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P Purpose

Hypothesis: Supplementation of two recommended daily allowances (RDA) of folic acid with or without
simultaneous administration of vitamin B12 reduces the rates of acute lower respiratory tract infections (ALRI),
clinical pneumonia and diarrhea.

Design/Methods We will conduct a preventive randomized placebo controlled clinical trial of folic acid and vitamin
B12 supplementation in 1000 children aged 6 to 30 months living in a low to middle-income socioeconomic setting
in New Delhi, India. Eligible children will be identified through a house-to-house survey. We will include 5 to 10
children every day who will be randomized to 4 treatment groups. These children will be given: 2 RDA of both
vitamin B12 and folic acid, 2 RDA of folic acid only, 2 RDA of vitamin B12 only, or placebo. The supplements will
be given daily for 6 months.

Condition Intervention Phase
Diarrhea Dietary Supplement: Folic Acid Phase 2
Pneumonia Dietary Supplement: Vitamin B12

Dietary Supplement: Placebo folate and

B12
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Study Type: Interventional

Study Design: Prevention, Factorial Assignment, Double Blind (Subject, Caregiver, Investigator, Outcomes
Assessor), Randomized, Efficacy Study

Official Title: Routine Administration of Folic Acid and Vitamin B12 to Prevent Childhood Infections in Young
Indian Children

Further study details as provided by Centre For International Health:
Primary Outcome Measure:

* Number of episodes of infection, diarrhea and pneumonia [Time Frame: 6 months] [Designated as safety
issue: NoJ

Secondary Outcome Measures:

» Growth (length for age, weight for age, and length for weight) [Time Frame: 6 month] [Designated as safety
issue: Noj

» Adverse events (vomiting and gastric discomfort) [Time Frame: 6 months] [Designated as safety issue: Yes]

» Changes in folate, vitamin B12, methyl malonic acid, and homocysteine concentration [Time Frame: 6
months] [Designated as safety issue: No]

+ Estimate prevalence of Folate and Vitamin B12 deficiency. [Time Frame: 6 Months] [Designated as safety
issue: Noj

Estimated Enrollment: 1000

Study Start Date: October 2008

Estimated Study Completion Date: June 2011
Estimated Primary Completion Date: March 2011

Arms Assigned Interventions
Placebo Comparator: A Dietary Supplement: Placebo folate and B12

Placebo dietary supplement Placebo medicine with no active ingredients
Experimental: B Dietary Supplement: Folic Acid

Folic acid, 2 RDA One RDA of folate corresponds to 75 pg (0.5 x 150) of

synthetic folic acid given as a supplement and 2 RDA
of folic acid to this group is 150 micrograms per day.
In 6 to 11 month old children the RDA for folate is 80
micrograms and the corresponding dose is 160ug .

(Food and Nutrition Board, Institute of Medicine,
National Academy of Sciences, 2002

Experimental: C Dietary Supplement: Vitamin B12

Vitamin B12, 2 RDA The RDA for vitamin B12 in children 1 - 3 years of age
is 0.9 micrograms per day . l.e the daily dose will be
1.8 micrograms. In 6 to 11 month old children the
RDA for for B12 is 0.5 micrograms and the daily dose
will b 1 micrograms per day. (Food and Nutrition
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Arms Assigned Interventions

Board, Institute of Medicine, National Academy of
Sciences, 2002)

Experimental: D Dietary Supplement: Folic Acid

Folic acid and Vitamin B12, 2 RDA One RDA of folate corresponds to 75 pg (0.5 x 150) of
synthetic folic acid given as a supplement and 2 RDA
of folic acid to this group is 150 micrograms per day.
In 6 to 11 month old children the RDA for folate is 80
micrograms and the corresponding dose is 160ug .

(Food and Nutrition Board, Institute of Medicine,
National Academy of Sciences, 2002

Dietary Supplement: Vitamin B12
The RDA for vitamin B12 in children 1 - 3 years of age
is 0.9 micrograms per day . |.e the daily dose will be
1.8 micrograms. In 6 to 11 month old children the
RDA for for B12 is 0.5 micrograms and the daily dose
will b 1 micrograms per day. (Food and Nutrition
Board, Institute of Medicine, National Academy of
Sciences, 2002)

Pneumonia and diarrhea are among the leading causes of poor health and death in young children of developing
countries.

Many of these children have inadequate intakes of several vitamins and minerals. Folate and vitamin B12 are
important for normal function of the immune system. Deficiencies of these vitamins are often part of general
malnutrition and might be responsible for the excess morbidity and mortality seen in malnourished children. In a
recent cohort study in almost 2,500 Indian children we demonstrated that those with poor folate status had higher
rates of diarrhea and pneumonia. This study also showed that children that were not breastfed had poor folate
status and our analyses suggested that the effect of breastfeeding in preventing respiratory and gastrointestinal
infections could be explained by the folate content of breast milk. The finding that poor folate status is related to
increased susceptibility to childhood infections needs to be verified in properly conducted clinical trials in
populations where folate deficiency is prevalent.

This trial aims to examine whether daily supplementation of two recommended doses of folate or vitamin B12 or
both will lessen the incidence of acute lower respiratory tract infections and diarrhea. We will also measure if the
supplementation improves the weight and length of supplemented children.

> Eligibility
Ages Eligible for Study: 6 Months to 30 Months

Genders Eligible for Study: Both
Accepts healthy volunteers.
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Inclusion Criteria:

» Age: 6 to 30 months

« Either sex

* Likely to reside in area for next 6 months
+ Availability of informed verbal consent

Exclusion Criteria:

» Severe systemic illness requiring hospitalization
» Severe malnutrition, i.e. weight for height < -3 z of the WHO standard for this age group. For ethical reasons

these children require micronutrient supplementation and adequate medical care.

* Lack of consent
» Taking B vitamin supplements that include folic acid and vitamin B12.
» Severe anemia (Hb < 7 g/dL). This would be a temporary exclusion and the children will be enrolled if this is

successfully treated.
» Ongoing acute infection with fever or infection that requires medical treatment. This would be a temporary

exclusion and the children will be enrolled after recovery.

B> Contacts and Locations

Contacts
Sunita Taneja, MBBS, PhD 00 91 9811206456 community.research@cih.uib.no
Nita Bhandari, MBBS, PhD 00 91 11 46080629 community.research@cih.uib.no
Locations
India, Delhi

Society for Essential Health Action and Training  Not yet recruiting
New Delhi, Delhi, India
Contact: Sunita Taneja, MBBS, PhD 00 91 9811206456
Contact: Nita Bhandari, MBBS, PhD 00 91 11 46080629 community.research@cih.uib.no

Investigators

Principal Investigator: Tor A Strand, MD, PhD University of Bergen

Principal Investigator: Sunita Taneja, MBBS, PhD Society for Essential Health
Action and Training

Study Director: Nita Bhandari, MBBS, PhD Society for Essential Health

Action and Training

B> More Information
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Clin Nutr. 2007 Nov;86(5):1302-9.
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