ACAAF Application Form for National Funding
RFP 01B68-13-0068  Appendix D  Annex 2, 

Veterinary Drugs Efficacy and Animal Safety Trials Application Form 

PEST MANAGEMENT CENTRE – Veterinary Drugs Initiative 

Efficacy and Animal Safety Trial Application Form
Data generated from the clinical trial should generate substantial evidence in support of efficacy, as well as evidence of target animal safety under “normal use” conditions in rabbits, under the conditions specified in Annex I, Table 1 (proposed indications, corresponding authorized medicated drug premix and dosage).  Data generated will be used by the Veterinary Drugs Directorate, Health Canada, to evaluate the suitability of authorizing the drug product for use in rabbits under specific conditions of use. 
The objective of the application form is to guide bidders in the preparation of their bid and to provide AAFC with a tool to better assess, evaluate, and contrast the proposals submitted.  It’s very important to fully complete every field.  By having this template in MS Word allows bidders to adjust the space in each field according to the size of information used to fulfill / address the template requirements.  

Information under Section R. “Rated Requirements” is provided to ensure that key elements of a well-structured clinical trial protocol are provided with the application.  It is recommended that applicants submit a description of the planned protocol for each element listed. Alternate approaches to the principles described in this document may be acceptable provided that are supported by adequate scientific justification.
COMPLETE ONE EFFICACY AND ANIMAL SAFETY TRIAL APPLICATION FORM FOR EACH TRIAL FOR WHICH YOU ARE MAKING A BID. Submit hard copies of each form with your proposal as indicated in the Request for Proposals 01B68-0068.  It is not necessary to submit reference letters and general company information with each application form (one set of each per proposal copy is sufficient). 
	EFFICACY AND ANIMAL SAFETY TRIAL APPLICATION FORM



	Trial number:


	Authorized Medicated Premixes* (product name; and DIN):



	Test animal:


	Target indication:


	Name of Organization:



	Mailing Address:

	Contact person
	Name/Title:
	Tel:



	
	E-mail:
	Fax:

	Study Monitor details:

	Name:
Tel:
Fax:
E-mail:

	

	Principal Investigator details:

	Name:

Tel:

Fax:

E-mail:



	Objective

The applicant should specify the primary objective of the clinical trial i.e., indication/therapeutic objective, drug product to be tested and dosage.  For reference, some information is provided in Table 1 however, alternate dosage and/or other approved products may be acceptable provided they are supported by an adequate scientific rationale. 


	

	Experience in the conduct of veterinary drugs efficacy trials 
Provide evidence (by way of a minimum of three letters of reference) of having completed a minimum of three efficacy trials in a satisfactory manner Reference letters should demonstrate work experience that is clearly related to the projects described.  References must include the name of the organization for whom the work was done, the name of the individual who was the project authority or equivalent, their phone number, fax, mailing and email addresses. 
	

	Site to conduct trial secured.

Provide evidence that two Canadian commercial rabbit farm sites have been secured to conduct trials (provide exact location).
	

	Key participants

The applicant should provide a full list of key study participants, including resumé of education, experience and publications for each study investigator.  

	

	Clinical Trial Information:

	Type and design of the study The proposed study should provide details on duration, randomization, blinding, use of control groups, and the number of study locations (i.e., rabbitries).  The history of disease at the selected sites should be discussed.).
	

	Animals.

The number, age, sex and breed of rabbits should be included.  The number of animals chosen by the applicant should be sufficient to generate statistically, as well as clinically meaningful results.  A sample size calculation based on predicted treatment effect size should be provided.
	

	Study Schedule 
The applicant should include the proposed initiation, completion and reporting dates for the study.
	

	Study sites

The facilities selected for the conduct of the clinical trials must be demonstrated to be adequate for the purposes of the proposed clinical trial and reflect Canadian conditions of management.  The applicant should be aware that the owner of the rabbits or from a person authorized by the owner must, agree in writing not to sell the animals or any products from them, without prior authorization from the investigator.


	

	Activity schedule

A detailed schedule including individual study activities to be conducted relative to the day of treatment on each study day (e.g. clinical exam, body weight, feed intake etc). 


	

	Justification of study and design

Scientific justification for the study design should be submitted.  This could include a summary of the scientific literature, field experience and/or consultation with experts.


	

	Randomization  

The applicant should describe the method of random allocation of rabbits to treatment groups.  


	

	Blinding Procedures

The method of random assignment of rabbits to treatment groups should be described, including the method used to identify feed bags that will be fed to treatment and control rabbits.  It should be indicated which personnel will have knowledge of the treatment code assignments.


	

	Animal Management


	A description should be provided regarding planned animal management, i.e., feeding, husbandry, including consideration and all applicable information to ensure animal welfare during the generation of information from clinical studies.
	

	Inclusion and Exclusion Criteria

	Animal selection and identification

The applicant should provide a brief description of how animals will be selected for treatment and uniquely identified during the conduct of the study. 


	

	Inclusion/Exclusion criteria

All inclusion and exclusion criteria should be described (e.g., allowed and disallowed concomitant treatments).  


	

	Post inclusion removal (withdrawal)

The method of handling missing observations or animals removed from the trial should be described.  Sequelae to possible study non-compliance should be discussed.  The protocol should consider how treatment failures will be defined and provide a description of proposed “rescue” treatments in these cases.


	

	Treatments

	Investigational veterinary product: 

The clinical study must use medicated premixes/products authorized by Health Canada for sale in Canada (i.e., have a Drug Identification Number (DIN)) for use in a food animal species.  A list of acceptable veterinary drug products, for which efficacy and safety should be established, is provided in Table 1 for reference. However, other dosages and other approved products with a valid DIN can be used as wel with a valid scientific rationale.


	

	Dosage and Administration

The protocol should include the dosage (dose and duration of feeding), as well as in feed mixing instructions such that the intended amount is included in the feed and consumed by the animals.  The results should be verifiable. For example, unconsumed feed should be accounted for (eg. Orts) and feed samples should be analysed to ensure the correct concentration of drug was achieved in feed. Intended and actual dose received by experimental animals should be determined based on drug concentration in feed and amount consumed.


	

	Withdrawal period

Contractors and study investigators are responsible for ensuring that tissues of treated animals do not enter the food chain without completing the VDD recommended WP. The provisional withdrawal period will be confirmed by the VDD during the Experimental Studies Certificate evaluation.

	

	Use of Controls 

The use of appropriate controls should be discussed in the trial protocol.


	

	Efficacy Assessment

	Measurement of Efficacy

A thorough description is required of how efficacy for the relevant therapeutic objective will be quantitatively and qualitatively assessed in treated and control rabbits.  Outcome measures may include, but are not limited to:
Individual animal clinical scores for respiratory/gastric disease, using some combination of clinical signs (such as respiratory auscultation, nasal discharge, diarrhea or other fecal abnormalities, animal activity, temperature, etc.) and/or necropsy results
· Pre- and post-treatment respiratory or fecal culture results (nasal discharge, trans-tracheal wash, broncho-alveolar lavage, lung tissue culture, etc)

· Pen morbidity or mortality
· Feed consumption / weight gain

	

	Antimicrobials

The proposed collection of relevant microbiological data should be explained, including the characterization of the causative microorganism (e.g. genera, species, strains, pathogenicity, antimicrobial sensitivity profile).


	

	Statistics. It should be explained how data generated from individual experiments will be analyzed and summarized using appropriate statistical procedures

	Experimental Unit

The unit of measure (e.g., pen of rabbits or individual rabbits) should be provided.


	

	Justification of sample size

A sample size calculation should be provided which specifies a number of animals adequate for the study to detect an effect as statistically significant. 


	

	Level of Significance

A probability level of five percent (p<0.05) is recommended in deciding to accept or to reject the null hypothesis.  


	

	Description of statistical methodology

Information on the statistical methodology used, should be provided or referenced.


	

	In-field Assessment of Animal Safety



	Adverse Events

Safety under normal use conditions should be assessed by monitoring adverse events, mortality, and selected safety parameters


	

	Monitoring and recording adverse events

Pre-treatment, baseline conditions should be investigated and documented whenever possible including information about the rabbits, including farm disease records, vaccination details, pre-existing disease etc.   Physical examinations and/or necropsies of a representative group of rabbits may be necessary. Adverse events occurring at any time during the study period , including but not limited to mortality and behavioral changes, should be recorded and described.  Treatment and additional investigation of AEs should also be recorded.   For all AEs the data in Table 3. should be collected. 

Table 3. Adverse Events Data

Duration

Clinical signs/laboratory findings (e.g., ocular alterations mortality, food intake, body weight)

Magnitude of AE

Action taken (e.g., withdrawal of animal, treatment)

Date of administration of treatments

Contributing factors

Outcome of AE


Relationship to drug product


	

	Other safety variables

Site health observations, individual animal assessments, body weights, feed intake


	

	Final Efficacy and Animal Safety Trial Report

	Please provide outline of final report - Data generated should be properly summarized and statistically analyzed. A final study report signed by all study participates must be submitted   This report should include all study conclusions and interpretations.  The data should be comprehensively summarized, including the use of tables, and figures.  Individual case reports (i.e., raw data) should be collated and included at the end of the study report. 
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