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Objective: To study the effect of 2 weeks of prophylactic zinc
supplementation on incidence and duration of acute respiratory
infections.

Design: Randomized double blind controlled trial.

Setting: Community based; urban resettlement area in North-
East Delhi, India.

Participants: 272 children aged 6-11 months with acute
respiratory infections. Children receiving zinc supplement within
the past 3 months, severely malnourished, immuno-deficient, on
steroid therapy, with severe illness requiring hospitalization, or
children of families likely to migrate from the study area were
excluded.

Intervention: Placebo (syrup base) or zinc (20 mg/5 mL
elemental zinc as zinc sulfate) orally given for a period of 2 weeks.

Main outcome measure(s): Incidence, type and duration of
acute respiratory infections, and adverse effects.

Results: No effect on incidence of acute respiratory infections
was noted. Adecrease of 15% (0.78-0.94) in days and 12% (0.78-
0.94) in duration of episode in acute respiratory infections was
observed. Incidence of acute lower respiratory infections
decreased by 62% (0.26-0.36) and the effect remained for full five
months of follow up. There were no drop outs due to side effects.

Conclusions: Prophylactic zinc supplementation for two weeks
may reduce the morbidity due to acute lower respiratory infections
but not overall rate of acute respiratory infections in infants aged
6-11 months in similar populations.
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Prophylaxis.
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inc is a vital micronutrient in humans and is

essential for protein synthesis, cell growth, and

differentiation and thus is important for

functioning of the immune system [1]. Mild to
moderate zinc deficiency is common in several
developing countries, including India, because the
commonly consumed staple foods have low zinc contents
and are rich in phytates, which inhibit the absorption and
utilization of zinc [2]. Strong evidence for a causal
relationship between zinc deficiency and childhood
infections has come from randomized controlled trials of
zinc supplementation [3].

Acute respiratory infections (ARIs) especially Acute
lower respiratory infections (ALRIs), are among the
leading causes of death in children under the age of 5
years [4-6]. Zinc deficiency is projected to be responsible
for 118,000 thousand deaths in children less than 5 years
in developing countries [7]. Recent trials and meta-
analyses have demonstrated that zinc supplementation
both therapeutic and prophylactic reduces the duration,
severity and incidence of ARIs [8,9]. However, most of
these trials have used continuous supplementation, in a
wide age group and produced variable results. The
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current study aimed to evaluate whether zinc prophylaxis
for a short duration has any role in reducing the morbidity
due to ARIs in apparently healthy infants of 6-11 months
ofage.

Accompanying Editorials: Pages 775-78.

METHODS

This was a community-based, randomized, double-blind,
parallel-arm placebo-controlled trial, conducted from 1st
January 2011 to 15th January 2012. We included all
infants 6-11 months of age residing in Gokulpuri, an
urban resettlement colony in North East District of Delhi,
India, who were likely to stay till the completion of the
study. Gokulpuri has a predominantly migrant population
of about 23000, the majority belonging to the middle and
lower socioeconomic strata. To achieve the final sample
size, additional children were recruited from adjacent
area of Gangavihar which has a similar population.

The study was approved by the Institutional Ethical
Committee of Maulana Azad Medical College and
Associated Hospitals, New Delhi.
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We hypothesized that zinc supplementation for 2
weeks will reduce the incidence of ARIs in subsequent
months. We excluded childred receiving zinc supplement
in the past 3 months, those who were severely
malnourished, known immuno-deficient or on steroid
therapy, severely ill children requiring hospitalization,
and children of families likely to migrate from the study
area. A house-to-house survey was done at the beginning
of'the study to identify and recruit the eligible infants. The
study purpose was explained and an informed consent
was obtained from parents of all infants before they were
recruited. The recruitment was done during first two
weeks of January and July followed by subsequent five
months of follow-up.

Intervention: The liquid preparations were prepared by
Abyss Pharma, Delhi. Each 5 mL of the preparation
contained placebo (syrup base) or zinc (20 mg elemental
zinc as zinc sulfate). The syrups were of similar color
(orange), taste (orange flavored), and consistency, and
were packaged in similar bottles. We randomized the
treatment allocation by simple randomization using
computer generated random numbers (Excel 2010). The
bottles were labeled with serial numbers after
randomization in the Department of Community
Medicine, MAMC, without the knowledge of the field
investigator. The field investigator and parents were
blinded to the treatment allocation till the end of follow-
up period. The mothers received the bottles with labeled
serial numbers and names. The field investigator
administered the first dose of the intervention at the time
of recruitment and advised the mother to give 5 mL of
syrup (using standard 5 mL plastic spoon) daily to the
infant for the remaining 13 days. Subsequently visits were
made on the 7th and the 14th day to ensure compliance. In
case the syrup had not been given regularly, a maximum
of one week was given to complete the dosages. We
collected data for any possible side effects as reported by
the caregivers during these visits. To ensure that the child
did not receive additional doses of zinc, we provided
mothers with identity cards indicating the study title and
that the infant was participating in the study. These cards
were to be produced whenever the child was taken to any
medical practitioner.

Outcomes and Follow up: The primary outcome was the
incidence of ARIs per child-year. Secondary outcomes
included incidence of Acute Upper Respiratory
Infections (AURI) and ALRI per child-year, duration of
ARIs, and side effects. AURI was diagnosed if the child
had cough or cold with or without fever. ALRI was
diagnosed if the child had symptoms of cough with
difficult and/or rapid breathing or chest indrawing as
informed by the caregiver [10]. Duration was assessed as
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the number of days with ARIs and as mean number of
days an ARI episode lasted. A baseline assessment was
done at the time of recruitment which included weight
and length measurements using a Salter weighing Scale
(up to 100 g) and an infantometer (up to 1 mm),
respectively. All the outcomes were assessed by a trained
field investigator based on history by caregiver.

Follow-up for ARIs began at the 15th day post-
intervention. Each child was followed up fortnightly (+ 3)
days and the follow-up continued till 5 months after
completion of zinc/placebo supplementation. At each
follow-up, mother/caregiver was asked about history of
ARIs during the previous 15 days. Recovery from an ARI
episode was considered when the last day of ARIs was
followed by a 72-hour ARI-free period [10]. Subsequent
episodes were considered to be new ARIs episodes.

Sample Size: For sample size calculation, incidence of
ARI was taken as 5.5 episodes (SD = 3.15) per child-year
as per previous studies [11]. Thus, for a 20% reduction in
the incidence of ARI (o0 0.05 and power 80%), we
required 258 infants (129 in each group). Taking into
account possible 5% attrition, the final sample size was
272.

Statistical Analysis: The data were collected and checked
for accuracy on a daily basis and entered in SPSS version
16. The incidence was expressed as episodes per child per
year. The counts were expressed by means and standard
deviation. Difference between means was tested using t-
test, for normally distributed data or Mann Whitney U
test, for skewed data.

Generalized Estimating Equations (GEE) were used
to obtain an incident rate ratio with 95% confidence
intervals, in order to compare month-wise number of
episodes and duration of ARIs using Poisson log linear
distribution, by intention to treat analysis. The
exchangeable working correlation matrix was selected
for all the outcomes. We included all children who had
taken at least two doses of the intervention for the
analyses. The follow-up visits for which the infant
outcomes were not available were imputed using the
worst case (2 episodes of ARI) and best case scenarios
(no episodes). As it did not change the study results, the
missing data were excluded from the final analysis. We
decided to adjust the incident rate ratio for covariates
which appeared to be different at baseline in the two
groups. We also decided to compare the month-wise
mean episodes of ARIs in the two groups.

Socioeconomic status was assessed using the
Modified Kuppuswamy Scale (based on education and
occupation of family head and total family income)
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modified for Consumer Price Index for industrial workers
of India for 2011 [12]. Z-scores for length and weight
were calculated using WHO reference tables for length
and weight[13,14].

RESULTS

From a total of 3155 households identified during the
house to house survey, we assessed 272 infants for
eligibility and all were recruited (Fig. 1). Infants in both
the groups shared similar baseline characteristics (Table
1). Seven families which migrated during the study period
also shared similar baseline characteristics. Final
analyses included 134 infants in the zinc group and 124 in
the placebo group, who had completed the study. The
mean number of follow-ups was 10 in each group. A total
of 19 infants (13.5%) in zinc group and 26 infants (20%)
in placebo group were given additional one week to
complete the intervention as they were found to be
initially non-compliant. The parents of infants who
refused to be the part of the study even after this period
were excluded from the analysis as refusals.

Out of the total 862 episodes observed, 424 episodes
occurred in the zinc group and 438 in the placebo group,
accounting for an incidence of 7.84 and 8.70 per child-
year, respectively, at the end of 5 months (Table 11). GEE
regression model showed that there was a non-significant
reduction of 9% (Adjusted IRR 0.91, 95% CI 0.81-1.02)
in episodes of ARIs in the zinc group as compared to the
placebo group.

When types of ARIs were analyzed separately (Table
I1), we found a non-significant increase of 1% in the
episodes of AURIs (Adjusted IRR 1.01, 95% CI: 0.89-
1.14). However a significant decrease of 62% in the
episodes of ALRIs (Adjusted IRR 0.38, 95% CI: 0.26-
0.36) was observed in the zinc group.

Zinc supplementation led to a significant reduction of
15% (Adjusted RR 0.85, 95% CI: 0.78-0.94) in days with
ARIs. There was also a significant reduction of 12% in
duration per episode of ARIs (Adjusted RR 0.88, 95% CI:
0.78-0.94) observed in the zinc group (Table II). A
subgroup analysis on wasted and stunted infants showed
similar effects of prophylactic zinc (Web Table I).

After the second month the episodes were almost
similar in the two groups. Zinc prophylaxis significantly
reduced the incidence of ALRI for all months of follow-
up (Web Table IT).

Reported side effects were diarrhea, vomiting and
constipation. The percentage of children reporting these
were 9%, 10.4% and 1.5%, respectively in the zinc group
and 7.3%, 4.8% and 0%, respectively in the placebo
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Total number assessed
N=272

Excluded, 0
Consent refusals, 0

Total number enrolled
and randomized =272

Zinc group Placebo group
141 131

| Started intervention, 141 Started intervention, 131

Refusal to take Refusal to take
Intervention, 2 Intervention, 4
Lostto Lostto
| | Follow up, 5 Followup, 5
Migrated, 4 Migrated, 4
Died, 1 Died, 1
Completed study Completed study
134 124

Fic. 1 Trial flow.

TABLE | BASELINE CHARACTERISTICS OF THE STUDY
PARTICIPANTS
Characteristic Zinc Placebo
(n=141) (n=131)
Male gender, n (%) 67 (47.5%) 68 (51.9%)
Mean age, mo; mean (SD) 8.77 (1.73) 8.76 (1.86)
Socioeconomic status
Upper & upper middle 43 (30.5%) 34 (26%)
Lower middle and lower 98 (69.5%) 97 (74.1%)
Length for age, Z score* -1.76 (1.46) -1.69 (1.48)
Stunted, n (%) 51(36.0%) 54 (41.0%)
Weight-for-age Z score* -1.50 (1.15) -1.58 (1.21)
Wasted; n (%) 43(30.0%) 53 (41.0%)

*Mean (SD)

group; the difference was non-significant. A death due to
diarrhea was reported in the zinc group three months after
recruitment. Verbal autopsy revealed severe dehydration
due to non-administration of oral rehydration solution or
home available fluids.

DiscussioN

We observed a significant reduction in duration of all
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forms of ARIs after 14 days of zinc supplementation (20
mg/day). A significant decrease of 62% in the episodes of
ALRIs was observed.

The major limitation of this study is that serum zinc
levels were not done to assess the deficiency and the
subsequent effect on serum zinc levels. Nevertheless,
previous studies in similar populations of Delhi have
shown that zinc deficiency is prevalent to the extent of
73.3% for values less than 10.4 pmol/L and 33.8% for
values less than 9 pmol/L [15]. Moreover, in our study the
proportion of stunted infants was more than 20%, which
suggests an elevated risk of zinc deficiency since stunting
is a proxy indicator of zinc deficiency in population
studies [16]. Thus the results of this study may be
extrapolated to similar zinc deficient populations only.

Previous studies done in healthy infants also observed
a non-significant or no reduction in the total number of
episodes of respiratory illness in the zinc group [17-21]. A
meta-analysis [22] showed that, the children receiving
zinc had fewer attacks of ARI (RR-0.92, 95% CI: 0.85-
0.99), and fewer days with all ARI (RR-0.95, 95% CI:
0.84-1.07). However, the authors excluded studies with
short-course prophylaxis in this meta-analysis.

Osendarp, et al. [19] reported 70% fewer episodes of
ALRIs with zinc prophylaxis in healthy infants with low
serum zinc levels at baseline. Though serum zinc levels
were not measured in the current trial, the study
population is expected to have low serum zinc levels
[15,23]. However, in the above study, continuous zinc
prophylaxis was given, ranging from 5 to 12 months
which is in contrast to current trial. With the similar study
setting, sample size and short course zinc prophylaxis of
zinc (20 mg/d for 2 weeks), Rahman, et al. [10] reported
that the incidence and prevalence of ALRI were
significantly higher in the zinc group than in the placebo
group after 6 months of follow-up. Other trials which had

TABLE Il EFFECT OF ZINC SUPPLEMENTATION ON INCIDENCE AND
DURATION OF ARIS IN THE STUDY PARTICIPANTS

Outcome Zinc Placebo Adjusted
IRR*

Child years observed ~ 54.8 50.2

ARI Incidence’ 7.8 8.7 0.9 (0.81-1.02)

AURI Incidence® 7.2 7.2 1.0 (0.89-1.14)

ALRI Incidence$ 0.5 1.5 0.3 (0.26-0.56)

Days” with ARI 11.4(6.6) 14.7(8.0) 0.8 (0.78-0.94)

Days” perepisode ARI 3.6 (1.6) 3.8(1.2) 0.8 (0.78-0.94)

*Incident rate ratio adjusted for wasting (95% Cl); *Mean (SD);
$episode/child/yr..
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given zinc prophylxis for continuously long durations
reported either a non-significant or no reduction in
incidence of ALRI [24-26]. The meta-analyses of
continuous and short course zinc proplylaxis on the other
hand have concluded that zinc prophylaxis significantly
reduces the incidence of ALRI [8,9,26-28]. Bhutta, et al.
[9] also showed that point estimates of effects were not
different in continuous and short-course zinc prophylaxis
trials [9]. Despite different duration of zinc prophylaxis
used in the above studies, the effect on ALRI was either
similar or better in the current trial.

This trial on short course prophylactic zinc
supplementation for 2 weeks in infants of 6-11 months
has shown to cause a large decrease the incidence and
duration of ALRIs in subsequent 5 months. Zinc
prophylaxis in zinc deficient populations may
significantly decrease morbidity due to ALRIs. The
results of this study have important cost- and operational-
implications as short-course prophylaxis of zinc in
adequate dose might be more feasible than continuous
therapy.
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WHAT IS ALREADY KNOWN?

Zinc supplementation for >3 months reduces the incidence and severity of acute lower respiratory tract infection
but not overall acute respiratory tract infection in children aged 1-5 years.

WHAT THIS STUDY ADDS?

Short-course (2 weeks) prophylactic zinc supplementation reduced acute lower respiratory tract infection morbidity
in apparently healthy infants of 6 to 11 months over 5 months of follow-up.
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