Metabolic Diseases Platform

Research Service Division (RSD)
Enabling Unbounded Possibilities
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Metabolic disease capabilities Wuki ApnTec

Diabetes

Metabolic
Diseases

Cardiovascular

Dyslipidemia

+ Animal models: db/db mice,
ZDF rats and DIO/STZ
mice/rats; DN models

* Measurements: oGTT
(mouse/rat), ipGTT (mouse/rat),
ivGTT (rat), ITT (mouse/rat) and
glucosuria, albuminuria,

neuropathic pain,
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Other Models

/ Respiratory \

* Animal Models: Asthma and
COPD (smoke)

* Measurements: lung function
, unrestrained whole body
plethysmography (rodent,
guinea pig, dog and NHP)
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/ Obesity \

« Animal model: DIO

« Measurements: Acute/ chronic
food intake, BW studies, Body
composition (ecoMRI),
biochemical biomarkers,

pathology

o /
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+ Animal Models:
Liver: CCL4-HFD, CCL4, ANIT
induced fibrosis
Lung: Idiopathic pulmonary
fibrosis
Kidney: UUO induced fibrosis

* Measurements: biomarker,

histology and scoring fibrosis
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/ Cardiovascular \

* Animal Models: MCAO
ischemia CIRIL, myocardial
ischemia/infarction, reperfusion,
heart failure, atria fibrillation

PAH, tail bleeding

* Measurements: Blood
coagulation (PT, TT, APTT, FIB),
telemetry blood pressure
monitoring, AV shunt

/ Dyslipidemia \

* Disease models: NAFLD,
NASH (HFD, HFD-CCLA4)

* Measurements: Acute lipid
tolerance, Chronic studies to
monitor TG, cholesterol,
biomarkers, histology and

scoring.
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/ Gastrointestine \

+ Animal Models: DSS induced
colitis; TNBS induced colitis

* Measurements: BW change,
biomarkers, colon weight and

length, histology and scoring
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WuXi Biology
In Vivo Pharmacology

Customized In Vivo Pharmacology Services
To Accelerate Your Drug Discovery Process
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WuXi Biology — In Vivo Pharmacology Platform

One Stop Shop at WuXi - Integrated Discovery Road Map
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WuXi Biology Platform

In Vivo Pharmacology Service

Provide global drug hunters
variety of animal disease
models for the pharmacology
evaluation of lead compounds
and preclinical candidates.

Oriented
Integrated
Services

AAALAC
facilities

In Vivo
Pharmacology
Platform

Focused on disease models of
central nervous system
(including pain), metabolic
diseases (obesity, diabetes),
respiratory, fibrosis and
diabetic complications
(hepatitis and cardiovascular
diseases), circulatory system
diseases (PAH).

EEG/EMG/ECG models

Supervised by experienced
oversea experts and executed
in AAALAC accredited animal
facilities.

Design and execute
pharmacology assays to
provide high quality data,
high standard services and
solutions that exceed our
customers’ expectation.

CNS Service Platform

CNS Pharmacology Capabilities

AD/PD/Stroke

* Disease models
- 6-OHDA PD model
- L-Dopa induced Dyskinesia
- ischemia model (MCAQ)
* Measurements
- Novel object recognition
- Rota rod
- AIM score
- Morris Water Maze
- Telemetry EEG/EMG
- Hippocampal gamma and

theta oscillations

Efficacy/Safety Models l

* Disease models
- OA pain (MIA)

* Disease models
- Acute PCP/amphetamine
- SubPCP/NeoPCP model - Fibromyalgia syndrome(ICS)
- Learned helplessness - Neuropathic (Chung, CCI)
* Measurements
- CAR

- Locomotor activity

- Inflammation pain
- UVB (UV burn)

- Postsurgical pain (Brennan)
- Prepulse inhibition * Measurements
- Attentional set shifting - Weight bearing
- Vogel - Von Frey hair
- Forced swimming - Cold allodynia (acetone)

- Heat hyperalgesia

- Ectopic discharge recording

Neuro-
degeneration

Target
Engagement

Biomarker

* GPCR occupancy
- Radioligand detection
- LC-MSMS detection

* Enzymatic inhibition

* MicroPET and PET

l Translational Capabilities

Microdialysis Safety Behavior Electrophysiology Safety EEG/EMG

* Compound exposure at the

site of action

Neuron transmitter release
-Dopamine

-Serotonin

-Acetylcholine

-Glutamate

* CNS:

- Telemetry EEG of sleep

architecture and epilepsy

(rodent and NHP)

- Unitary recording from

sensory neurons (rodent)

- EMG, NCV and H-Reflex
(rodent and NHP)

- Auditory-induced sensory
gating (rodent)

- Hippocampal oscillation
(rodent)

- DRG cell and brain slice
patch clamp

* Cardiovascular:

- Telemetry blood pressure
monitoring

- Erection defection et al.

* Irwin
* Rotarod test
* Locomotor activity

* Grip Strength

+ Early cardiac safety

- Telemetry QT interval
prolongation (Dog, NHP)

- Langendorff model (GP)

- Heart Purkinje cell (Rabbit)

* Telemetry EEG, BP and
CBT

* Seizure liability



