
CONFIDENTIAL
Document Code
Niche Science & Technology Ltd

	Title:
	XXXXXXX Investigator's Brochure

	Compound Number:
	

	Approved Name:
	

	Effective Date:
	DD-XXX-20XX


	Version number:  00
	Date: XX XXX 20XX

	Previous version number:  N/A
	Date: N/A 


	Sponsor Name:
	

	Address:
	


Description: 
Authors:  
This Investigator’s Brochure or any part of it may not be reproduced, abstracted, or disclosed without the written consent of Niche Science & Technology Ltd.

Niche Science & Technology Ltd Copyright 2010.  All rights reserved.  Unauthorised copying or use of this information is prohibited

TABLE OF CONTENTS

Page

4LIST OF ABBREVIATIONS

1.
SUMMARY
5
1.1.
Physical, Chemical and Pharmaceutical Properties and Formulation
5
1.2.
Nonclinical Pharmacology
5
1.3.
Nonclinical Pharmacokinetics
5
1.4.
Toxicology
5
1.5.
Clinical Experience
5
2.
INTRODUCTION
6
2.1.
Background
6
2.2.
Rationale for XXXX
6
2.3.
References
6
3.
PHYSICAL, CHEMICAL AND PHARMACEUTICAL PROPERTIES AND FORMULATION
7
3.1.
Pharmaceutical Presentation
7
3.2.
Physical and Chemical Properties of the Drug Substance
7
3.3.
List of Excipients
8
3.4.
Storage and Handling
8
4.
NONCLINICAL STUDIES
9
4.1.
Nonclinical Test Material
9
4.2.
Nonclinical Pharmacology
9
4.2.1.
Primary Pharmacodynamics
9
4.2.2.
Secondary Pharmacodynamics
9
4.2.3.
Safety Pharmacology
9
4.2.3.1.
Overt central and peripheral effects
9
4.2.3.2.
Effects on the cardiovascular system
9
4.2.3.3.
Effects on the respiratory system
9
4.2.3.4.
Effects on the kidney
10
4.2.4.
References
10
4.3.
Pharmacokinetics and Product Metabolism in Animals
11
4.3.1.
Analytical Methods and Validation
11
4.3.2.
Absorption and Pharmacokinetics
11
4.3.2.1.
Single dose pharmacokinetic studies with Xxxxxxx
11
4.3.2.2.
Repeat dose toxicokinetic studies with Xxxxx
11
4.3.3.
Distribution
12
4.3.3.1.
In vitro studies
12
4.3.3.2.
Whole-body autoradiography studies
12
4.3.3.3.
Distribution into liver and muscle
12
4.3.3.4.
Central nervous system penetration
12
4.3.3.5.
Liver and blood distribution of 4-FBCl
12
4.3.4.
Metabolism
12
4.3.4.1.
In vitro studies
12
4.3.4.2.
In vivo studies
12
4.3.5.
Excretion
12
4.3.5.1.
Rat
12
4.3.5.2.
Dog
12
4.3.6.
Pharmacokinetic Drug Interactions
12
4.4.
Toxicology
13
4.4.1.
Single Dose Studies
13
4.4.1.1.
Rat
13
4.4.1.2.
Dog
13
4.4.2.
Repeat Dose Studies
13
4.4.2.1.
Mice
13
4.4.2.2.
Rat
14
4.4.2.3.
Dog
14
4.4.3.
Genotoxicity
14
4.4.4.
Reproductive Toxicity
14
4.4.4.1.
Fertility and early embryonic development
14
4.4.4.2.
Embryofetal development
14
4.4.5.
Local Tolerance
14
4.4.6.
Other Toxicity Studies
14
4.5.
Nonclinical Assessment of Safety
14
4.5.1.
References
16
5.
EFFECTS IN HUMANS
17
5.1.
Introduction
17
5.2.
Phase I Data
17
5.2.1.
Summary of Phase I Clinical Safety
17
5.3.
Phase II Data
17
5.3.1.
Overall Conclusions of Phase II Clinical Trial Safety and Efficacy
17
6.
SUMMARY OF DATA AND GUIDANCE FOR THE INVESTIGATOR
18
6.1.
Development Core Safety Information
18
6.1.1.
Posology and Method of Administration
18
6.1.2.
Contraindications
18
6.1.3.
Special Warnings and Special Precautions for Use
18
6.1.4.
Interactions
18
6.1.5.
Use during Pregnancy and Lactation
18
6.1.6.
Undesirable Effects
19
6.1.7.
Overdose
19
6.1.8.
Drug Abuse and Dependency
19
6.1.9.
Other Potentially Clinically Relevant Information for the Investigator
19
7.
APPENDICES
20


LIST OF ABBREVIATIONS

	
	


1. SUMMARY

1.1. Physical, Chemical and Pharmaceutical Properties and Formulation
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1.3. Nonclinical Pharmacokinetics
1.4. Toxicology

1.5. Clinical Experience

2. INTRODUCTION

2.1. Background
2.2. Rationale for XXXX
2.3. References

<<you have the option to put references at the end of each section or just all together at the end>>
3. PHYSICAL, CHEMICAL AND PHARMACEUTICAL PROPERTIES AND FORMULATION

3.1. Pharmaceutical Presentation

3.2. Physical and Chemical Properties of the Drug Substance

	Respivert Laboratory Code:
	

	Approved Name (USAN):
	

	Other Names:
	

	Chemical Name (IUPAC):
	

	Molecular Formula:
	

	Molecular Weight:
	

	Physical Form:
	

	Solubility (at ambient temperature)
:
	


3.3. List of Excipients

3.4. Storage and Handling

4. NONCLINICAL STUDIES

4.1. Nonclinical Test Material

4.2. Nonclinical Pharmacology

A range of in vitro and in vivo studies have been performed in order to characterise the pharmacodynamics of xxxxxx.  Table 1 presents a list of the nonclinical pharmacology studies conducted to date.

Table 1
List of studies investigating the pharmacology of Xxxxxx
	Type of Study

	

	


4.2.1. Primary Pharmacodynamics

4.2.2. Secondary Pharmacodynamics

4.2.3. Safety Pharmacology

4.2.3.1. Overt central and peripheral effects

4.2.3.2. Effects on the cardiovascular system

4.2.3.3. Effects on the respiratory system

4.2.3.4. Effects on the kidney

4.2.4. References

4.3. Pharmacokinetics and Product Metabolism in Animals

The pharmacokinetics and disposition of XXXX have been characterised chiefly in the rat and dog, the main species used in preclinical safety assessment studies.  Table 2 presents a list of all pharmacokinetic studies performed with XXXx.

Table 2
List of Pharmacokinetic and Metabolism Studies Performed During the Development of Xxxxxxxx
	Type of Study
	Route of Administration
	Dose or Concentration
(mg/kg)
	Species
	No./Sex/
Group

	Pharmacokinetic
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	Toxicokinetic
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	Distribution
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	Metabolism
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	Excretion
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	


4.3.1. Analytical Methods and Validation

4.3.2. Absorption and Pharmacokinetics

4.3.2.1. Single dose pharmacokinetic studies with Xxxxxxx 

4.3.2.2. Repeat dose toxicokinetic studies with Xxxxx 

4.3.3. Distribution

4.3.3.1. In vitro studies

4.3.3.2. Whole-body autoradiography studies

4.3.3.3. Distribution into liver and muscle

4.3.3.4. Central nervous system penetration

4.3.3.5. Liver and blood distribution of 4-FBCl

4.3.4. Metabolism

4.3.4.1. In vitro studies

4.3.4.2. In vivo studies

4.3.5. Excretion

4.3.5.1. Rat

4.3.5.2. Dog

4.3.6. Pharmacokinetic Drug Interactions

4.4. Toxicology

The toxicity of Xxxxxx has been evaluated in single and repeat dose oral studies of up to 12 months duration.  The reproductive and genetic toxicity of Xxxxx has also been investigated.  A listing of these studies is presented in Table 6.

Table 6
List of Toxicology Studies Performed During the Development of Xxxxxx
	Type of Study/Dose Duration
	Route of Administration
	Species
(Xxxxxxx Dosage)
	Animals/
Sex/Group

	Single Dose
	
	
	

	
	
	
	

	
	
	
	

	Repeat Dose
	
	
	

	
	
	
	

	
	
	
	

	Genotoxicity
	
	
	

	
	
	
	

	Reproductive Toxicity
	
	
	

	
	
	
	

	
	
	
	

	Local Tolerance
	
	
	

	
	
	
	

	
	
	
	

	Other Toxicity
	
	
	

	
	
	
	

	
	
	
	

	Key:
DRF = Dose range finding
M = male; F = female
NA = Not applicable


4.4.1. Single Dose Studies

4.4.1.1. Rat

4.4.1.2. Dog

4.4.2. Repeat Dose Studies

4.4.2.1. Mice

4.4.2.2. Rat

4.4.2.3. Dog

4.4.3. Genotoxicity

4.4.4. Reproductive Toxicity

4.4.4.1. Fertility and early embryonic development

4.4.4.2. Embryofetal development

4.4.5. Local Tolerance

4.4.6. Other Toxicity Studies

4.5. Nonclinical Assessment of Safety

Xxxxx is a ....

Xxxxxxx has undergone an extensive preclinical safety evaluation including safety pharmacology, single and repeat dose toxicity, reproductive and genetic toxicity studies.  The key toxicological findings are presented in Table 7.  

Table 7
Summary of Key Toxicology Findings
	
	Mouse
	Rat
	Rabbit
	Dog

	Findings
	Effect Dose (mg/kg)
	No Effect Dose (mg/kg)
	Effect Dose (mg/kg)
	No Effect Dose (mg/kg)
	Effect Dose (mg/kg)
	No Effect Dose (mg/kg)
	Effect Dose (mg/kg)
	No Effect Dose (mg/kg)

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	NO – Not observed 
* Single doses


A comparison of systemic exposure to Xxxxxxx achieved in the toxicology species and in humans is presented in Table 8.

Table 8
Comparative Assessment of Mean Systemic Exposure after Oral Administration of Xxxxxxx in Toxicology Species and Humans
	Species
(Duration)
	Dose
(mg/kg)
	Sex
	Cmax 
(ng/mL)a
[range]
	AUC(0-t) (ng.h/mL)a
[range]
	Ratio of Animal to Human Exposuref

	
	
	
	
	
	Cmax
	AUC(0-t)

	Mouse

(3 months)
	30
	M
	
	
	
	

	
	
	F
	
	
	
	

	
	100

(NOAEL)
	M
	
	
	
	

	
	
	F
	
	
	
	

	
	300
	M
	
	
	
	

	
	
	F
	
	
	
	

	Rat
(6 months)
	3
	M
	
	
	
	

	
	
	F
	
	
	
	

	
	15
(NOAEL)
	M
	
	
	
	

	
	
	F
	
	
	
	

	
	100
	M
	
	
	
	

	
	
	F
	
	
	
	

	Dog
(12 months)
	3
	M
	
	
	
	

	
	
	F
	
	
	
	

	
	10
(NOAEL)
	M
	
	
	
	

	
	
	F
	
	
	
	

	
	30
	M
	
	
	
	

	
	
	F
	
	
	
	

	Rabbit
(EFD)c
	3
	F
	
	
	
	

	
	10
	F
	
	
	
	

	
	30 (NOAEL)
	F
	
	
	
	

	Human
	
	
	
	
	
	

	Single dose
	100
	M
	
	
	
	

	10 days
	100
	M
	
	
	
	

	Key:
EFD = Embryofetal development
NC = Not calculable

a = Mean of all TK time points

b = Range not available due to composite sampling

c = Measured on Day 20 of pregnancy, following 13 days of drug administration

d = AUC(0-()
e = AUC(0-24)
f = Based on the 10-day repeat dose values recorded in humans (Cmax = 26.5 ng/mL and AUC(0-24) = 385 ng.h/mL)

g = End of study value due to accumulation in this dose/sex


4.5.1. References

5. EFFECTS IN HUMANS

5.1. Introduction

5.2. Phase I Data
The Phase I studies, including the formulation used in each, are summarized in APPENDIX 1.
5.2.1. Summary of Phase I Clinical Safety

5.3. Phase II Data

5.3.1. Overall Conclusions of Phase II Clinical Trial Safety and Efficacy

In summary, these studies provided the following evidence regarding ......:

EFFICACY:

SAFETY:

6. SUMMARY OF DATA AND GUIDANCE FOR THE INVESTIGATOR
6.1. Development Core Safety Information 

XXXXXXX
	The Development Core Safety Information (DCSI) for an investigational product is derived from all available safety information at the time of compilation of this Investigator’s Brochure; it includes pre-clinical safety data and data available from the clinical study programme.  The DCSI is an integral part of the Investigator's Brochure and documents the adverse events which, based on the information available so far, could be reasonably assumed to be associated with XXXXXXX and is therefore essential for the expedited reporting of any events or episodes to regulatory authorities and investigators.  As XXXXXXX is an investigational product, the DCSI is provisional and may be updated and amended at any time.  As further information becomes available, the DCSI will be reviewed to assess the appropriateness of continued inclusion of any events or the addition of new events in the document.

Some events presented in the DCSI may have been identified from ongoing, blinded clinical studies. Where this is the case, the actual finding may not be presented elsewhere in the Investigator's Brochure; however the data will be described more fully once the studies have been completed and the final data have been unblinded and analysed.
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