Medicilon—CFDA GLP FDA GLP AAALAC

> Preclinical Services/

Medicilon provides fully integrated pharmaceutcal services to the global pharmaceutcal community. The services
across biology, chemistry and preclinical research are specially designed to help clients develop their research and
discovery programs from the inital idea stage to the IND filing phase. Preclinical department in Medicilon has extensive and
professional knowledge in drug metabolism/pharmacokinetcs, pharmacology studies as well as toxicology. We o er the
high-quality and cost-e ectve data with rapid turnaround tme to support drug development, preclinical studies and
clinical research. Our services cover various aspects of preclinical services, including protocal designing, in-life studies,
sample analysis, professional data analysis, IACUC review, and preparaton of documents for IND filing.

Medicilon is headquartered in Zhangjiang High-Tech Park, Shanghai, China, with wholly-owned research facilites in
Chuansha Economic Park, Shanghai, China. We occupy over 250,000 SF lab space. Over 60% employees have MS and PhD
degrees, and over 15% of our employees have significant foreign educaton and/or working experiences. Medicilon and
MPI Research established a joint venture together during the period of 2008-2010 to set up a state-of-the-art 50,000 SF
animal facility, which is fully accredited by AAALAC and in compliance with the US GLP. It is also being certfied by CFDA
for GLP compliance. Our comprehensive services facilitate the evaluaton of the safety and maketng of life-changing

compounds for our clients.
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Our pharmacokinetcs department o ers the clients a broad spectrum of high quality of services in the areas of in
vitro ADME, in vivo pharmacokinetcs and bioanalysis services, ranging from small molecules to large molecules,
such as protein and antbody. The animal species involved in our services are non-human primate, canine, mice, rat,
rabbit and hamster. Meanwhile, non-human primate experimental platorm and isotope platorm for

protein/antbody are certfied by the Shanghai government.

ADME
/
» Preclinical Pharmacokinetics >
e Method development and validaton(GLP&Non-GLP) - GLP&Non-GLP
e Bioanalysis .
e Pharmacokinetcs (Tumor bearing rodents, .

Bioavailability, Crossover studies, Cassete

(N in 1) dosing and analysis, E ects of gender
on pharmacokinetcs, BBB penetraton)

e  Stability in vehicles and plasma °
e Drug interacton studies °
e Invitro metabolic stability ©
= CYP 450 inhibiton/inducton = CYP450
e Permeability studies ©
e Plasma protein binding studies °
< Distributon studies °
e Excreton studies °
e Predicton and identficaton of major metabolites ©
e Toxicokinetcs analysis °
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» Pharmacokinetics with Radiolabelled >

Compounds
e Protein/antbody drug with =5l labeled for PK . /
e Tissue distributon .
e Mass balance .
» Pharmacokinetics Package for IND Filing >

FDA CFDA

DMPK package for CFDA and FDA IND filing
- Chemical compounds -
- Traditonal chinese medicine -
- Protein -
- Antbody -

We have successfully helped many clients to prepare the DMPK package for CFDA and US FDA IND filing and have

passed all audits smoothly.
000000000 OoooOoCAOFDAD D0 DO 0DOUODOUODOOOO0NDOODOODOODn

goooooooon

Quick study initiation and scheduling flexibility will help you make your decisions faster
and reduce your total research costs!
oooooooooooooooooooooooooooooonooonn
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Neurological Disorders Models/

Hot-Plate Mouse/Rat

Tail flick
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> Cancer Xenograft Models/ /
Head and Neck Cancer KB, FaDu
Nasopharyngeal Carcinoma Stem S18, 526

Cell

Lung Cancer

DMS114, NCI-H69, NCI-H146, NCI-H209, NCI-H446, NCI-H526,
NCI-H1688,95-D, A549, Calu-1, Calu-3, Calu-6, HCC827, NCI-H226,
NCI-H292,NCI-H358, NCI-H441,NCI-H460, NCI-H520,NCI-H522,
NCI-H1299,NCI-H1437, NCI-H1650, NCI-H1975, NCI-H1993, NCI-
H2009, NCI-H2122, NCI-H2126, NCI-H2228, PC-10,QG-56, LLC

Breast Cancer

Bcap-37, BT-474, 2LMP,MCF7, MDA-MB-231, MDA-MB-435s,
SUM159, MDA-MB-468, ZR-75-1, ZR-75-30

Gastric Cancer

BGC-823, HGC-27, MKN-28, MKN-45, NCI-N87, NUGC-3,
SCH,SGC-7901, SNU-5, SNU-16, MGC-803

Pancreatic Cancer

AsPC-1, BxPC-3,Capan-1, Capan-2, CFPAC-1, HPAF-II, MIAPaCa-
2, PANC-1, SU.86.86

Renal Cancer

ACHN, OS-RC-2, 786-O

Hepatocellular Carcinoma

Bel-7402,Hep-3B, Huh-7, PLC/PRF/5, QGY-7703,SK-HEP-1,SMMC-
7721

Glioblastoma

u87-MG

Colon and Cecum Cancer

COLO 201, COLO 205, COLO 320 DM, CW-2, DLD-1, HCT-8, HCT-
15, HCT116, HCT116 P53 KO(-/-), HT-29, LoVo, LS1034, LS
174T,LS411N, NCI-H716, RKO, SW480, SW620, WiDr

Prostate Cancer

22Rv1, CL-1, DU145, LNCap Clone FGC, PC-3

Urinary Bladder

HT-1197, HT-1376, RT4, SCaBER, SW780, T24

Ovary Cancer

ES-2, HO-8910PM, PA-1, SK-OV-3, OVCAR-3

Endometrium/Hysterocarcinoma

AN3 CA, HEC-1-A, ME-180, MFE-280

Skin Cancer Cell

A431

Melanoma

A375, B16, A2058, C32, HMCB, SK-MEL-30

Osteosarcoma Cell

MG-63, SJSA-1,

Sarcoma

S-180

Muscle, Striated

SJCRH30

Myeloma

KMS-11, KMS-26, RPMI-8226

Leukemia / Lymphoma

U937, THP-1,MV-4-11, HEL, TF-1a, ML-2, HL-60, L1210, K562,
KARPAS-299, Daudi,Raji, Ramos, ARH-77, KMS-12-BM, KG-1,

* Medicilon also o ers primary tumor models.
gooobobooooooooooood
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> Metabolic Disease Models/

STZ-induced Mouse/Rat
Genetcally engineered Db/db, ob/ob Mouse
Diabetes Db/db, ob/ob
High fat diet-induced obesity DIO Mouse
DIO
Aged, diet-induced Rhesus Monkey
Genetcally engineered Db/db, ob/ob Mouse
Obesity Db/db, ob/ob

High fat diet-induced@rdbYj@rd(Tjardjgardyjoyjeia rTfEIdeIj/TTl 1 1GTd(Bi@d(yjnM sjarda

»  Inflammation & Immunological Disease Models/




‘_

] ] MediCilon
Toxicology Services/ ”, s

Our toxicology department has professional teams with rich experience in toxicology studies. We o er high-quality
data and rapid turnaround period to support drug discovery and development. Our toxicological study is conducted
in various kinds of animal species. The toxicological evaluaton from dose design, in-life studies to histology and

pathology testng along with toxicokinetcs studies are all complied with non-GLP or GLP standard. Our study

platorm is certfied as one of Shanghai Public Service Research Platorms.

GLP GLP

» Drug Preclinical Safety Evaluations »

(CFDA , FDA GLP Compl iance) CFDA, FDA GLP
e Single dose toxicity study .
e Repeated dose toxicity study .
e Safety pharmacology study .
e Genotoxicity study .
e Reproductve toxicity study .
e Immunogenicity study .
e Toxicokinetc study .
e Topical toxicity study .
y Histopathology Capabilities >
e Routne and special staining techniques .
e Preparaton of slides with high quality .
e State-of-the-art automated equipment: .

- Slide and cassete printng (Leica)
- Tissue processing (Leica)
- Hematoxylin & eosin staining(Leica)

e  Professional microscopic review by domestc and .

internatonal pathologists
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>

Clinical Pathology Capabilities

e Hematology

Leukocyte count (total and 5 part di erental), Erythrocyte count, Hemoglobin, Hematocrit, Mean
corpuscular hemoglobin, Mean corpuscular volume, Mean corpuscular hemoglobin concentraton, Absolute
and percent retculocytes, Platelet count, Blood cell morphology

e Urinalysis

Volume, Specific gravity, pH, Color and appearance, Protein, Glucose, Bilirubin, Ketones, Blood,
Urobilinogen, Nitrite, Leukocyte, Microscopy of centrifuged sediment

e  Clinical Chemistry

Alkaline phosphatase, Total bilirubin, Direct bilirubin, Indirect bilirubin, ALT, AST, Gamma glutamyl
transferase, Urea nitrogen, Creatnine, Total protein, Albumin, Globulin, Glucose, Total cholesterol,
Triglycerides, Electrolytes(sodium, potassium, chloride), Calcium, Phosphorus, Creatne kinase, High density
lipoprotein cholesterol, Low density lipoprotein cholesterol, Bicarbonate

e Coagulaton

Prothrombin tme, Actvated partal thromboplastn tme, Thrombin tme, Fibrinogen

pH
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Preparation of Toxicity Package Compliance with FDA and CFDA IND
Registration Requirements

FDA CFDA

Animal Facilites and Capability

-Totally 50,000 SF -00ogoso00000

-12,500 SF of functon area -00001L20000

-12,500 SF of Canine housing: maximum capability for 350 animals -00001,200000000003500
-12,500 SF of NHP housing: maximum capability for 400 animals -0000000012500000
-12,500 SF of Barrier system for Rodent housing: Separate SPF and 0 000ao4oeod

non-SPF area; maximum capability for 2400 animals of SPFareaand -0 000000000 1,2500 00 0O SPFO
500 animals of non-SPF area OSPFO OO SPFO OO OO O O 50000 O
-Design and Operaton of the facility is under internatonal and OSPFO OO O 00O O 5000

Chinese regulations -0o0ooboobooooooobooo

Clean hallway in barrier system Non-clean hallway in barrier system Specimen West tssue storage
ooo oooo

Rodent room Dog room NHP room Animal dissectng table
oooooooo ooooo oooooooo ooo
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Drug evaluaton research completed from 2008 to 2012

More than 1000 per year preclinical researches have been completed, including single-dose toxicity studies,
repeated-dose toxicity studies, topical toxicity studies, toxicokinetc studies and pharmacokinetc studies, now the
company has been expanding the safety evaluaton to safety pharmacology study, immunogenicity study,
genotoxicity and reproductve toxicity study.At present, evaluaton and research of four IND packages are being
conducted and will be submited to FDA soon.
2008 2012
ooooooloc0oooooooooooooooooooooooooooooooooog
gogoboboboooooobobboooooooboboooooobobbooooobobobuooooooboon
0000000000000 0Do000D4000000000000000D0OO0O0FrDAO

Provantis and LIMS are used in data collection, analysis, storage and format reporting. All equipments and
instruments used in GLP studies have been validated including sofware.

ProvantsO LIMSO O 00O O0OO0O00OO0OO0DO0OOO0OOO,000000D0O00D0O0O0O0O0OOO0OO
goooooooooooooo

From Sponsors Evaluatons (selected)/0 0 000 0000

“The results of an intensive three days audit onsite of GLP systems and procedures, as well as site and personnel,
operatng systems and procedures, and raw data and final report from one non-GLP study lead to the conclusion that
Medicilon is qualified and capable of conductng non-clinical GLP studies in compliance with the US FDA GLP’s. The

personnel who partcipated the audit were konwledgeable and professional.”

Please contact us for more information on how we can help move your drug along the

development pathway.
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