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GENERAL PROPOSAL GUIDELINES AND TIMELINE 

GENERAL

The Proposal is to remain confidential, and the contents shall not be disclosed to anyone outside of the Agency or Contract Research Organization (CRO) without Naturalis written permission.  Please ensure that you have completed and returned Naturalis’ Confidential Non-Disclosure Agreement.
All proposals submitted become the property of Naturalis and will not be returned to the Agency or CRO.  The contents of all proposals, correspondence, financial data, or any other medium, that discloses any aspect of this proposal, shall be held in confidence by Naturalis and its agents/consultants.

The selected Agency or CRO will agree to accept the contents of their proposal and any addenda provided as obligations in a contracted agreement. Failure to meet these obligations may result in cancellation of the contract.

All Agency or CRO responses to this RFP may be validated using demonstrations and reference checks.  The selection of a successful Agency or CRO will not be based solely on the Agency or CRO response.

RESPONSIBILITIES OF THE SERVICE PROVIDER

By accepting this Request for Proposal (RFP), the Agency or CRO assumes the responsibility for maintaining the confidentiality of the information disclosed during the process.

The Agency or CRO is responsible for including all necessary items required to meet deliverables in the proposal.  Missing budget items or other proposal-related information must be provided as requested by Naturalis, before a proposal will be evaluated.

RFP PROCESS

A. Correspondence: Unless otherwise specified, all correspondence and documents should be sent to Dr. Cecilia Brañes, cbranes@harting.cl.  If e-mail cannot be used or is not appropriate, the preferred methods for sending documents, in descending order of preference, are: 

i. Express Mail:

ATTN: Dr. Cecilia Brañes

Naturalis



Avda. Pdte. Edo. Frei Montalva, 6000.  Quilicura



Santiago, Chile.



8700548



Phone: 56-2-4433522
ii. Fax:

56-2-4433525

Attn:  Cecilia Brañes
B. Grids & Other Details: Please complete all grids and forms sent to you in this packet in the level of detail specified.  In many cases, the level of detail you provide will indicate your capabilities to us.

C. Cost Matrix: Complete and return the attached cost matrix with your proposal.  Please complete a cost matrix for each individual study and a summary cost matrix for the combined execution of the entire program taking into account efficiencies that may be achieved.
D. Team Leaders/Communication: All communications and documents related to this negotiation must be directed to Dr. Cecilia Brañes, cbranes@harting.cl, phone 56-2-4433522.

E. Deadlines: This selection is a competitive process.  Therefore, it is critical that deadlines specified be met.

MILESTONES

In order to enable NATURALIS to successfully initiate this process, please note the following short-term deadlines:

A. Intent to Participate: By noon PT on October 14, 2009: please email to Dr. Cecilia Brañes at cbranes@harting.cl, notification of your intent to submit a proposal for this selection process.
B. Non Disclosure Agreement (NDA): By noon Pacific Time (PT) on October 14, 2009, please fax to 56-2-4433525 Attn. Dr. Cecilia Brañes, an executed NDA.  Follow-up the fax with two originals by express mail to Dr. Cecilia Brañes.  We will sign both copies and return one to your office.  If an appropriate NDA is already in place this process will not be duplicated.

C. Proposal: By noon PT on November 9, 2009, please email to Dr. Cecilia Brañes at cbranes@harting.cl your completed proposal.  Please follow up your e-mail with two (2) hard copies via Express Mail.

D. We anticipate that through the rest of November 2009, we may be contacting you with a list of additional questions and points of clarification.  

E. Project award date:  December 18, 2009.  Naturalis keeps the right to modify the award date, informing first to its participants.
SELECTION CRITERIA AND SCORES
The Agency or CRO will be selected based on responses to this RFP, and the following criteria and scores:

· Quality of response to RFP, including comments and suggestions (20%).

· Experiences/skill level of Agency representatives assigned to this project (25%).

· Quality and applicability of proposal presentation (25%).

· Understanding of phytosterols and experience in related areas (20%).

· Value for the cost of service proposed (10%).
RFP Deliverables 

When preparing and submitting your proposal, please submit a carefully considered, detailed description of your approach to performing these studies.  Given NATURALIS’s requirements, describe how your approach and staff will enable your team to meet study timelines, insure quality results, and optimize the investment.  

Please be sure to include the following information in your proposal. 

1. Agency Information

· Please provide corporate headquarters, location, and contact information.

· Please provide the location where the work will be performed and the contact information.

· Please provide size of company.  Please include number of temporary or consultant staff.

2. A description of your processes and how they would be applied to the management of this program.

3. A list of studies managed over the last 3 years in relevant indications.

4. A description of lessons learned in similar previous clinical studies and how such lessons can be applied to enhance your deliver of this program.

5. Project management plan including proposed timelines, the team and organizational structure. 

· Resumes of the key team members, including: Project Manager/Director, Lead Clinical Research Associates (CRA), Regulatory Specialist, Lead Data Managers.

· In addition, please attach a list of relevant titles/functions that would be involved, a brief description of the work each is expected to perform, minimum education level, minimum number of years of work experience, a brief description of the training required for that role, and the number of hours of training required
· Example of tools and status reports that you intend to supply NATURALIS.

6. Proposed method and frequency of communication between you, NATURALIS and investigator sites for the successful management of these studies.

7. If you hold a valid insurance certificate(s), please provide a copy of it to NATURALIS.

8. Proposed business terms and fee schedules to meet timelines and milestones.

 Overview and General Assumptions
NATURALIS AND THE NOVEL PHYTOSTEROL FORMULATION CLINICAL TRIAL 
· Short narrative about the NATURALIS COMPANY.

The Chilean Scientific and Technological Commission Agency, CONICYT, during the 2004/2005 National Selection Process of Business Technological Research Consortia, approved the project “Development of Innovative and Competitive Technologies for Obtaining High Value Products from Residues of National, Forest, Fishing and Wine Industries”.  The Project presented by QUÍMICA HÄRTING S.A. together with PONTIFICIA UNIVERSIDAD CATÓLICA DE VALPARAÍSO, YT INGENIERÍA LIMITADA and AGRÍCOLA Y COMERCIAL CAMPOS DE LA UNIÓN S.A, has been set up as NATURALIS S.A.


NATURALIS S.A. is a technological company whose mission corresponds to the generation of scientific research results obtained with products of interest to the feed, pharmaceutical and cosmetic industry. In this sense, its main objective has been the development of ingredients obtained from main Chilean industries, such as forest, fishing and agricultural activities, for their main use as part of functional foods or pharmaceutical drugs.
· Short narrative AND SPECIFICATIONS about THE NATURALIS PHYTOSTEROL CLINICAL TRIAL


Härting S.A. (HSA), part of Naturalis Consortium, has developed a novel formulation for dispersible free phytosterols in aqueous media.  This novel dispersion presents increased stability characteristics from what is already available in the market, due in part to the nano scale particle size obtained.  The process is patent pending.  


Pre-clinical studies using this novel phytosterol formulation have demonstrated it is efficient in cholesterol absorption inhibition.  Therefore, a lowering effect on LDL-cholesterol plasma levels is expected under its administration. 


The aim of this clinical trial is to generate evidences to support the cholesterol lowering efficacy of HSA product included in a dairy product.  We hypothesize that as particle size is decreased, phytosterols become more bioavailable and thus, more effective in the inhibition of intestinal cholesterol absorption.   Consequently, HSA phytosterol novel formulation should potentially present improved properties for lowering plasma cholesterol levels than currently available phytosterols.

The main goal of this trial is to evaluate the efficacy of HSA phytosterol formulation included in a dairy product, fat free yogurt, with that of a commercially available phytosterol ester-fortified fat free yogurt. 


Naturalis encourages Agencies to present their proposals, whose design will successfully fulfill this goal.  The Agency will provide clinical development management and execution including, but not limited to: site initiation and startup, perform routine site monitoring visits, management and correspondence with the site, product accountability, and obtaining updated study/regulatory documents, data management, and aspects of medical management.  


To fulfill this project goal, special emphasis will be applied to the following aspects:


-  Inclusion and exclusion criteria that guarantees the selection of the best model population to be studied according to the purpose of the trial.


- A number of recruited volunteers that ensures a statistically significant result within a reasonable budget.


- A method that ensures volunteer’s adherence to product consumption and dietary restrictions that allows obtaining reliable results within a reasonable statistical dispersion.

-  The best design of the protocol with respect to the distribution of groups consuming each product that will guarantee a confident result in terms of statistical significance and dispersion. 


-  Association with principal investigators including a team with demonstrable experience in the field of clinical trials.  Relationship with cardiovascular, gastroenterology, nutritional or phytosterol fields will be preferred.

-  Association with certified laboratories for the required analyses.


Other aspects to be considered as preferable but not limitating:


-  The feasibility to produce the mixture of yogurt with HSA phytosterols and their delivery in an appropriate manner.


-  To include a quotation for civil responsibility insurance for the sponsor company.


As a general framework for the protocol design we suggest:


-  A crossover design with no less than 45 final participants.   


- As preferred subjects those presenting mild hypercholesterolemia that will not require hypolipemiant drug medication or will not present cardiovascular risk.


-  A controlled diet or a system that ensures volunteers’ adherence with the trial.


-  The protocol guarantees the daily administration of 2 g of free sterols in the dairy product in three different servings per day with main meals.

-  A period of 4 weeks of consumption of each product in order to alter circulating lipid levels.


-  That final endpoints of the study correspond to lipid profile and plasma sterol levels.

STUDY-SUMMARIES

Naturalis Clinical Trial for a Novel Phytosterol Formulation 
Include Company Name
	Study Summary

	Company Name and ADDRES
	Specific Contact Information



	
	

	Product name:
	Dispersible Phytosterols

	Protocol title:


	Naturalis Clinical Trial for a Novel Phytosterol Formulation 


	Clinical phase:
	Phase II

	
	

	Study objectives:


	Primary: 

· 

	
	Secondary:  

· 

	
	Safety Objective:

· 

	Methodology:
	

	Critical Inclusion/Exclusion Criteria:

	Inclusion:  

· 

	
	Exclusion:



	Efficacy Endpoint
	

	Safety Endpoint(s)
	

	Statistical Methods:

	

	Dosage form:
	

	Indication:
	

	Age range of subjects:
	


	 Participating countries
	No. Of sites
	IRB/Ethics Committee

(# Central/# local)
	Expected no. Of patients enrolled/site

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	Total
	
	
	


	Subject Information
	Comment

	Number of screened subjects:
	

	Number of enrolled subjects:
	

	Duration of each subject’s participation:

	

	Duration of subject enrollment period:
	

	
	

	Estimated no. AEs:
	

	Estimated no. SAEs:
	

	
	

	Laboratories
	

	Type of Laboratory Used  (Central and/or Local)
	

	Number of Central Laboratories
	

	Number of Local Laboratories
	

	Format of Laboratory Data (Electronic, CRF or Lab Reports)
	


Schedule of Events (Subject Visit Schedule)

	
	Screening
	Day 1 
	Day X
(+/– 1 day)


	Day Y
(+/– 1 day)
	Day Z
(+/– 3 days): Termination Visit

	Informed consent
	
	
	
	
	

	Medical history
	
	
	
	
	

	Vital signs and weight
	
	
	
	
	

	Physical examination
	
	
	
	
	

	Clinical laboratory tests
	
	
	
	 
	

	Urine pregnancy test f
	
	
	
	
	

	Concomitant medications
	
	
	
	
	

	Adverse events
	
	
	
	
	

	Serum Assay
	
	
	
	
	

	Dispense study product l
	
	
	
	
	

	Study termination assessments
	
	
	
	
	


	Key Milestone Dates
	

	Agency or CRO Begins Work:
	

	Protocol approved:
	

	Investigator Meeting:
	

	First patient screened:
	

	Last patient screened:
	

	Last patient complete
	

	Final database lock:
	

	Draft tables, listings, graphs, and statistical methodology:
	

	Final tables, listings, graphs, and statistical methodology:
	

	Draft Clinical Trial Report:
	

	Final Clinical Trial Report:
	

	All Study Documentation Returned To Naturalis:
	


STUDY BUDGET and Payment SCHEDULE

In order for your proposal to be considered, you must use the Study Budget and Plan Tables provided in the attached Excel file.  

INTENT TO RESPOND FORM

This form must be faxed by 12:00 Noon PT on 14 October 2004. 

Attn: Dr. Cecilia Brañes 

Fax: 56-2-4433525
Please state your intentions with regard to this RFP by checking one of the boxes below:

 FORMCHECKBOX 

We intend to respond to this Request for Proposal (RFP) by the specified due date. We understand that complete response is due no later than 30 October, 2009.
 FORMCHECKBOX 

We do not intend to respond to this Request for Proposal (RFP).



____________________________



Agency Name



____________________________



Contact Person



____________________________



Signature of Contact Person



____________________________



Date
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NON-DISCLOSURE AGREEMENT
In Santiago, October __ 2009, between Naturalis S.A., represented by its CEO Mr. Steven Lee Härting, both located in Santiago de Chile, Quilicura, Avenida Presidente Eduardo Frei Montalva Nº 6.000 and _________________, from now on the Agency, represented by Mr. (Ms.) __________________________ of _________ nationality - Passport N° _______________, the following agreement has been set:

In the performance of Clinical Trials proposal submitted to Naturalis S.A., the undersigned may have access to or be furnished with: information that contains unpublished research results, unpublished research ideas, and/or proprietary plans, information, and budgetary data. All Agencies are bound to maintain the confidentiality of such information in the formulation of proposal process. Therefore, with respect to any proposals that may be furnished to or discussed in the presence of the undersigned, or that the undersigned may have access to or learns about, the undersigned agrees:

1) to use such data and information only for the purpose of carrying out the requested proposal;

2) to refrain from disclosing or discussing such data and information with non-Agency authorized support personnel;

3) to refrain from copying in part or all of any information that may be provided;

4) to return to Naturalis S.A. all information that may be provided and other forms that have been generated in the course of the proposal formulation process, in the case of digital documentation, the undersigned agrees to destroy the corresponding files once the proposal selection process is terminated;

5) to advise Naturalis S.A. of the disclosure of any information obtained from Naturalis that is disclosed, used, or handled in a manner inconsistent with this agreement.

………………………………………………


………………………………………….


Steven Härting






Agency Representative
 


CEO Naturalis S.A. 


Confidential and Proprietary                                                 

