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ABSTRACT

OBJECTIVES. To determine the association between maternal multivitamin supple-
mentation and the mental and psychomotor development of children who are
born to HIV-1-infected mothers in Tanzania, as secondary endpoints in a random-
ized trial that investigated the effect of maternal multivitamin supplementation on
HIV-1 vertical transmission and progression.

METHODS. The Bayley Scales of Infant Development, 2nd Edition, were administered
at 6, 12, and 18 months of age to a subset of children (N = 327). We assessed the
effect of vitamin A and multivitamin (vitamins B, C, and E) supplementation using
linear regression models and Cox proportional hazard models for the Mental
Development Index, the Psychomotor Development Index, and raw scores sepa-
rately.

RESULTS. Multivitamin supplementation was associated significantly with a mean
increase in Psychomotor Development Index score of 2.6 (95% confidence inter-
val: 0.1-5.1). Multivitamins were also significantly protective against the risk for
developmental delay on the motor scale (relative risk: 0.4; 95% confidence inter-
val: 0.2-0.7) but not on the Mental Development Index. Vitamin A supplemen-
tation had no significant effect on these outcomes.

CONCLUSIONS. Maternal multivitamin supplements provide a low-cost intervention to
reduce the risk for developmental delays among infants who are born to HIV-
positive mothers in developing countries.
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ALTHOUGH STUDIES HAVE sought to improve mental
and psychomotor development in children through
protein energy' and multivitamin child supplements,>+*
few have examined the effect of maternal supplements
on infant development. Nutritional deficiencies are com-
mon in children in developing countries.> In 1996, 43%
of preschool Tanzanian children were stunted (low
height for age).¢ Vitamin A, iodine, and iron deficiencies
are also prevalent.’ Pepping et al® found that vitamin A
deficiency was a significant problem in Tanzania, with
1.5% of the preschool age children whom they surveyed
having xerophthalmia and 1.6% having Bitot’s spots. In
addition, children are have HIV-1 infection; antenatal
HIV-1 seroprevalence has been ~12% since 1995 in Dar
es Salaam.!? Because multivitamin deficiencies are asso-
ciated with faster HIV disease progression in adults'! and
higher risk for infant morbidity,'? they may have a neg-
ative impact on the mental and psychomotor develop-
ment of the child.

Daily consumption of multivitamin supplements by
HIV-l-infected pregnant women has been shown to
delay significantly the progression of HIV disease.'> Mul-
tivitamin supplements also resulted in significant reduc-
tions in the risk for low birth weight (LBW), severe
preterm birth, and fetal loss and improved the immuno-
logic profile of the mothers and increased their hemoglobin
concentrations.' Vitamin A supplementation during preg-
nancy has also been shown to reduce the risk for preterm
delivery among HIV-infected women."” Baylin et al'¢ dem-
onstrated that vitamin A supplements that are given to
HIV-infected mothers during pregnancy and lactation in-
creases serum vitamin A in their infants during the first 6
months of life. Similarly, multivitamin supplements (B,
C, and E) increase serum vitamins B,, and E.

Improved maternal multivitamin status after supple-
mentation to the mother during the prenatal and post-
natal periods could result in improved mental and motor
development in the breastfed child through 3 possible
mechanisms: (1) by reducing the risk for LBW and pre-
maturity in the prenatal supplement phase, both of
which have been shown to be associated with poor
neurodevelopment!’-'%; (2) through postnatal supple-
ments to the mothers, which would improve her own
health, allowing her to be more interactive with the
child; or (3) by improving the child’s vitamin status and
directly reducing child morbidity.?° We conducted a ran-
domized trial among HIV-1-infected women and exam-
ined the effect of maternal multivitamin or vitamin A
supplementation on the mental and psychomotor devel-
opment of children in Tanzania.

METHODS

Study Design and Population
Children in this study were born to mothers who were
part of a randomized, double-blinded, placebo-con-
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trolled trial of vitamin supplements (multivitamins and
vitamin A in a 2 X 2 factorial design) among HIV-1-
infected pregnant women in Dar es Salaam, Tanzania.
The primary endpoints of this trial were to examine the
effect of maternal vitamin supplementation on mother
to child HIV-1 transmission and disease progression. A
secondary endpoint was to examine the role of maternal
vitamin supplementation on child mental and psy-
chomotor development. Pregnant women who were be-
tween 12 and 27 weeks’ gestation at the time of ran-
domization and had HIV-1 infection were eligible for
entry into the trial. HIV-1 serostatus was tested using an
enzyme-linked immunosorbent assay, and positive re-
sults were confirmed by Western blot. HIV-1-positive
women were excluded when they were classified to
have AIDS on the basis of the World Health Organiza-
tion definition.?! At the time of the study, antiretroviral
treatment was not available to the majority of Tanzani-
ans, including those who participated in this study.

During enrollment for each pregnant woman, a num-
ber of characteristics were captured in response to ques-
tions asked by the counselor as part of a structured
questionnaire interview. Enrolled women were followed
up at the study clinic at Muhimbili National Hospital
monthly during pregnancy and with their infants after
delivery for a minimum of 18 months. It was hypothe-
sized that pharmacologic doses were needed, ie, that
HIV-infected individuals needed intakes in multiples of
the RDA to achieve adequate plasma nutrient values.
Women received a daily dose during pregnancy and
continued after delivery, throughout follow-up, 1 of the
following regimens: vitamin A (30 mg of B-carotene plus
5000 IU preformed vitamin A); multivitamins excluding
vitamin A (20 mg of B;, 20 mg of B,, 25 mg of B,, 100
mg of niacin, 50 pg of B;,, 500 mg of C, 30 mg of E, and
0.8 mg of folic acid); multivitamins including vitamin A,
all formulated in 2 tablets; or 2 tablets of placebo. At
delivery, women who were taking vitamin A supple-
mentation received an additional oral dose of vitamin A
(200 000 1IU), and the others received an extra dose of
placebo. At each monthly visit to the study clinic, used
bottles were exchanged for new bottles, and the remain-
ing pills were counted. All children, regardless of mater-
nal regimen assignment, were given vitamin A 100 000
1U at 6 months and 200 000 IU every 6 months there-
after as per national guidelines in Tanzania. Children
had postnatal exposure to the trial supplements through
their mothers’ breast milk. Data used in this article were
collected within this framework.

All women gave informed consent to participate in
the study according to a strict protocol that was ap-
proved by the institutional review boards for Muhimbili
University College of Health Sciences, the Tanzanian
National AIDS Control Program, and Harvard School of
Public Health. These boards also approved the study
protocol.
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Measures

The Bayley Scales of Infant Development, 2nd Edition??
(BSID-II), was used to assess the current developmental
functioning of children aged 6 to 18 months in this
study. The BSID-II consists of 3 scales: mental, motor,
and behavior rating scale. Only the Mental Development
Index (MDI) and the Psychomotor Development Index
(PDI) were considered in this study. The BSID-II was
administered at 6, 12, and 18 months to a subset of the
infants who were born from first-study pregnancies, at-
tended clinic on Mondays or Fridays, and had an iden-
tification number that ended in an uneven digit. A
Kiswahili translation of all of the instructions to the child
was used during each assessment. Tests were adminis-
tered by 1 of 2 trained Tanzanian nurses, who were
masked to the HIV-1 status of the children. Test admin-
istration occurred at the beginning of the clinic visit for
each child. Children who were acutely ill were not
tested, but their mothers were asked to return with them
once they had recovered.

Statistical Analysis
BSID-II raw scores signify the number of individual
items that a child passes on either the MDI or the PDIL.
The MDI and the PDI are conversions of these raw
scores, compared with a standardized and representative
sample of US children. Any assessment for which the
achieved raw score “fell off” the development index
range (ie, <50) was represented by a value of 49 in
analyses. The MDI and PDI and their associated raw
scores each were considered separately as outcomes for
analyses. The analyses of raw mental and motor scores
were considered in an effort to differentiate between a
delay in achieving new developmental capacities and
losing previously acquired capacities, as well as to avoid
making representation of children who had raw scores
that did not convert to a score within the scaled score
range. Only singleton births were included in the anal-
yses because twins are at greater risk and have different
mental and psychomotor development than singletons.
For longitudinal analyses, linear regression models
were fitted for each of the outcomes separately using all
available data. In each case, additional confounders were
considered. Given the factorial design, we examined the
effect of multivitamin versus no multivitamin supple-
mentation and of vitamin A versus no vitamin A sup-
plementation on child mental and psychomotor devel-
opment. Each supplement was also considered a possible
modifier of the effect of the other supplement by adding
an interaction term. LBW (<2500 g), the child’s HIV-1
status, maternal CD4 count at baseline (CD4 <200 cells/
mm?>), maternal total lymphocyte count at baseline
(1340 cells/uL, representing the lowest quartile), mater-
nal erythrocyte sedimentation rate (ESR; 81 mm/hour,
representing the highest quartile) at baseline, duration
of supplementation during pregnancy (the difference
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between gestational age at enrollment and gestational
age at delivery), and timing of the initiation of treatment
during pregnancy (as a continuous covariate) all were
considered as potential modifiers of the effect of mater-
nal supplementation as well.

The average absolute effects of supplementation on
mental and motor outcomes at 6, 12, and 18 months
were calculated separately. The timing of assessments
was not always according to schedule, so the data were
grouped for these analyses around the scheduled time
points. Repeat assessments were not used in these anal-
yses. Instead, the assessment that was performed closest
to the scheduled assessment time was used.

Any observed difference in mental and psychomotor
development scores over 6 to 18 months between
groups defined by vitamin A supplementation is more
likely attributable to vitamin A supplementation in the
first 6 months because all children received vitamin A
supplements at 6, 12, and 18 months. For this reason,
particular attention was paid to the effect of vitamin A
supplementation on mental and motor outcomes at 6
months. The empirical variance was used to estimate
95% confidence intervals (CIs) for all results from lon-
gitudinal analyses to reflect that the data are repeated
measures within individuals.

Cox proportional hazards regression models were
used to investigate the effect of maternal supplementa-
tion on time to an index score <70, where an index
score of <70 represents “developmental delay.” All anal-
yses were determined a priori and were performed using
SAS version 6.12 (SAS, Inc, Cary, NC).

RESULTS

Figure 1 shows the inclusions and exclusions from the
study population. The characteristics of the women who
agreed to enroll in the trial were similar to the charac-
teristics of all of the HIV-positive women who had been
counseled and tested in terms of their age; BMI and
mid-upper arm circumference; marital status; gesta-
tional age of their fetus at enrollment; and their partner’s
age, education, and occupation. These women were also
similar in terms of their socioeconomic status (SES),
considering money spent on food per person per day in
the household and maternal education as 2 proxies for
SES.

Of the infants who were alive at 6 months, 327 con-
tributed 1 or more BSID-II assessments to this study at
different ages, for a total of 681 assessments for analysis.
The mothers of 169 of the children who had at least 1
BSID-II assessment received multivitamin supplements
versus 158 who received no multivitamin supplement;
180 mothers received vitamin A supplements compared
with 147 women who did not receive a vitamin A sup-
plement. Four of these children, each with 1 assessment,
had either an MDI or a PDI but not both. Eleven other
children had 1 assessment for which either the raw
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[ 13 792 pregnant women agreed to HIV-1 testing ]

Y

1811 (13.1%) HIV-1-positive }

Y

[ 1602 (88.5%) returned for test results, invited to enroll J

r

1,078 enrolled in trial of vitamins ]

3 not pregnant
6 died before delivery
27 lost to follow-up before delivery

A

FIGURE 1 [
Flowchart of selection for study population.

1042 known birth outcomes ]

78 not live births
21 live twins
4 twins where only 1 was alive

Y

939 live singleton births ]

102 (11%) died by 6 mo ]

A 4

{ Random subset of children at 6 mo J

A

681 assessments of mental and psychomotor

development among 327 children

mental or raw motor score could not be scaled and were
assigned a value of 49 for analyses. Considering raw
scores over time, only 2 children were observed to have
had a decrease in raw score during the study. In both
cases, the decrease was in mental score. One child lost 2
items in the mental raw score between the age of 7 and
12 months, whereas the other child lost 1 item in the
mental raw score between the age of 12 and 13
months.

Breastfeeding was almost universally adopted in this
population. The percentage of children who were alive
and breastfeeding was 95% at 6 months, 92% at 12
months, and 79% at 18 months.2> The median adher-
ence to maternal supplementation between randomiza-
tion and delivery was 96% (mean 91%) and 92% (mean
88%) at 30 weeks postpartum and did not differ signif-
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icantly between groups.'* Median compliance was 89 %
at 12 months, 84% by 18 months, and 84% by 24
months.2*

Table 1 shows the distributions of maternal and child
characteristics between groups that were defined by the
type of supplementation received and that these distri-
butions were similar. There were also no significant
differences, at the 5% level, between groups in terms of
biochemical markers, specifically maternal vitamin A,
vitamin E, and selenium status at baseline (not pre-
sented in Table 1). As expected on the basis of our
previous report,'* comparing the 2 groups defined by
supplementation, children whose mothers received mul-
tivitamin supplements were significantly less likely to
have LBW (<2500 g; P = .02). The only significant
difference between those who received vitamin A sup-
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TABLE 1 Characteristics of Children and Their Mothers According to Maternal Supplement Assignment

Factor No Multivitamins, N (%) Multivitamins, N (%) pa No Vitamin A, N (%) Vitamin A, N (%) pb
Overall 158 169 147
Maternal factors
HIV stage at baseline 28 60
1 136 (86.1) 152 (89.9) 131(89.1)
=) 22(13.9) 17(10.1) 16(10.9)
D4 98 74
<200 15(9.5) 17(10.1) 15(10.2)
200-500 87(55.1) 94 (55.6) 78(53.1)
>500 45(28.5) 47 (27.8) 44(29.9)
Missing 11(7.0) 11(6.5) 10 (6.8)
Age,y 55 03
<20 18(11.4) 23(13.6) 20(13.6)
20-24 66 (41.8) 61(36.1) 46 (31.3)
25-29 46(29.1) 59(34.9) 58(39.5)
=30 28(17.7) 26 (15.4) 23(15.7)
Marital status 85 27
Single 19(12.0) 21(124) 15(10.2)
Monogamous 87(55.1) 98(58.0) 92(62.6)
Polygamous 13(8.2) 10(5.9) 9(6.1)
Cohabiting 39(24.7) 40(23.7) 3121.0)
Education 44 42
None 13(8.2) 9(5.3) 10 (6.8)
Low 8(5.1) 7(4.1) 9(6.1)
Elementary 125(79.1) 133(78.7) 117(79.6)
Secondary 12(7.6) 20(11.8) 11(7.5)
Quintiles of money spent 91 1
Median = 233 20(12.7) 17(10.1) 24(16.3)
Median = 333 24(15.2) 26 (15.4) 21(14.3)
Median = 400 15(9.5) 13(7.7) 13(8.8)
Median = 500 43(27.2) 48 (28.4) 42(28.6)
Median = 750 43(27.2) 38(22.5) 31(21.1)
Missing 13(8.2) 27(16.0) 16(10.9)
ESR 51 81
=81 mm/h 30(19.0) 37(21.9) 31(21.0)
<81 mm/h 128(81.0) 132(78.1) 116 (79.0)
Child factors
Gender 16 52
Male 87(55.1) 78(53.1)
Female 71 (44.9) 89(52.7) 69 (46.9
<37 wk gestation 13 65
Yes 42 (26.6) 33(19.5) 32(21.8)
No 116 (73.4) 136 (80.5) 115(78.2)
Small for gestational age 12 49
Yes 15(9.5) 8(47) 12(8.2)
No 136 (86.1) 144 (85.2) 125 (85.0)
Missing 7(4.4) 17(10.1) 10 (6.8)
LBW (<2500 g) 02 79
Yes 17(10.8) 6(3.6) 11(7.5)
No 134 (84.8) 146 (86.4) 126 (85.7)
Missing 7 (44) 17(10.1) 10(6.8)
Child died by, cumulative 11 73
6mo 0(0) 0(0) 0(0)
12 mo 10 (6.3) 3(1.8) 7(4.8)
18 mo 17(10.8) 10(5.9) 13(8.8)
Alive at 18 mo 141 (89.2) 159 (94.1) 134(91.2)

A total of 327 children had at least 1 BSID-Il assessment.
a x2 test comparing nonmissing data between the 2 groups defined by multivitamin use.
b x2 test comparing nonmissing data between the two groups defined by vitamin A use.

plementation and those who did not was that mothers in
the latter group tended to be slightly older (P = .03).
Tables 2 and 3 show mean mental and motor scores,
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respectively, by supplementation group at 6, 12, and 18
months, as well as the results of longitudinal analyses. In
multivariate analyses, multivitamin supplementation



TABLE2 Mean Scores for the MDI and Raw Mental Scores by Supplementation Groups at 6, 12, and 18 Months of Age and Overall

Developmental Outcome No Multivitamins Multivitamins P No Vitamin A Vitamin A P
MDI
6 mo
N 137 140 121 156
Mean (95% Cl) 97.2(95.81t098.5) 98.5(97.21099.9) A7 97.1(95.7t098.5) 984(97.11099.7) 20
12 mo
N 87 108 92 103
Mean (95% Cl) 91.8(88.91t094.5) 90.2 (87.61092.9) 44 89.7(86.71092.7) 92.0(89.5t094.5) 24
18 mo
N 74 93 73 94
Mean (95% Cl) 82.0(79.0t085.1) 784(7561081.2) 09 79.3(75.7t082.8) 80.6(78.1t083.1) 55
Univariate MDI (95% Cl)2 Reference —1.1(=33t01.0) 30 Reference 12(=10to34) 28
Multivariate MDI (95% Cl)2b Reference —0.7(—2.71003) 51 Reference 1.3(=07t03.2) 20
Raw mental score®
6 mo 64.4(63.61065.2) 64.4(63.5t065.2) 93 64.0 (63.11064.9) 64.7 (63.91065.5) 25
12 mo 85.4(83.81086.9) 84.7(83.31086.2) 55 83.9(82.2t085.6) 86.0(84.7t087.3) 05
18 mo 104.4 (102.8t0 106.1) 103 (101.7t0 104.6) 25 103.9(102.1t0 105.7) 1036(1022to105 0) 79
Univariate raw mental score (95% Cl)2 Reference 3(—=1.7t02.2) 77 Reference 5(—04103.5) 13
Multivariate raw mental score (95% Cl)ab Reference 70 2(—12t00.7) 64 Reference 7(—031t01.6) 19
aUsing linear regression models; 95% Cl estimates use the empirical variance to reflect that the data are repeated measures within individuals.
b Adjusted for age at test, test administrator, prematurity, maternal CD4 at baseline, money spent per day per person for food (SES), and child's HIV-1 status before assessment.
< The sample size for raw scores was the same as for index scores at each time point.
TABLE3 Mean Scores for the PDI and Raw Motor Scores by Supplementation Groups at 6, 12, and 18 Months of Age and Overall
Developmental Outcome No Multivitamins, Multivitamins, P No Vitamin A, Vitamin A, P
mean (95% Cl) mean (95% Cl) mean (95% Cl) mean (95% Cl)
PDI
6 mo
N 137 140 121 156
Mean (95% Cl) 92.8(90.6 10 94.9) 95.9(94.0t097.7) 03 93.2(90.81095.5) 95.2(93.5t097.0) 17
12 mo
N 87 109 93 103
Mean (95% Cl) 90.6 (86.8 10 94.5) 95.4(92.0t098.9) 07 92.0(8861095.4) 94.5(90.6t098.3) 35
18 mo
N 75 93 72 96
Mean (95% Cl) 88.5(85.21091.9) 86.2(83.3t089.1) 29 87.0(83.0t090.9) 874(85.0t089.9) 84
Univariate PDI (95% Cl)? — 20(—0.7t04.7) 14 — 1.2(=15t04.0) 38
Multivariate PDI (95% Cl)2° — 26(0.1t05.1) 04 — 20(—=05t045) 12
Raw motor score©
6 mo 416 (40.6t042.6) .7 (40.8t042.6) 90 41.1(40.1t042.2) 420(41.2t0429) 18
12mo 62.8 (61.5t064.1) 64 2(63.31065.2) 09 62.8(61.7 t064.0) 64.3(63.21065.3) 07
18 mo 726(71.61073.5) 72 2(71.51t073.0) .56 724(7141073.5) 72 3(71.71073.0) 83
Univariate raw motor score (95% Cl)? — 2(—=04t02.7) 13 — 0(—061026) 22
Multivariate raw motor score (95% Cl)a — 0,8 (0.02t0 1.6) 04 — 5(=03t01.3) 26

aUsing linear regression models; 95% Cl estimates use the empirical variance to reflect that the data are repeated measures within individuals.
b Adjusted for age, test administrator, prematurity, maternal CD4 at baseline and BMI, and child’s HIV-1 status and gender.

<The sample size for raw scores was the same as for index scores at each time point.

had a significant effect on motor scores, increasing the
PDI score by 2.6 points (95% CI: 0.1-5.1) on average
over the period of 6 to 18 months compared with the
group that received no multivitamin supplements and
increasing the raw score by 0.8 items (95% CI: 0.02—
1.6). Multivitamin supplementation did not significantly
affect mental scores. Vitamin A supplementation was
not significantly associated with a change in either men-
tal or psychomotor function.

In line with national guidelines, vitamin A was pro-
vided starting at 6 months. At 6 months, vitamin A was
found to be significantly associated with a 2.8-point
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increase (95% CI: 0.4-5.2) in PDI and a 1.1-item in-
crease (95% CI: 0.3-1.9) in raw motor score in multi-
variate regression analyses (not presented in Table 3)
that included the same covariates that were found to be
important for these outcomes in the overall analyses.
There was no association between vitamin A supple-
mentation and mental scores at 6 months.

Table 4 reports the results of Cox proportional haz-
ards models that were used to investigate the effects of
the supplements on time to developmental delay. The
results of multivariate analyses indicate that multivita-
min supplements were significantly protective against
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TABLE4 Effect of Supplements on Time to Developmental Delay (<70)

Factor No Multivitamins Multivitamins No Vitamin A Vitamin A

MDI <70

N (%) 23/158 (14.6) 32/169(18.9) 26/147 (17.7) 29/180(16.1)

RR (95% Cl)2 1.0 13(0.8-2.2) 1.0 0.7 (0.4-1.2)

RR (95% Cl)P 1.0 13(0.7-2.4) 1.0 0.7(04-13)
PDI <70

N (%) 25/158 (15.8) 19/169 (11.2) 22/147 (15.0) 22/180(12.2)

RR (95% Cl)2 1.0 0.5(0.3-1.0) 1.0 0.6(03-1.2)

RR (95% Cl)< 1.0 0.4(0.2-0.7) 1.0 0.6(0.3-1.2)

Using Cox proportional hazards regression models.
aUnivariate analyses.

b Adjusted for prematurity, test administrator, maternal CD4 at baseline and SES, and child’s HIV-1 status.
< Adjusted for prematurity, test administrator, maternal CD4 and BMI at baseline, child’s gender, and child’s HIV-1 status.

the risk for developmental delay on the motor scale
(relative risk: 0.4; 95% CI: 0.2-0.7; P = .004) but not on
the mental scale. Vitamin A supplementation was not
protective against the risk for developmental delay on
either scale.

Maternal ESR group at baseline was an important
modifier of the effect of multivitamin supplementation
on motor scores in this study. Among children who were
born to women with high ESR (=81 mm/hour), their
raw motor scores were 3.4 items (95% CI: 1.5-5.2)
higher for children whose mother received multivitamin
supplementation compared with those whose mother
did not receive multivitamin supplements. The corre-
sponding comparison between the 2 multivitamin sup-
plementation groups among children who were born to
mothers with low ESR (<81 mm/hour), raw motor
scores differed by 0.3 items (95% CI: —0.7 to 1.2; P =
.004 for interaction). Considering the PDI, among chil-
dren who were born to mothers with high ESR, multi-
vitamin supplementation was associated with a 7.1-
point (95% CI: 1.1-13.0) increase in score, whereas
among children who were born to mothers with low
ESR, scores differed by 1.6 points (95% CI: —1.4 to 4.6;
P = .11 for interaction). ESR group did not modify the
effect of multivitamin supplementation on mental
scores. Maternal CD4 count at baseline, maternal total
lymphocyte count at baseline, duration of multivitamin
supplementation, the timing of initiation of supplementa-
tion, the child’s HIV-1 status, and the child’s birth weight
were not significant modifiers of the effect of multivitamin
supplementation on mental or motor function.

The interaction between the 2 supplements was sig-
nificant for raw motor scores but not for motor index
scores. Among those who did not receive vitamin A
supplementation, multivitamin supplements were asso-
ciated with 2.0-item (95% CI: 0.5-3.4) increase in raw
motor score, compared with those who did not receive
multivitamin supplements. Meanwhile, among children
whose mothers received vitamin A supplementation,
multivitamin supplements were associated with a 0.01-
item (95% CI: —1.0 to 0.9; P = .03 for interaction)
decrease in raw motor score compared with those who
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did not receive multivitamin supplements. For the PDI,
P = .23 for interaction, although the same trend of a
suggested effect of multivitamin supplementation only
among those who did not take vitamin A supplementa-
tion simultaneously was observed. Vitamin A supple-
mentation did not modify the effect of multivitamin
supplementation on mental scores.

Maternal CD4 count at baseline was an important
modifier of the effect of vitamin A supplementation on
infant mental and psychomotor development. Among
children whose mother’s CD4 count at baseline was
<200 cells/mm?, vitamin A supplementation was asso-
ciated with a 10.2-point (95% CI: 4.8-15.5) increase in
MDIand a 12.1-point (95% CI: 4.2-20.0) increase in PDI
compared with those who did not receive vitamin A
supplements. Among children whose mother’s CD4
count at baseline was =200 cells/mm?, vitamin A sup-
plementation was associated with a 0.5-point (95% CIL:
—1.6 to 2.5; P = .0009 for interaction) increase in MDI
and a 1.0-point (95% CI: —1.6 to 3.6; P = .009 for
interaction) increase in PDI compared with the group
that did not receive vitamin A supplements. The same
pattern of effect modification by maternal CD4 count at
baseline was observed when the raw mental (P = .004
for interaction) and motor scores (P = .05 for interac-
tion) were considered. Maternal total lymphocyte count
at baseline, multivitamin supplementation, the child’s
HIV-1 status, the child’s birth weight, timing of initia-
tion, and duration of supplementation during pregnancy
were not significant modifiers of the effect of vitamin A
supplementation on mental or motor function. Consid-
ering modifiers of vitamin A supplementation at 6
months, maternal CD4 count was a significant modifier
of the effect of vitamin A supplements on motor scores
(P = .009), with the effect of vitamin A supplements
apparent only among children whose mothers had CD4
<200 cells/mm? at baseline, as seen in the overall anal-
yses.

DISCUSSION
Maternal multivitamin supplementation (vitamins B, C,
and E) was associated with a significant increase in mo-
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tor scores. Multivitamin supplementation of HIV-1-in-
fected pregnant women is increasingly practiced in Tan-
zania and other sub-Saharan African countries because
it has been shown that such maternal supplementation
delays HIV progression, !> as well as reduces LBW, severe
preterm birth, small for gestational age, and the risk for
fetal death.' With this program in place, an increase of
2.6 PDI points associated with multivitamin supplemen-
tation may not be significant for an individual child but
may have important consequences at the population
level, particularly if a large segment of the population is
exposed. Even a small shift to the right in the distribu-
tions of mental and motor function indices has a large
effect on the tails of the distributions. An increase of 2.6
points in the average motor index of a population results
in a 35% reduction of the number of individuals who
have an index score <70 and would require greater
educational resources, medical care, and other social
supports.2> This is consistent with our analyses that dem-
onstrated a significant reduction in risk for developmen-
tal delay on the motor scale associated with multivita-
min supplementation.

The design of this study does not permit the effects of
prenatal and postnatal multivitamin supplementation to
be distinguished because all of the women received the
supplements throughout. Neither is it possible to know
which nutrient produced the beneficial effect observed
because they all were in the same tablet. B-complex
vitamin supplements,2¢ as well as riboflavin supplemen-
tation specifically,2”2® have previously been associated
with improvements in arm-hand steadiness tests, a mea-
sure of fine motor skills. This improvement may be
mediated through riboflavin’s effect on pyridoxine me-
tabolism. Vitamin C, another component of our multi-
vitamin supplementation, has been shown to improve
absorption of dietary iron?*° and may help to avoid iron
deficiency anemia in children. Such anemia is associated
with developmental delays.3!32

Psychomotor development improvements may have
been through reducing the risks of LBW and being small
for gestational age during the prenatal supplement
phase. As Table 1 demonstrated, a significantly smaller
proportion of children whose mothers received multivi-
tamin supplements had LBW (<2500 g). However, LBW
was not a significant effect modifier of the effect of
maternal multivitamin supplementation on motor
scores in this study. Another potential mechanism
during the prenatal supplement phase is through the
reduction of mother-to-child transmission of HIV-1,
which has been associated with developmental delays,
particularly psychomotor delays, as well as neurologic
complications and immune dysfunction. However, mul-
tivitamin supplements were associated only with moth-
er-to-child transmission in this population among children
who were born to women who were immunologically or
nutritionally compromised.>*
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In addition, improvements in the mother’s immune
status'? may result in less morbidity, more energy, and
ability to stimulate her child, resulting in improvements
in developmental scores. In a similar way, improvement
of child multivitamin status throughout the supplement
period, including observed increases in serum vitamins
B, and E in these children, !¢ may also be associated with
reduced morbidity, particularly among initially nutri-
tionally deficient children,** and as a result affect their
mental and psychomotor development.>* Both vitamins
E and C are antioxidants that are believed to enhance
immune responses and phagocytosis. Children who
have increased morbidity may lack energy and withdraw
from contact with their peers and environment.>>3¢ Also,
mothers who coddle less mobile infants may further
hinder their growth and independence.*>*¢ Finally, the
mother of a sick child may engage in less responsive
communication with the child and thereby deprive him
or her of social interaction.>>-7

The effect of multivitamin supplements on motor
scores was variable across subgroups. Children who
were born to women with a proxy for advanced disease,
ie, high ESR, benefited significantly from multivitamin
supplements with respect to psychomotor function. An-
other marker of maternal advanced disease, CD4 count,
was not a significant modifier of the multivitamin sup-
plementation effect, although a trend of an effect pri-
marily in the women with advanced disease, CD4 <200,
was observed. These were secondary analyses, as were
all analyses of effect modifiers, and could be attributable
to chance or the result of small sample sizes. However,
the observation that multivitamin supplements are pro-
tective for psychomotor development in the subgroup of
children who are born to women with advanced disease
is consistent with the associations reported for multivi-
tamin supplementation with other outcomes in this
same population.2* These secondary analyses do suggest
that additional investigation of these modifiers is
needed.

Vitamin A supplementation was associated with ben-
eficial effects on motor scores at 6 months. Vitamin A
supplements may improve the child’s immune function
and reduce oxidative stress. These effects may lead to
reduced infections and improved integrity of the epithe-
lial lining of the child’s gastrointestinal tract.>® In turn,
absorption of nutrients by the infant may be improved,
and the child may be more interactive, able to learn, and
achieve higher mental and psychomotor development
scores.

Within the original study, every attempt was made to
minimize loss to follow-up, through scheduled appoint-
ments at the study clinic; reimbursement for transport;
free access to physicians, nurses, and counselors; and
free medicine for those who could not afford it. Even so,
loss to follow-up might be associated with higher mor-
bidity/mortality, thus preferentially excluding children
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of lower nutritional and socioeconomic status. The pop-
ulation of children who provided at least 1 BSID-II as-
sessment have previously been compared with the larger
population of singletons who were born to HIV-1-in-
fected mothers and were found to be at lower risk for
LBW and had a smaller hazard of dying in the first 18
months.> At the very least, this loss to follow-up reduces
the study’s power to detect a significant treatment effect.
In particular, this study had low power to consider effect
modification. It is possible that other factors considered
in this article are indeed effect modifiers but were unable
to reach statistical significance in this study.

The BSID-II provides us only with an overall cogni-
tive score (MDI) and motor score (PDI) and does not
allow us to investigate the effect of supplementation on
components of mental and psychomotor development.
The BSID-II test was developed and validated in the
United States, and there are no normative data for the
BSID-II in Kiswahili-speaking societies; thus, there could
be significant cultural biases that at least partly explain
the overall decrease in neurodevelopmental scores
among children in this study over time. Despite this, the
tasks that are required by the test battery for a child up
to 2 years of age can be more readily applied globally
than later items might be, so the issue of language may
be less relevant to this particular study given the age
range of the children being assessed. The design of the
BSID-II also does not fully capture the significant inter-
actions between child and caregiver that would contrib-
ute to the total score. Such data were not collected in this
study.

To our knowledge, this is the first study to examine
the effect of maternal multivitamin supplementation on
infant mental and psychomotor development. This study
strengthens the current recommendation to give multi-
vitamin supplements (including vitamins B, C, and E) to
HIV-1-infected pregnant women in developing country
settings, not only to delay HIV disease progression and to
reduce the risk for LBW, prematurity, and small for
gestational age but also to support infant psychomotor
development. However, it is important to underscore
that the multivitamin supplements should not be con-
sidered as an alternative to antiretroviral therapy but as
a complementary intervention that is part of a compre-
hensive care package. Individuals who are advanced
enough in their disease to warrant antiretroviral therapy
as per national guidelines should be provided with an-
tiretroviral drugs.

ACKNOWLEDGMENTS
This work is supported in part by the National Institute
of Child Health and Human Development (NICHD RO1
32257), the National Institutes of Health (NIH T32-Al-
07358), and the Fogarty International Center (NIHD43
TWO00004).

We thank the mothers and their children; the field

e224 MCcGRATH, et al

teams including the nurses, midwives, supervisors, and
laboratory staff; and the administrative staff who made
the study possible. In particular, we appreciate the ded-
ication of Lightness Massam and Evaustina Nyanda, who
performed all of the BSID-II assessments. We also thank
Muhimbili Medical Centre, Muhimbili University Col-
lege of Health Sciences, and the National AIDS Control
Program in Dar es Salaam for their institutional support.

Hoffmann-La Roche donated the raw material used
for preparing the vitamin and placebo tablets. None of
the sponsors of the study had any role in study design,
data collection, data analysis, data interpretation, or
writing of the report.

REFERENCES
1. Freeman HE, Klein RE, Townsend JW, Lechtig A. Nutrition and
cognitive development among rural Guatemalan children.
Am J Public Health. 1980;70:1277-1285
2. Benton D, Roberts G. Effect of vitamin and mineral supple-
mentation on intelligence of a sample of schoolchildren. Lancet.
1988;1:140-143
3. Nelson M, Naismith DJ, Burley V, Gatenby S, Geddes N. Nu-
trient intakes, vitamin-mineral supplementation, and intelli-
gence in British schoolchildren. Br J Nutr. 1990;64:13-22
4. Schoenthaler SJ, Bier ID, Young K, Nichols D, Jansenns S. The
effect of vitamin-mineral supplementation on the intelligence
of American schoolchildren: a randomized, double-blind pla-
cebo-controlled trial. J Altern Complement Med. 2000;6:19-29
5. Fourth report on world nutrition situation: Nutrition through-
out the life-cycle. Geneva, Switzerland: United Nations Admin-
istrative Committee on Coordination Sub-Committee on Nu-
trition (ACC/SCN) in collaboration with IFPRI, 2000
6. Tanzania Demographic and Health Survey. Calverton, MD: Bu-
reau of Statistics, Macro International Inc; 1996
7. Leading Causes of Mortality and Burden of Disease, Estimates for
1998. World Health Report. Geneva, Switzerland: World Health
Organization; 1999
8. Pepping F, Kavishe FP, Hackenitz EA, West CE. Prevalence of
xerophthalmia in relation to nutrition and general health in
preschool-age children in three regions of Tanzania. Acta Pae-
diatr Scand. 1988;77:895-906
9. Kavishe F, Mushi S. Nutrition Relevant Actions in Tanzania, ACC/
SCN Case Study. TFNC Monograph Series. Vol 1. Dar es Salaam,
Tanzania: Tanzania Food and Nutrition Center; 1993
10. Epidemiologic Fact Sheets on HIV/AIDS and Sexually Transmitted
Infections, 2000 Update, for the United Republic of Tanzania. Ge-
neva, Switzerland: World Health Organization; 2000
11. Tang AM, Graham NM, Saah AJ. Effects of micronutrient
intake on survival in human immunodeficiency virus type 1
infection. Am J Epidemiol. 1996;143:1244-1256
12. Semba RD, Miotti P, Chiphangwi JD, et al. Maternal vitamin A
deficiency and child growth failure during human immunode-
ficiency virus infection. J Acquir Immune Defic Syndr Hum Ret-
rovirol. 1997;14:219-222
13. Fawzi WW, Msamanga G, Spiegelman D, et al. A randomized
trial of multivitamin supplements and HIV disease progression
and mortality. N Engl J Med. 2004;351:23-32
14. Fawzi WW, Msamanga GI, Spiegelman D, et al. Randomised
trial of effects of vitamin supplements on pregnancy outcomes
and T cell counts in HIV-1-infected women in Tanzania. Lancet.
1998;351:1477-1482
15. Coutsoudis A, Pillay K, Spooner E, Kuhn L, Coovadia HM.
Randomized trial testing the effect of vitamin A supplementa-
tion on pregnancy outcomes and early mother-to-child HIV-1

Downloaded from www.aappublications.org/news by guest on November 25, 2020



16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

transmission in Durban, South Africa. South African Vitamin A
Study Group. AIDS. 1999;13:1517-1524

Baylin A, Villamor E, Rifai N, Msamanga G, Fawzi WW. Effect
of vitamin supplementation to HIV-infected pregnant women
on the micronutrient status of their infants. Eur J Clin Nutr.
2005;59:960-968

Goldenberg RL, DuBard MB, Cliver SP, et al. Pregnancy out-
come and intelligence at age five. Am J Obstet Gynecol. 1996;
175:1511-1515

Grantham-McGregor SM. Small for gestational age, term ba-
bies, in the first six years of life. Eur J Clin Nutr. 1998;52:
S$59-S64

Siegel LS. Correction for prematurity and its consequences for
the assessment of the very low birth weight infant. Child Dev.
1983;54:1176-1188

Fawzi WW, Msamanga GI, Wei R, et al. Effect of providing
vitamin supplements to human immunodeficiency virus—
infected, lactating mothers on the child’s morbidity and CD4+
cell counts. Clin Infect Dis. 2003;36:1053-1062

WHO. Case definition for acquired immune deficiency syn-
drome (AIDS). W.H.O./C.D.C. Wkly Epidemiol Rec. 1986;61:
69-73

Bayley N. Bayley Scales of Infant Development. 2nd ed. San An-
tonio, TX: The Psychological Corporation; 1993

Fawzi W, Msamanga G, Spiegelman D, et al. Transmission of
HIV-1 through breastfeeding among women in Dar es Salaam,
Tanzania. J Acquir Immune Defic Syndr. 2002;31:331-338
Fawzi W, Msamanga G, Hunter D, et al. Randomized trial of
vitamin supplements in relation to transmission of HIV-1
through breastfeeding and early child mortality. AIDS. 2002;
16:1935-1944

Rice D, Barone S Jr. Critical periods of vulnerability for the
developing nervous system: evidence from humans and animal
models. Environ Health Perspect. 2000;108(suppl 3):511-533
Bamji MS, Arya S, Sarma KVR, Radhaiah G. Impact of long-
term, low-dose B-complex vitamin supplements on vitamin
status and psychomotor performance of rural school boys. Nutr
Res. 1982;2:147-153

Downloaded from www.aappublications.org/news by guest onpﬁ%@@%rvﬁy%%z Number 2, February 2006

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

Prasad PA, Bamji MS, Lakshmi AV, Satyanarayana K. Func-
tional impact of riboflavin supplementation in urban school
children. Nutr Res. 1990;10:271-281

Bates CJ, Evans PH, Allison G, et al. Biochemical indices and
neuromuscular function tests in rural Gambian children given
a riboflavin, or multivitamin plus iron, supplement. Br J Nutr.
1994;72:601-610

Fishman SM, Christian P, West KP. The role of vitamins in the
prevention and control of anaemia. Public Health Nutr. 2000;3:
125-150

Skikne B, Baynes R. Iron absorption. In: Brock J, Halliday J,
Pippard M, Powell L, eds. Iron Metabolism in Health and Disease.
London, England: WB Saunders; 1994:151-187

Lozoft B, Brittenham GM. Behavioral aspects of iron defi-
ciency. Prog Hematol. 1986;14:23-53

Sheard NF. Iron deficiency and infant development. Nutr Rev.
1994;52:137-140

Duggan C, Fawzi WW. Micronutrients and child health studies
in international nutrition and HIV infection. Nutr Rev. 2001;
59:358-369

Brazelton T, Tronick E, Lechtig A, Lasky R, Klein R. The
behavior of nutritionally deprived Guatemalan infants. Dev
Med Child Neurol. 1977;19:364-372

Barrett D. Nutrition and social behavior. In: Fitzgerald HE,
Lester BM, Yogman MW, eds. Theory and Research in Behavioral
Pediatrics. Vol 3. New York, NY: Plenum Press; 1986

Brown JL, Pollitt E. Malnutrition, poverty and intellectual
development. Sci Am. 1996;274:38—-43

Grantham-McGregor S. Field Studies in Early Nutrition and Later
Achievement. Early Nutrition and Later Achievement. New York,
NY: Academic Press; 1987

Villamor E, Fawzi WW. Vitamin A supplementation: implica-
tions for morbidity and mortality in children. J Infect Dis. 2000;
182:5122-S133

McGrath N, Fawzi WW, Bellinger D, et al. The timing of
mother to child transmission of human immunodeficiency vi-
rus infection and the neurodevelopment of children in Tanza-
nia. Pediatr Infect Dis J. 2005, in press

e225



Effect of Maternal Multivitamin Supplementation on the Mental and
Psychomotor Development of Children Who Are Born to HIV-1-Infected

Mothersin Tanzania

Nuala McGrath, David Bellinger, James Robins, Gernard I. Msamanga, Edward

Tronick and Wafaie W. Fawzi
Pediatrics 2006;117;e216
DOI: 10.1542/peds.2004-1668

Updated Information &
Services

References

Subspecialty Collections

Permissions & Licensing

Reprints

including high resolution figures, can be found at:
http://pediatrics.aappublications.org/content/117/2/e216

This article cites 28 articles, 0 of which you can access for free at:
http://pediatrics.aappublications.org/content/117/2/e216#BI BL

This article, along with others on similar topics, appearsin the
following collection(s):

I nfectious Disease
http://www.aappublications.org/cgi/collection/infectious_diseases su
b

HIV/AIDS
http://mwww.aappublications.org/cgi/collection/hiv:aids_sub
International Child Health
http://www.aappublications.org/cgi/collection/international_child_he
alth_sub

Nutrition
http://www.aappublications.org/cgi/collection/nutrition_sub
Information about reproducing this article in parts (figures, tables) or
in its entirety can be found online at:
http://www.aappublications.org/site/misc/Permissions.xhtml

Information about ordering reprints can be found online:
http://www.aappublications.org/site/misc/reprints.xhtml

American Academy of Pediatrics

DEDICATED TO THE HEALTH OF ALL CHILDREN®

Downloaded from www.aappublications.org/news by guest on November 25, 2020



http://http://pediatrics.aappublications.org/content/117/2/e216
http://pediatrics.aappublications.org/content/117/2/e216#BIBL
http://www.aappublications.org/cgi/collection/infectious_diseases_sub
http://www.aappublications.org/cgi/collection/infectious_diseases_sub
http://www.aappublications.org/cgi/collection/hiv:aids_sub
http://www.aappublications.org/cgi/collection/international_child_health_sub
http://www.aappublications.org/cgi/collection/international_child_health_sub
http://www.aappublications.org/cgi/collection/nutrition_sub
http://www.aappublications.org/site/misc/Permissions.xhtml
http://www.aappublications.org/site/misc/reprints.xhtml

PEDIATRICS

OFFICIAL JOURNAL OF THE AMERICAN ACADEMY OF PEDIATRICS

Effect of Maternal Multivitamin Supplementation on the Mental and
Psychomotor Development of Children Who Are Born to HIV-1-Infected
Mothersin Tanzania
Nuala McGrath, David Bellinger, James Robins, Gernard |. Msamanga, Edward
Tronick and Wafaie W. Fawzi
Pediatrics 2006;117;e216
DOI: 10.1542/peds.2004-1668

The online version of this article, along with updated information and services, is
located on the World Wide Web at:
http://pediatrics.aappublications.org/content/117/2/e216

Pediatricsisthe official journal of the American Academy of Pediatrics. A monthly publication, it
has been published continuously since 1948. Pediatrics is owned, published, and trademarked by
the American Academy of Pediatrics, 345 Park Avenue, Itasca, lllinois, 60143. Copyright © 2006
by the American Academy of Pediatrics. All rights reserved. Print ISSN: 1073-0397.

American Academy of Pediatrics

DEDICATED TO THE HEALTH OF ALL CHILDREN®

Downloaded from www.aappublications.org/news by guest on November 25, 2020



http://pediatrics.aappublications.org/content/117/2/e216

