Medicilon—CFDA GLP, FDA GLP, AAALAC

> Preclinical Services/ll§IKATIRS

Medicilon provides fully integrated pharmaceutical services to the global pharmaceutical community. The services
across biology, chemistry and preclinical research are specially designed to help clients develop their research and
discovery programs from the initial idea stage to the IND filing phase. Preclinical department in Medicilon has extensive and
professional knowledge in drug metabolism/pharmacokinetics, pharmacology studies as well as toxicology. We offer the
high-quality and cost-effective data with rapid turnaround time 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 preparation of documents for IND filing.

Medicilon is headquartered in Zhangjiang High-Tech Park, Shanghai, China, with wholly-owned research facilities 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 education 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 certified by CFDA
for GLP compliance. Our comprehensive services facilitate the evaluation of the safety and maketing of life-changing

compounds for our clients.
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MediCilon

Our pharmacokinetics department offers the clients a broad spectrum of high quality of services in the areas of in

vitro ADME, in vivo pharmacokinetics and bioanalysis services, ranging from small molecules to large molecules,

such as protein and antibody. The animal species involved in our services are non-human primate, canine, mice, rat,

rabbit and hamster. Meanwhile, non-human primate experimental platform and isotope platform for

protein/antibody are certified by the Shanghai government.
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Preclinical Pharmacokinetics

Method development and validation(GLP&Non-GLP)
Bioanalysis

Pharmacokinetics (Tumor bearing rodents,

Bioavailability, Crossover studies, Cassette

(N in 1) dosing and analysis, Effects of gender

on pharmacokinetics, BBB penetration )

Stability in vehicles and plasma

Drug interaction studies

In vitro metabolic stability

CYP 450 inhibition/induction

Permeability studies

Plasma protein binding studies

Distribution studies

Excretion studies

Prediction and identification of major metabolites

Toxicokinetics analysis
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» Pharmacokinetics with Radiolabelled > FIH RN ZbRid B 254880 150 R

Compounds
e Protein/antibody drug with sl labeled for PK o fUFRICER (AR /PR 2B 12 AT
e Tissue distribution o LA
e Mass balance o JREFHHT
> Pharmacokinetics Package for IND Filing 3> W\ R AT 254880 15 R B R
e DMPK package for CFDA and FDA IND filing o FFFDAFICFDA 2473 W 25K 1 B 4l b )
- Chemical compounds - Ny EEY
- Traditional chinese medicine - R
- Protein - Koy rHEEAY
- Antibody - BT RERUA

We have successfully helped many clients to prepare the DMPK package for CFDA and US FDA IND filing and have
passed all audits smoothly.
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Quick study initiation and scheduling flexibility will help you make your decisions faster

and reduce your total research costs!
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Antinociceptive
Pain Tests

P (KD

Sedation

BEHEIR

Antidepressant
Tests

AL

Anti-Parkinson Tests

E e AR

Antidementia Tests
Antipsychotic Tests
ELET

Anticonvulsant Tests

Miscellaneous

HoAt

Hot-Plate

Tail flick
Formalin test (phase | & phase Il)
FE/R ARSI 0 8D

Acetic acid induced writhing
iz

LPS-induced thermal hyperalgesia

Ji 2 s T I R R 5
STZ-induced diabetic neuropathy

B PRI 175 R AP ZE IR
Potentiated pentobarbital-induced sleep
38 5 2 2 288 1) RSP )
Forced swimming test
SHRAE YUK S5
Tail suspension test
BRI

5-HTP-induced head twitches potentiation (5-HT)

5-F2 A LR G RS (5-HT)
Reserpine-induced ptosis
P75 IR S T TE S5
Yohimbine-induced lethality
B F RN R SIS
Oxotremorine-induced tremors/salivation
FAEB RN PSR
Reserpine antagonism
L5 $i4E H
6-OHDA-induced rotation behavior
KRB SUIR AR5 5 5 (0 e 4 AT 9 S5
Morris water maze
KK E
Apomorphine-induced stereotype
RN BB U R 22 AT g 4101 ] S B
MK-801 induced hyperlocomotion
X MK-801 5|2/ 12 2 A k3 45 i /E
Pentylenetetrazol-induced clonic seizure
I3 TG P R
Bicuculline-induced clonic seizure
Aot BP0 At R
Picrotoxin-induced clonic seizure
BB 8 R K
Rotarod
Spontaneous locomotor activity

H A&
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Pharmacol 0gy

»  Cancer Xenograft Models/JJ& 5t/ [R] Fh#S L P A
Head and Neck Cancer KB, FaDu
Nasopharyngeal Carcinoma Stem S18, S26

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 offers primary tumor models.
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STZ-induced Mouse/Rat

IR 20 PR NGNS
Genetically engineered Db/db, ob/ob Mouse
Diabetes H R MHEBE PRI Db/db, ob/ob /],
W5 R High fat diet-induced obesity DIO Mouse
i BRI 53 B IR /N B DIO /)M
Aged, diet-induced Rhesus Monkey
2, REHES /i3
Genetically engineered Db/db, ob/ob Mouse
Obesity wEE Db/db, ob/ob /N
R High fat diet-induced obesity (growing/established) DIO mouse
E R R B S RN R DIO /MR
Dyslipidemia High-fat/cholesteriol/fructose diet induced Hamster
g S 8 v I /L I e/ SR R R 15 EENT

»  Inflammation & Immunological Disease Models/#&E A9 I% 2R 4R

Acute Inflammation Carrageenan-induced paw edema Mouse/Rat
SV JOE PSR S KN
Adjuvant-induced arthritis (AIA) Rat
PEFRIMERAT 2 (AIA) KER
Arthritis Collagen-induced arthritis (CIA) Mouse/Rat
KITR I BRIRFE I RTTR (CIA) NG
Air Pouch Mouse/Rat
AR KN,
Sepsis CLP-induced Mouse
T I AE B IS FIE /MR
Experimental Autoimmune Encephalomyelitis Antigen-induced Mouse
(EAE) SE56 4 5 Bt fivi 6 1 ¢ RS /INBR

> Others/HAth

Spontaneously Hypertension Rat SHR Rat
Cardiovascular Ep RTINS SHR K it
DL Myocardial Infarction Rat
L IRESE N
Renal Failure 56 nephrectomy Rat
B3 EVIER (56) N
Anemia Renal failure induced Rat
ayin BRiES N
Gastric ulcer Ethanol Rat
=R LIS N
Hepatic injury Carbon Tetrachloride Mouse/Rat
JH A7 IR R ariAs KA
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—
Toxicology Services/: %M MEdICilon

Our toxicology department has professional teams with rich experience in toxicology studies. We offer 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 evaluation from dose design, in-life studies to histology and

pathology testing along with toxicokinetics studies are all complied with non-GLP or GLP standard. Our study

platform is certified as one of Shanghai Public Service Research Platforms.
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R By mT 4% I ARGLP I GLPAR AT o FATHIBT T &5 CHAIT N LI A LIRS T 6 .

Drug Preclinical Safety Evaluations

(CFDA, FDA GLP Compliance)

e Single dose toxicity study

e Repeated dose toxicity study
e  Safety pharmacology study

e  Genotoxicity study

e  Reproductive toxicity study
e Immunogenicity study

e  Toxicokinetic study

e  Topical toxicity study

Histopathology Capabilities
e Routine and special staining techniques

e  Preparation of slides with high quality
e  State-of-the-art automated equipment:
- Slide and cassette printing (Leica)

- Tissue processing (Leica)

- Hematoxylin & eosin staining(Leica)

e  Professional microscopic review by domestic and

international pathologists
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>

Clinical Pathology Capabilities

e Hematology

Leukocyte count (total and 5 part differential), Erythrocyte count, Hemoglobin, Hematocrit, Mean
corpuscular hemoglobin, Mean corpuscular volume, Mean corpuscular hemoglobin concentration, Absolute
and percent reticulocytes, 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, Creatinine, Total protein, Albumin, Globulin, Glucose, Total cholesterol,
Triglycerides, Electrolytes(sodium, potassium, chloride), Calcium, Phosphorus, Creatine kinase, High density
lipoprotein cholesterol, Low density lipoprotein cholesterol, Bicarbonate

e  Coagulation

Prothrombin time, Activated partial thromboplastin time, Thrombin time, Fibrinogen
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» Preparation of Toxicity Package Compliance with FDA and CFDA IND
Registration Requirements

FFATFDA A1 CEDAM 2473 M 225K 1) 22 4 RN i 73 B )

Animal Facilities and Capability B e FNEE
“Totally 50,000 SF - it T H5,000°F- 7 K
-12,500 SF of function area -DIREX 31,250 F )5 K
-12,500 SF of Canine housing: maximum capability for 350 animals RN 1,250 F T oK Fede v 4541350 2
-12,500 SF of NHP housing: maximum capability for 400 animals -AE AR KB 51,250 FT7 K :
-12,500 SF of Barrier system for Rodent housing: Separate SPF and 2 ] 75401400 A
non-SPF area; maximum capability for 2400 animals of SPF area and M G S R RSBl 51,250 F J5 oK . SPRAN
500 animals of non-SPF area AESPFIX I ;  SPFIXJHiH 22 il 4¥445000 H ;
-Design and Operation of the facility is under international and JESPFIX it 22 1] 454/1500 2
Chinese regulations Se iR aawitbeay=s sy ey Eal iy T ESlERf lis

Clean hallway in barrier system Non-clean hallway in barrier system Specimen West tissue storage

bRAE TR A

Rodent room Dog room NHP room Animal dissecting table
KON BUEFRE KA AR TR figl e
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ices/FE P Z R 5%

Drug evaluation 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, toxicokinetic studies and pharmacokinetic studies, now the
company has been expanding the safety evaluation to safety pharmacology study, immunogenicity study,
genotoxicity and reproductive toxicity study At present, evaluation and research of four IND packages are being
conducted and will be submitted to FDA soon.
20082201 24F HA[B)SE AR A R £ PR A 52

FEAF 58 U I 10002 W I R A 42 PP 9T, B R A 2 BEiEite . ROZ A a3t Rt
. BRI AABRMANSI L. AR L 2PN EENT R 2L 22 ik ek
v BEREEAIARTER A . FRT A WIETT R4 T 2 2B I R BTN BT T AT H T HiFDA.

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 software.

ProvantisMILIMSHPF I T4 R 5 AT RIS UL, I B S AL A S TRl IR A B TE A 4 R
B B A SR AR A R

From Sponsors Evaluations (selected)/i% 3 % F [ FEAd 745

“The results of an intensive three days audit onsite of GLP systems and procedures, as well as site and personnel,
operating 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 conducting non-clinical GLP studies in compliance with the US FDA GLP’s. The

|Il

personnel who participated the audit were konwledgeable and professiona

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

development pathway.
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