

(ongoing+completed) Application Project INE

| Overview of InnoStar Project Experience

: Small
Special
Phatrir(l:'laalcew . Molecular PROTAC Peptide prepparations rcnhtgf}‘cigée[ ’
chemicals guecrugs  medicinal | crugs i drugs
| Exceptional experience in CGT efficacy research.
Antibody
. Microecologi- dru
et é“.airrler recombination  fusion cal  Monoclonalantibo- Eniliet i
biologicals el protein protein products  “cobonntbody(tip el e
ufdrugs bioti le anti uadruple cﬁ
poboies | lemiilery e coubiegovcad,
antibodies '
...... Oncstic | Producse” | gmmunecll | Semcalltherapy
pene Arar s ; Viral vectors, non-viral A : ;
HepG2 ACHN-luc MM1S-luc NCI-H929-luc medicing S i G s AR g e ' I foe b e
a6 Vacci Therapeutic prophylactic vaccine
Nalme6-luc UPCI-SCC-090 RajI-II.IC HUH7 agﬂges R vaccines Inactivated/virus ’
dru gs The ravrcgec téil: ir:tecsa ncer afn:xt-.muran;tec_lira :recc T:. binant
———————————————————————————————————————————————————————————————————————————————————————————— (PCV-TAA, TSA) nE R?JE uac?:ti:rg e, Ff;'tn:
IL-4Ra&IL-5 su
ucleic . é .
____________________________________________________________________________________________ acid IETE MIRNA Aptamer ASO  circRNA sIiRNA »
rugs
US7MG-luc HCT116 RPMI-8226 SW620-luc
""""""""""""""""""""""""""""""""""""""""""""""" radiophar- For diagnosticuse  For therapeutic use
i ticals cosess only rad:gphiar— radnap;l:uarlmaceu- ’
HGC27-luc CCRF-CM-luc 0S-RC-2-Al11 CaSki MAacetics s
e Ancient classic traditional
traditional prescription compound Chinese Chinese medicine
reness Chinese Beeres Chinese medicine  preparation medicine innovation drugs
medicine compound Improved new
preparation drugs
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SHANGHAI HEADQUARTERS
No. 199 Guoshoujing Road, China (Shanghai) Pilot Free Trade Zone
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