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Request for Proposal #2019-032
Preclinical Toxicokinetic Evaluation of Sublingual Oxytocin Tablets in Rabbits
I. Summary of Deadlines
	Release of Request for Proposal
	November 18, 2019

	Confirmation of interest due
	November 26, 2019

	Fact-finding questions received by
	December 3, 2019

	Response to fact-finding questions
	December 5, 2019

	Proposals due 
	December 16, 2019

	Selection of short-listed contract labs
	December 17 through December 23, 2019

	Interviews with short-listed contract labs 

(if needed)
	December 30, 2019 through January 6, 2020

	Bidders notified of decision
	January 8, 2020


Note that PATH reserves the right to modify this schedule as needed. All parties will be notified simultaneously by email of any changes.

II. PATH Statement of Business

PATH is the leader in global health innovation. An international nonprofit organization, we save lives and improve health, especially among women and children. We accelerate innovation across five platforms—vaccines, drugs, diagnostics, devices, and system and service innovations—that harness our entrepreneurial insight, scientific and public health expertise, and passion for health equity. By mobilizing partners around the world, we take innovation to scale, working alongside countries primarily in Africa and Asia to tackle their greatest health needs. Together, we deliver measurable results that disrupt the cycle of poor health. Learn more at www.path.org.
III. Project Background
Heat-stable sublingual oxytocin fast-dissolving tablets for prevention of postpartum hemorrhage

A. Project Background: 
Postpartum hemorrhage (PPH) is the most significant contributor to maternal mortality and morbidity worldwide. The World Health Organization recommends injectable oxytocin for treatment of PPH. As the recommended first-line medicine for prevention and treatment of PPH, oxytocin has limited use in resource-poor areas of the world mainly due to the lack of health workers with skills necessary for parenteral administration and the need for temperature-controlled storage to maintain the drug’s stability. The safety challenges posed by use of needles are further complicated by the poor temperature stability of oxytocin; it is inactivated if exposed to high ambient temperatures. Thus, health workers must be trained on safe injection as well as proper cold storage and distribution practices to ensure effective and safe delivery of oxytocin. 
PATH has developed a heat-stable oxytocin fast-dissolving tablet (FDT) presentation for sublingual (SL) needle-free administration.1 The oxytocin SL FDT dissolves in less than 10 seconds in the underneath the tongue without the need for additional water or diluent. SL tissue is highly permeable and rich in blood supply, which presents an ideal physiological medium for allowing medication to rapidly dissolve and absorb through the mucous membrane directly into the bloodstream. PATH’s FDT facilitates the rapid absorption into the blood stream by the highly vascularized SL tissue required to trigger quick onset of uterine contractions needed to control PPH. Heat-stable oxytocin in a FDT presentation could potentially increase the reach and efficacy of this lifesaving mediation to areas lacking access to skilled health workers, refrigeration, or safe injection equipment. 

PATH is seeking a nonclinical contract research organization (CRO) to conduct a pilot non-good laboratory practice (GLP) dose finding animal study in rabbits to assess the plasma levels of oxytocin obtained via the SL route of two formulations compared with the current intramuscular route of administration. The CRO will share the results of the dose ranging study with PATH before proceeding with the completion of a GLP toxicokinetic confirmation study using the dose identified by the pilot study.
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B. Proposed Project Timeline:


	Project startup
	February 2020

	Bioanalytical method development and validation completed
	May 2020

	Interim report detailing the analysis method and pilot non-GLP dose finding study results due 
	August 2020

	Confirmation GLP toxicokinetic study and analyzed results due 
	September 2020

	Final study report due 
	November 2020


IV. Scope of Work and Deliverables
A. Scope of Work:  
1. Bioanalytical method development and validation (February – May 2020): Oxytocin ELISA kits are commercially available. An ELISA method for oxytocin plasma (rabbit) sample analysis is to be developed and validated by the CRO according to ICH guidelines, prior to initiation of the non-GLP dose finding pilot study. A detailed plan for method validation will be provided to PATH for approval. The validated bioanalytical method will be used for testing the samples from the pilot and confirmation study.
2. Pilot Study: non-GLP Dose finding study (final dose TBD; start July 2020)
	Groups
	# Animals
(female rabbits)
	Routes
	Blood sample collection time points (min)

	Oxytocin control
	5
	IM
	0, 5, 10, 15, 20, 30, 45, 60

	Formulation 3 (100 IU)
	5
	SL
	0, 5, 10, 15, 20, 30, 45, 60

	Formulation 3 (200 IU)
	5
	SL
	0, 5, 10, 15, 20, 30, 45, 60

	Formulation 3 (400 IU)
	5
	SL
	0, 5, 10, 15, 20, 30, 45, 60

	Formulation 4 (100 IU)
	5
	SL
	0, 5, 10, 15, 20, 30, 45, 60

	Formulation 4 (200 IU)
	5
	SL
	0, 5, 10, 15, 20, 30, 45, 60

	Formulation 4 (400 IU)
	5
	SL
	0, 5, 10, 15, 20, 30, 45, 60

	Total rabbits in study
	N = 35


IM = intramuscular; SL = sublingual
3. Confirmation study: GLP Toxicokinetic study (completed by September 2020)
	Groups
	# Animals
(female rabbits)
	Routes
	Blood sample collection time points (min)
	Toxicokinetic parameters

	Oxytocin control
	10
	IM
	0, 5, 10, 15, 20, 30, 45, 60
	TBD

	Formulation 3
	10
	SL
	0, 5, 10, 15, 20, 30, 45, 60
	

	Formulation 4
	10
	SL
	0, 5, 10, 15, 20, 30, 45, 60
	

	Total rabbits in study
	N = 30
	


Notes:

· PATH will ship the test formulations and oxytocin control to the CRO.
· PATH will provide instructions on SL tablet placement.
· CRO will conduct animal studies and plasma sample testing.
· CRO will provide a validated ELISA method for determination of oxytocin levels in plasma.
· There will be a pilot study (non-GLP) using two SL FDT formulations to identify appropriate SL dose. 
· CRO will provide results from the pilot study to PATH before proceeding with the confirmation study.
· There will a confirmation study (GLP) to confirm the FDT candidate and the SL dose.
· PATH proposes to combine the safety evaluation, such as local tolerability and reactogenicity of the SL tablet, in the GLP PK study.
· Toxicokinetic parameters to be finalized after discussion with CRO lab.
· CRO will finalize the results in a study report detailing the analysis method and PK and safety results for submission to PATH. 
· CRO will ship an aliquot of back up plasma samples to PATH.
B. Deliverables:  
1. Validated ELISA method for determination of oxytocin levels in plasma.

2. Interim report detailing the analysis method and pilot study results of two FDT formulations to identify appropriate SL dose.
3. Final study report detailing the analysis method and PK and safety results for submission to PATH.
4. Plasma samples shipped to PATH.
V. Proposal Requirements - Financial
Provide itemized costs for the total scope of this project, based on the scope of work and deliverables outlined in Section IV. The final scope of work may be subject to negotiation; however, bidder selection will be made against the original scope of work.

VI.  Instructions and Deadlines for Responding

A. PATH contacts
Technical/Program Contact: Jaclyn Delarosa, jdelarosa@path.org; Manjari Lal, mlal@path.org  
Procurement Contact: Jessica Nguyen, jenguyen@path.org  
B. Confirmation of interest

Please send a statement acknowledging receipt of this solicitation and your intent to respond or not respond no later than November 26, 2019. Send the confirmation to the contacts listed above.

C. Fact-finding questions

Questions on this solicitation will be accepted via email to the contacts listed above through December 3, 2019. Questions and answers to all questions will be provided on December 5, 2019 to all participants who confirmed interest. Please note that responses will not be confidential except in cases where proprietary information is involved. Inquiries after this date cannot be accommodated. 
D. Proposals due: December 16, 2019
Completed proposals should be submitted by email to the contacts listed above. The subject line of the email should read: RFP # 2019-032 your company name. 
E. Selection of short-list

PATH reserves the right to select a short list from the bids received. PATH has the option to interview and discuss specific details with those candidates who are on the short-list. 

F. Conclusion of process

Applicants will be notified of PATH’s decision by January 8, 2020. Final award is subject to the terms and conditions included in this solicitation, as well as successful final negotiations of all applicable terms and conditions affecting this work.

VII. Terms and Conditions of the Solicitation

A. Notice of non-binding solicitation

PATH reserves the right to reject any and all bids received in response to this solicitation, and is in no way bound to accept any proposal. 

B. Confidentiality

All information provided by PATH as part of this solicitation must be treated as confidential. In the event that any information is inappropriately released, PATH will seek appropriate remedies as allowed. Proposals, discussions, and all information received in response to this solicitation will be held as strictly confidential, except as otherwise noted.
C. Conflict of interest disclosure

Suppliers bidding on PATH business must disclose, to the procurement contact listed in the RFP, any actual or potential conflicts of interest.  Conflicts of interest could be present if; there is a personal relationship with a PATH staff member that constitutes a significant financial interest, board memberships, other employment, and ownership or rights in intellectual property that may be in conflict with the supplier’s obligations to PATH. Suppliers and PATH are protected when actual or perceived conflicts of interest are disclosed.  When necessary, PATH will create a management plan that provides mitigation of potential risks presented by the disclosed conflict of interest.

D. Communication

All communications regarding this solicitation shall be directed to appropriate parties at PATH indicated in Section VIII. A. Contacting third parties involved in the project, the review panel, or any other party may be considered a conflict of interest, and could result in disqualification of the proposal.

E. Acceptance

Acceptance of a proposal does not imply acceptance of its terms and conditions. PATH reserves the option to negotiate on the final terms and conditions. We additionally reserve the right to negotiate the substance of the finalists’ proposals, as well as the option of accepting partial components of a proposal if appropriate.
F. Right to final negotiations 

PATH reserves the option to negotiate on the final costs and final scope of work, and also reserves the option to limit or include third parties at PATH’s sole and full discretion in such negotiations. 
G. Third-party limitations

PATH does not represent, warrant, or act as an agent for any third party as a result of this solicitation. This solicitation does not authorize any third party to bind or commit PATH in any way without our express written consent.

H. Proposal Validity


Proposals submitted under this request shall be valid for 90 days from the date the proposal is due. The validity period shall be stated in the proposal submitted to PATH. 
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