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Pre-Clinical Areas of Consistency

* Inadequate dietary folic acid intake increases colon cancer
risk in rodent model systems.

* There is consistency in showing an acceleration of colon
cancer development in the few studies that have tested the
effects of folic acid intake above basal requirements in rodent
model systems.
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Pre-Clinical Research Needs
« Study effects of folic acid above basal requirements on the
mammary).

of cancers other than the colon, especially those where there is a
suggestion of a clinical effect in humans (e.g., prostate,

growth
« Compare effects of folic acid to those of reduced folates.
» Better define the dose-response relationship for each outcome.
* |dentify and employ those animal models that are most relevant to
human folate metabolism and carcinogenic processes.
exposure.

» Better define critical life stages and other timing effects of
carbon nutrients.

» Better study possible interplay between folic acid and other 1-
age, genetics, sex).

« Better study effect)modification by other covariates (e.g., alcohol,
offspring cancer risk.

e Explore maternal _aﬂd paternal effects of folates and folic acid on
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Clinical Areas of Consistency

Inadequate dietary folate intake increases colorectal cancer
risk in humans.

There Is no benefit for cancer reduction from supplements
among people whose baseline folate status is adequate.

There Is a consistent enough suggestion in human studies of
an adverse effect on cancer growth from supplemental folic
acid to justify further research.
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Clinical Research Needs

« Clarify whether the existing suggestive evidence from clinical trials
for increased risk is driven by effects in specific subgroups.

risk of tumor acceleration.

— e.g.: by age, pre-existing neoplasia, genetics, other factors
« Utilize new observational studies to identify subgroups that are at

adverse folic acid effects.

* Determine if other 1-carbon nutrients are modifiers of the potential

« Define whether the form of ingested folate impacts on risk.
on polyp growth.

« Determine effects of withdrawal from folic acid supplementation

* Define the above issues in other implicated cancer sites In
addition to colorectal cancer (e.g., prostate).
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Pre-Clinical Summary/Research Recommendations

« Although inadequate dietary folic acid intake increases colon
cancer risk in rodent model systems, there is consistency in

th

showing an acceleration of colon cancer development in the few
basal requirements in these systems.

» Study effects of folic acid above basal requirements on the
prostate).

studies that have tested the effects of folic acid intake above

g .
owth of cancers other than the colon, especially those where
ere Is a suggestion of a clinical effect in humans (e.g.,
P

« Compare the effects of folic acid to those of reduced folates and
overall folate status on cancer growth, define the dose response
of each, evaluate the interplay of other 1-carbon nutrients, stud
mechanisms of effects, and evaluate the modification by other
covariates (e.g., alcohol, age, genetics, sex).
* |dentify

y
and employ those animal models that are most relevant
to human folate metabolism and carcinogenic processes.
exposure.

» Better define critical life stages and other timing effects of
plol .
offspring cancer risk.

* Explore maternal and paternal effects of folates and folic acid on
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Clinical Summary/Research Recommendations

« Although inadequate dietary folate intake increases colorectal cancer
research.

risk in humans, there is no benefit for cancer reduction from

supplements among people whose baseline folate status is adequate.

* There is a consistent enough suggestion in human studies of an adverse
effect on cancer growth from supplemental folic acid to justify further

* There is a need to clarify whether the existing suggestive evidence from

clinical trials for increased risk is driven by effects in specific subgroups

(e.g.: by age, pre-existing neoplasia, genetics, other factors), and assess
long-term outcomes among subjects from prior folic acid trials.
acceleration.

* New studies are needed to identify subgroups that are at risk of tumor

« Define whether the form of ingested folate impacts on risk and whether
other 1-carbon nutrients are modifiers of the potential pro-tumorigenic
effects of excess folic acid.

* Define the above issues in other implicated cancer sites in addition to
colorectal cancer (e.g., prostate).



	�
	Pre-Clinical Areas of Consistency
	Pre-Clinical Research Needs
	Clinical Areas of Consistency
	Clinical Research Needs
	Pre-Clinical Summary/Research Recommendations 
	Clinical Summary/Research Recommendations



Accessibility Report



		Filename: 

		05Cancer_Subpanel_508.pdf






		Report created by: 

		Jeter, Shawn (NIH/NIEHS) [E]


		Organization: 

		





 [Personal and organization information from the Preferences > Identity dialog.]


Summary


The checker found no problems in this document.



		Needs manual check: 2


		Passed manually: 0


		Failed manually: 0


		Skipped: 2


		Passed: 28


		Failed: 0





Detailed Report



		Document




		Rule Name		Status		Description


		Accessibility permission flag		Passed		Accessibility permission flag must be set


		Image-only PDF		Passed		Document is not image-only PDF


		Tagged PDF		Passed		Document is tagged PDF


		Logical Reading Order		Needs manual check		Document structure provides a logical reading order


		Primary language		Passed		Text language is specified


		Title		Passed		Document title is showing in title bar


		Bookmarks		Passed		Bookmarks are present in large documents


		Color contrast		Needs manual check		Document has appropriate color contrast


		Page Content




		Rule Name		Status		Description


		Tagged content		Passed		All page content is tagged


		Tagged annotations		Passed		All annotations are tagged


		Tab order		Passed		Tab order is consistent with structure order


		Character encoding		Passed		Reliable character encoding is provided


		Tagged multimedia		Passed		All multimedia objects are tagged


		Screen flicker		Passed		Page will not cause screen flicker


		Scripts		Passed		No inaccessible scripts


		Timed responses		Passed		Page does not require timed responses


		Navigation links		Passed		Navigation links are not repetitive


		Forms




		Rule Name		Status		Description


		Tagged form fields		Passed		All form fields are tagged


		Field descriptions		Passed		All form fields have description


		Alternate Text




		Rule Name		Status		Description


		Figures alternate text		Passed		Figures require alternate text


		Nested alternate text		Passed		Alternate text that will never be read


		Associated with content		Passed		Alternate text must be associated with some content


		Hides annotation		Passed		Alternate text should not hide annotation


		Other elements alternate text		Passed		Other elements that require alternate text


		Tables




		Rule Name		Status		Description


		Rows		Passed		TR must be a child of Table, THead, TBody, or TFoot


		TH and TD		Passed		TH and TD must be children of TR


		Headers		Passed		Tables should have headers


		Regularity		Passed		Tables must contain the same number of columns in each row and rows in each column


		Summary		Skipped		Tables must have a summary


		Lists




		Rule Name		Status		Description


		List items		Passed		LI must be a child of L


		Lbl and LBody		Passed		Lbl and LBody must be children of LI


		Headings




		Rule Name		Status		Description


		Appropriate nesting		Skipped		Appropriate nesting







Back to Top
