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Mission 

The mission of the MISTEC Subcommittee is to develop methodologies for establishing appropriate 

dose-metrics to assess carcinogenic risk in humans for short-term or intermittent exposures based on 

current understanding of the carcinogenic process, and using data from experimental studies in animals, 

observational studies in humans, and mechanistic studies. Identify data gaps and propose relevant 

research. 
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MISSION
The mission of the 
Subcommittee on 
Methodologies 
for Intermittent 
and Short-Term 
Exposures to 
Carcinogens 
(MISTEC) is 
to develop 
methodologies 
for establishing 
appropriate dose 
metrics to assess 
the potential 
carcinogenic risk to 
humans after short-
term or intermittent 
exposures to 
chemicals. These 
methods will be 
based on current 
understanding of 
the carcinogenic 
process, and 
use data from 
experimental 
studies in animals, 
observational 
studies in humans, 
in silico data, 
and mechanistic 
studies. Data gaps 
will be identified 
and relevant 
research will be 
proposed.

2009 ACTIVITIES AND 
ACCOMPLISHMENTS
The MISTEC Subcommittee conducted a 
multi-sector workshop in December 2009 in 
Washington, DC, on a proposed framework for 
estimating potential human cancer risk from 
intermittent and/or short-term exposures. The 
workshop was among the first coordinated 
efforts to examine and explore risk assessment 
approaches for less-than-lifetime exposures. 
Approximately 50 invited scientists from Europe 
and the United States participated in the event, 
representing a diverse spectrum of affiliations 
and expertise.

The goal of the workshop was to develop a 
framework for new approaches for assessing 
risks from short-term/intermittent exposures 
to potential human carcinogens that can be 
supported with existing data/knowledge. To 
achieve this goal, invited participants were 
asked to review key literature in advance 
of the workshop to establish a common 
understanding of and familiarity with the 
issue and its background. Qualitative and 
quantitative approaches to assessing risk 
from lifetime exposure to carcinogenic agents 
were discussed at the workshop, followed 
by an overview of the available literature 
on assessing risk from short-term and/or 
intermittent exposure to carcinogens. A large 
portion of the workshop was devoted to small 
breakout group discussions. Data and research 
needs were explored.

Sponsors of the workshop included the following 
organizations: Eli Lilly and Company, ExxonMobil 
Biomedical Sciences Inc., Georgia Pacific LLC, 
ILSI Europe, the ILSI North America Task Force on 
Food and Chemical Safety, Johnson & Johnson 
Pharmaceuticals, the NIH National Institute of 
Environmental Health Sciences, the Procter & 
Gamble Company, the Society of Toxicology 
(SOT) Food Safety Specialty Section, the SOT 
Regulatory and Safety Evaluation Specialty 
Section, the SOT Risk Assessment Specialty 
Section, Unilever, US EPA National Center for 
Computational Toxicology, US EPA National Health 
and Environmental Effects Research Laboratory, 
and the US FDA Center for Food Safety and 
Applied Nutrition.

FUTURE ACTIVITIES
To communicate the outcome of the December 
2009 workshop, the organizing committee will 
develop a manuscript for publication in a scientific, 
peer-reviewed journal. The paper will include 
a proposed framework for estimating potential 
human cancer risk from intermittent and/or 
short-term exposures on the basis of the rich 
discussions that took place at the workshop.

 ILSI HEALTH & ENVIRONMENTAL SCIENCES INSTITUTE

Visit the HESI website at www.hesiglobal.org



HESI 2009 ANNUAL REPORT

41

2009 PARTICIPATION
ACADEMIA
Imperial College London (United Kingdom) 
Michigan State University 
New York Medical College
University of Arizona

GOVERNMENT
National Institute for Public Health and the 

Environment (RIVM, The Netherlands)
National Institutes of Health

National Institute of Environmental Health 
Sciences

US Environmental Protection Agency
National Center for Computational Toxicology
National Health and Environmental Effects  

Research Laboratory 
Office of Water

US Food and Drug Administration
 Center for Drug Evaluation and Research 

Center for Food Safety and Applied Nutrition
World Health Organization

INDUSTRY
Eli Lilly and Company
ExxonMobil Biomedical Sciences Inc.
Johnson & Johnson Pharmaceuticals
Kraft Foods
The Procter & Gamble Company
Unilever

OTHER
Kirkland Consulting

“Short-term or intermittent exposures to relatively high concentrations or doses 
of carcinogens are a regular cause of concern within several risk assessment 
frameworks. At present, no adequate tools or strategies addressing the risks 
involved in these exposure situations are available, and the HESI MISTEC 
Subcommittee faces an intriguing challenge to develop guidance. The December 
2009 workshop, bringing together experts from a great variety of disciplines and 
organizations, provided a good opportunity to develop a framework for estimating 
potential human cancer risk for less-than-lifetime exposures. Because exposure 
to carcinogenic substances often is of great personal and social relevance, this 
framework will be of significant value for national and international authorities and 
institutes involved in risk assessment and risk management.”

Peter M.J. Bos, MSc  
Centre for Substances and Integrated Risk Assessment 
National Institute for Public Health and the Environment (RIVM)
Bilthoven, The Netherlands

“In the past many years, considerable attention in the cancer risk assessment 
arena has been paid to lifetime exposures. In many situations, this is appropriate. 
However, a number of scenarios require that less-than-lifetime exposures be 
considered, namely intermittent and short-term exposures. Such considerations 
require that a different approach be developed for estimating the risk. The 
MISTEC Subcommittee established by HESI was charged with considering 
the manifestations of these less-than-lifetime exposures. At a December 2009 
workshop to develop a framework for estimating potential human cancer risk from 
intermittent and/or short-term exposures, the subcommittee provided a critical forum 
for discussion and next steps. The development of this framework will be extremely 
valuable for the US EPA in the context of its Framework for Carcinogen Risk 

Assessment when a range of exposure scenarios are considered. This is exactly the type of effort that 
HESI can lead by having the ability to bring the needed experts together for extended discussions.”

R. Julian Preston, PhD
Associate Director for Health
National Health and Environmental Effects Research Laboratory
US Environmental Protection Agency
Research Triangle Park, North Carolina

Co-Chair:
Susan P. Felter, PhD
The Procter & Gamble 
Company 

Co-Chair:
Rory B. Conolly, ScD, DABT
US Environmental 
Protection Agency
National Health and 
Environmental Effects 
Research Laboratory

HESI Scientific Program 
Manager: Nancy G. 
Doerrer, MS
E-mail:  ndoerrer@hesiglobal.org

HESI 21156 Fifteenth Street NW, Second Floor, Washington, DC  20005 • Phone:  202-659-3306 • Fax:  202-659-3617 
E-mail:  hesi@hesiglobal.org 
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Committee Presentations and Data Resources   

 

 January 20, 2009:  HESI MISTEC Subcommittee Presentation.   

"Methodology for Intermittent / Short-term Exposure to Carcinogens."   Presented at the 2009 HESI 

Annual Meeting.  Tucson, Arizona.  Presentation by Dr. Gary Williams, New York Medical College. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



HESI

Emerging Issues Subcommittee

Met hodology for Int ermit t ent  and Short -

Term Exposure t o Carcinogens (MISTEC)

Gary Wil l iams

(New York Medical Col lege)

St eering Team Scient if ic Advisor

HESI Emerging Issues Meet ing

January 20,  2009

Tucson,  Arizona



Mission St at ement

Develop met hodology for est abl ishing appropriat e 

dose met rics t o assess t he pot ent ial  carcinogenic 

risk t o humans fol lowing short -t erm or int ermit t ent  

exposures t o chemicals based on current  

underst anding of  t he carcinogenic process,  and 

using dat a f rom experiment al st udies in animals,  

observat ional st udies in humans,  in si l ico dat a and 

mechanist ic st udies.   Dat a gaps wil l  be ident if ied 

and relevant  research proposed.  



Hist ory

• Topic select ed by EISC in January 

2008

• Subcommit t ee kick-of f  meet ing 

Oct ober 2008



2008 SUBCOMMITTEE PARTICIPATION

LEADERSHIP

Susan P.  Felter,  PhD

(Proct er & Gamble Company)

Gary M.  Williams,  MD, DABT

(New York Medical Col lege)

INDUSTRY

Dow Chemical Company

Johnson & Johnson 

Pharmaceut icals

PUBLIC

Imperial  Col lege London

Michigan St at e Universit y

Nat ional Inst it ut e for Publ ic Healt h and t he 

Environment  (RIVM)

Universit y of  Arizona

US Environment al Prot ect ion Agency

Nat ional Cent er for Comput at ional 

Toxicology

Of f ice of  Wat er

US Food and Drug Administ rat ion

Cent er for Drug Evaluat ion and Research  



Obj ect ives

• Obt ain and crit ical ly evaluat e available l i t erat ure 
on t he t opic of  assessing risk f rom short -t erm 
and/ or int ermit t ent  exposure t o carcinogens.  

• Def ine t he scope of  t his proj ect  in t erms of  known 
modes of  act ion for carcinogens (part icularly for 
t hose MOAs associat ed wit h a t hreshold versus 
t hose t hat  are not ).



Obj ect ives (cont ’ d)

• Def ine “ short -t erm”  and “ int ermit t ent ”  exposure,  
part icularly as dist inguished f rom “ chronic,  l i fet ime”  
exposure for t he purposes of  quant it at ive cancer risk 
assessment .   Det ermine whet her various exposure 
durat ions can be represent ed by “ t iers. ”  

• Det ermine if  t hese def init ions should be modif ied based 
on t ype of  chemical (e.g. ,  long half -l i fe vs.  short  half -
l i fe),  l i fe st age at  t ime of  exposure,  or ot her crit eria.  



Obj ect ives (cont ’ d)

• Based on t he scope of  t he proj ect ,  develop 
recommendat ions for a quant it at ive approach 
(including t he most  appropriat e dose-met ric) t o 
assessing risk.   Principles of  t his approach include:  

• Transparency,  consist ency,  pragmat ism and healt h-
prot ect ion.  

• Consider al l  possible approaches (e.g. ,  l inear low-dose 
ext rapolat ion,  margin-of -exposure approach,  pot ency 
considerat ions,  et c).   



Obj ect ives (cont ’ d)

• Ident ify research t hat  can be conduct ed using 

exist ing/ emerging t echnologies t hat  might  help f i l l  

dat a gaps associat ed wit h or improve our 

underst anding of  quest ions of  exposure durat ion 

(i.e. ,  model ing approaches,  dose-surrogat es,  and 

biomarkers).  



Approach and Timeline

• Fol lowing a t eleconference,  t he St eering Team held it s 

f irst  meet ing on Oct ober 10,  2008.  

• The draf t  mission st at ement  and subcommit t ee 

obj ect ives were developed and are under review.

• Addit ional subcommit t ee part icipant s wil l  be invit ed on 

an as-needed basis.

• Al l  int erest ed part ies wil l  be invit ed t o at t end a formal 

workshop in June 2009 (t ent at ive).



Next  St eps

• Final ize t he mission st at ement  and obj ect ives via 

email  and conference cal ls by February 2009.  

• Begin t o draf t  met hodology for workshop.

• Next  face-t o-face meet ing wil l  be held March 5-6,  

2009 in Washingt on,  D.C.  



MISTEC Timeline

TIMELINE

January 2008 January 2008 HESI Annual Meeting Presentation

Summer 2008 Build Steering Team

September 10, 2008 Hold introductory Steering Team conference call

October 2008 Steering Team meeting at HESI offices

November 2008 – February 2009 Follow-up conference calls to prepare for full Subcommittee meeting

March  5-6, 2009 Subcommittee meeting at HESI offices

March – May 2009 Prepare for 1st workshop

June 2009 Hold 1st workshop to review the ‘state of the science’

July 2009 Review and discuss workshop outcome and results 

August 2009 Begin drafting white paper scope and outline

August – September 2009 Draft 1st drafts of white paper sections 

October – November 2009 Prepare white paper for HESI peer review

December 2009 – January 2010 White paper HESI peer review 

February – April 2010 White paper publication



December 1-3, 2009:  HESI Workshop to Develop a Framework for Estimating Potential Human Cancer 

Risk from Intermittent and/or Short-Term Exposures, Washington, DC. 

 

 

 


