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The 4" generation folate

Why the
active form of folate
is preferred

Active Folate and UMFA (UnMetabolized Folic Acid)
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Folic acid (FA) s a synthetic form of
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is the active form of folate readily
available for transport and use in the
human body and tissues.

WHERE UMFA WHO IS MORE

CAN BE FOUND? ATRISK? AVOIDIT?
UMFA is FANOT FAis processed very With ingested doses of FA >
converted into its slowly in humans. 200 ug/daily, UMFA is

bioactive form 5-MTHF The hepatic metabolic detectable in the blood, with

capacity can be saturated concentrations increasing
by FA supplementation parallel to that of FA after
and doses supplementation

How does Folic Acid generate UMFA in the bloodstream?

The human gut appears to have a limited ability to reduce FA, and the largest physiologic oral dose of FA passes into the portal venous circulation
in an unmodified form. Biotransformation of FA to 5-MTHF is critically regulated by Methylenetetrahydrofolatereductase (MTHFR) enzyme of
which the incidence of MTHFR is around 40% in the global population.

FOLIC ACID SUPPLEMENTATION QUATREFOLIC® SUPPLEMENTATION

Enterocytes show inadequate activity to convert FA into 5-MTHF is absorbed by enterocytes, later enters the liver, and
active folate (5-MTHF) finally the systemic circulation to exert the biological effect
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How Prevalent is UMFA?
Even in countries without mandatory 23% of general population
fortification, UMFA is detectable in 78% of fasting postmenopausal women
\ blood, be it from fortified foods or use e 43% of children aged 5y
of folic acid supplements. — 38% of the elderly

Does UMFA Warrant our Attention?

UMFA presence in systemic circulation and its build-up due to FA supplementation may be correlated with potentially harmful effects
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Oxidized synthetic compound Glucosamine salt of the reduced 5-MTHF active form
BiOIO ical ACtiVit Biologically inactive in the human bod Biologically active and predominant folate formin
g y gically Y human plasma
. o Requires multi-step enzymatic conversion to Does not require metabolization as it is ready to perform
Meta bOI ization become active and be used by the body its biological role

Doses of >200ug/day can present UMFA in

. . No accumulation of UMFA in the blood
systemic circulation

UMFA is known for potential toxic effects on

No health risk
human health
4 o . . . . . . .
Dosage ||m|t Upper tolerable limit of folic acid is 1000 pg/day No upper tolerable limit for 5-MTHF
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This is a Business to Business information intended for food / food supplements manufacturers and not for the final consumer. Regulatory & Intellectual property requirements vary by country and applications (including claims). We encourage our customers to check the applicable local

laws before launching the product on the market for each country. These statements have not been evaluated by the Food and Drug Administration. This product is not intended to diagnose, treat, cure or prevent any disease. A healthy, balanced and diversified diet should fulfill all of our
nutritional needs.
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