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ILSI NA Low-Calorie Sweeteners Committee  

Request for Proposal  
Systematic Review of Low-Calorie Sweeteners and Glycemic Response 

March 2018 

 
Background:  

 

Globally, dietary guidance recommends reducing added and total sugars in the diet to reduce calories 
and chronic disease.  When substituted for sugars, low-calorie sweeteners (LCS) present a 
mechanism for reducing added sugars intake and potentially calories, while providing sweet taste.  
The ILSI North America LCS committee wishes to sponsor a systematic review of randomized 
controlled trials (RCTs) and prospective cohort studies conducted in adults, that examines the 
relation between LCS on glycemia response and/or control. If this review finds enough evidence to 
allow a quantitative evaluation with meta-analyses, a follow-up project will be considered.    
 

Objective: 

Given the relationship between intake of LCS and diabetes identified in some observational studies, 
the Committee wishes to support a systematic review of evidence from studies investigating the 
relationship of LCS on glycemia/glycemic control.   An effect on glycemic response is of interest 
because this can have a relationship to risk of diabetes.  The objective of the proposed systematic 
review is to identify the strength of the evidence from both prospective and randomized control 
trials regarding the relationship between LCS and glycemic response and control. 
 
1. Summarize the evidence on the potential relationship between the intake of low-calorie 

sweeteners and glycemic response and control in various populations, and potentially in a second 
phase project, conducting meta-analyses as appropriate.  The following questions are to be 
considered in the systematic review: 
a) What is the relationship of LCS intake on glycemia/glycemic control in normal weight* adults? 
b) What is the relationship of LCS intake on glycemia/glycemic control in overweight/obese* 

adults? 
c) What is the relationship of LCS intake on glycemia/glycemic control in healthy (to be defined) 

individuals vs. individuals with type 2 diabetes? 
d) What is the effect of acute** LCS intake on glycemic response? 
e) What is the effect of chronic** LCS intake on glycemia/glycemic control?   

* Weight categories as defined by CDC 
** Durations to be defined by the research team 

2. Evaluate the strength of the existing evidence; and if an effect is found, if it is physiologically 
meaningful 

3. Identify where research gaps exist; and 
4. Make all studies included in the review publicly available on the Agency for Healthcare Research 

Quality’s Systematic Review Data Repository website for ease of future analyses and for 
transparency of the process.  

 
The review will be limited to adult populations, given the few studies available in children (Reid et al., 
2016).  Primary and secondary outcomes are to be finalized by the research team.  Diabetes as an 
endpoint is outside of scope.  LCS are to be evaluated as a class, and not individually by sweetener.  
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The rationale for grouping LCS as a class is that dietary recommendations are often made on LCS as a 
category vs. individually, and while chemically diverse, all share in common the eliciting of sweet 
taste response.  While LCS are to be evaluated as a class, this does not preclude researcher 
commentary on differences between LCS, if found to be critical in the final overall assessment. 
 

• This systematic review and meta-analysis should follow the Preferred Reporting Items for 
Systematic Reviews and Meta-Analyses statement (Moher et al. 2015).  Established guidelines 
for systematic reviews accepted by policy makers should be used, e.g.  those provided by the 
Agency for Health Care Research and Quality and the World Health Organization should be 
followed, and consideration be given to areas unique to the discipline of nutrition that are 
important in study design, data assessment and interpretation of results (Lichtenstein et al., 
2008).   

• The pre-specified protocol is to be filed in a database such as Prospero 
https://www.crd.york.ac.uk/PROSPERO/.  Data extraction protocols, including sub-analyses, 
are to be pre-specified.  Additionally, if desired, the protocol may be published.   

• A comprehensive literature search using PubMed and at least one other database should be 
performed to identify RCTs and prospective cohort studies with end date specified and no 
lower date limit. The research team is asked to propose a creative search strategy, to capture 
all relevant studies with measures of glycemic response as endpoints.  It is recommended that 
supplementary literature searches examining the reference lists of all relevant studies and 
pertinent review articles to identify articles not captured in the initial search be conducted.    

• Prospective cohorts and RCTs of interest include: 1) study populations that are generally 
healthy; 2) dose or intake data for at least one LCS or delivery vehicle of LCS are provided; 3) 
the effect of LCS, compared with the control arm, can be examined independently of other 
intervention components; and 4) outcome data for at least one measure of glycemic response 
are available.  Appropriate study durations for RCTs are to be determined to evaluate both 
acute and chronic effects.  The research team is to define primary and secondary outcomes.      

 
Research Team: This project is intended to take a collaborative approach, including the following 
roles:  Researchers with expertise in glycemic response; Researchers with low-calorie sweetener 
expertise; Methodologists in systematic reviews and meta-analyses. 

 
Proposal Content: 

 
The Committee requests that applicants respond to each of the following below: 

 
1. Background: Please provide a very short description of the project (using excerpts from the 

background provided above as appropriate). 
 

2. Research Approach: Please provide your approach to research design elements as specified 
above.  Key research questions, primary outcomes and secondary outcomes, and 
comparators are to be identified.     
 

3. Research Team: The PI, with expertise in glycemic response, is asked to build a research team 
with expertise in physicochemical characteristics and metabolism of low-calorie sweeteners, 
and in systematic reviews.  ILSI North America can provide suggestions for research 

https://www.crd.york.ac.uk/PROSPERO/
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collaborators with expertise in physicochemical characteristics and metabolism of low-calorie 
sweeteners upon request. 
 

4. Anticipated Challenges  

 
5. Publication Plan: The Committee wishes the researchers to publish this review in a peer-

reviewed journal. Please provide your suggested publication plan.  
 

6. Investigator Credentials: Please describe the experiences that make you and your team a 
candidate for carrying out this project. Please attach one or two of your published papers in 
this area. In addition, the CV of the principal investigator(s) is required.  
 

7. Resources: Please describe the resources you have to complete the project. 
 

8. Budget, Timeline and Key Deliverables 

a. Please provide a budget summary indicating the allocation of the requested funds, as 
well as a corresponding timeline to project completion [paper(s) submitted for 
publication]. Please note that ILSI North America limits overhead to 10% of project 
costs.  ILSI NA will pay directly publication fees for open access.  A successful 
application is anticipated to be at a budget of $65,000-85,000 including overhead or 
less.   

b. A discussion of the nature of tables that will be developed and sample tables of 
proposed analyses may be included in the proposal.  Minimally deliverables should 
include: 

i. Presentation of results to committee in-person or by webinar 
ii. Final manuscript, with all supplementary tables developed, as submitted to 

peer-reviewed journal for publication by February 28, 2019. 
 

 
Proposal Submission 

The committee is requesting a proposal of no more than five pages in response to the above outlined 
questions.   
 

 Deadline 

 Proposal must be received by April 16, 2018. 
 

Submission Instructions 

Submit by email to Marie Latulippe and Courtney McComber at mlatulippe@ilsi.org  and 
cmccomber@ilsi.org 
 
Proposal Review Process 

The Committee, which is composed of industry, government and academic scientists, will review 
proposals and select the grantee.  It is possible that the committee will require responses to 
supplemental questions before a final decision is made.   
 
 

mailto:mlatulippe@ilsi.org
mailto:cmccomber@ilsi.org
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About ILSI and ILSI North America 

The International Life Sciences Institute (ILSI): Founded in 1978, the International Life Sciences 
Institute (ILSI) is a nonprofit, worldwide foundation that seeks to improve the well-being of the 
general public through the advancement of science in the areas of nutrition, food safety, toxicology, 
risk assessment, and the environment by bringing together scientists from academia, government, 
and industry. Headquartered in Washington, DC, ILSI accomplishes this work through its worldwide 
network of fourteen branches, its Research Foundation (ILSI Research Foundation) and ILSI Health 
and Environmental Sciences Institute (ILSI HESI), which has a global, rather than regional, focus.  
 
ILSI North America: ILSI North America is a nonprofit organization based in Washington, D.C., that 
provides a forum for academic, government, and industry scientists to identify important issues in 
nutrition and food safety. Through its programs, ILSI North America contributes to improve scientific 
understanding of those issues for the benefit of the general public. For more information on ILSI 
North America’s areas of interest, projects, staff, and a copy of the 2017 Annual Report, please visit: 
www.ilsina.org.  

ILSI North America Low-Calorie Sweetener Committee: The Committee seeks to improve and 
communicate the physiological, metabolic, and cognitive/behavioral science of low-calorie 
sweeteners; the general understanding of their role in dietary management; and evaluate how the 
consumption of LCS can impact overall health and wellness. To learn more about the Committee, 
please visit: http://ilsina.org/our-work/nutrition/low-calorie-sweeteners/ 
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