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Objectives: To determine the efficacy of oral antibiotics in under-
five children with pneumonia and chest indrawing.

Methods: We included controlled clinical trials (randomized or
quasi randomized) that compared the efficacy of oral antibiotics
versus parenteral antibiotics for treatment of community- acquired
pneumonia with chest-indrawing (severe pneumonia as defined
by the World Health Organization’s guidelines) in children below
60 months of age. Data were extracted and managed using
RevMan software. Main outcome variables were: treatment
failure rate, relapse rate, death rate, need for hospitalization, and
severe adverse effects.

Results: We identified four randomized controlled trials involving
4400 children who were diagnosed to have severe pneumonia but
were feeding well and not hypoxic. Baseline characteristics of

children in the two treatment arms (oral and parenteral antibiotics)
were similar. In two studies, oral antibiotics were administered on
an ambulatory basis, while in two, oral antibiotics were used in
hospitalized children. Failure rate in children receiving oral
antibiotics was 13% (288/2208) while that in children receiving
parenteral antibiotics was 13.8% (302/2183) (OR 0.93; 95% ClI
0.78, 1.11). Failure rates were not affected by the type of oral
antibiotic, or presence of wheeze. Relapse rates, hospitalization
or serious adverse events were similar in the two groups.

Conclusion: Children with tachypnea with chest-indrawing
without signs/symptoms of very severe pneumonia may be
treated with oral antibiotics.

Key words: Ambulatory treatment, Amoxicillin, Management,
Outcome.

ommunity-acquired pneumoniais the leading

cause of under-five morbidity and mortality in

developing countries. Out of the 6.3 million

deaths worldwide in children under five years
of ageintheyear 2013, pneumoniaaccounted for 14.9% of
theses deaths.

To improve the case detection and to standardize the
management, WHO proposed simple classification for
severity of pneumonia. As per these guidelines, children
with severeor very severepneumoniahad to betreated with
parentera antibiotics[2]. Asper theguideling, all children
with chest indrawing needed hospitalization for parenteral
antibiotics. Thisapproach may beassociated with multiple
problems [3]. Recent trials suggest that children with
pneumoniaand chest indrawing may be treated with oral
antibiotics[4-6]. We planned systematic review of al the
clinical trials evaluating oral antibiotics in under-five
children having community-acquired pneumonia with
chest-indrawing.

METHODS

All controlled clinical trials (randomized or quasi
randomized) that compared the efficacy of oral antibiotics
with parenteral antibiotics for treatment of community-
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acquired pneumonia with chest-indrawing (severe
pneumonia) for children below 60 months of age were
included. Severe pneumoniafor the purpose of thisreview
wasdefined ascough or difficult breathing for lessthan two
weeks; and rapid breathing (defined asarespiratory rate of
more than 50 breaths/min in children two months to 11
monthsold, and morethan 40 breaths/minin children 12 to
59 months of age); and lower chest-indrawing [2]. There
wereno language, regional or socio-economic restrictions.

Accompanying Editorial: Pages477-78.

Studieson children suffering from chronic pulmonary
diseases, immunodeficiency disorders, neurological
disorders affecting lung function, and cardiac disorders
were excluded.

Types of interventions. Comparison of antibiotics, in
which at least onearmincludesoral antibioticsin hospital
(inpatient or outpatient) or community-based setting. The
other arm may be parenteral therapy aone or switch
therapy inwhichinitial parenteral treatment isfollowed by
oral antibiotics to complete the course. The antibiotics
used for the oral and parenteral routes could be different.
Subgroup analyses were carried out for hospital-based
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treatment/outpatient treatment and for type of oral
antibiotics.

Outcome measures. Primary outcome measure was
‘treatment failure’ defined as the presence of any of the
following: persistence of chest indrawing, at time of
assessment within 2 weeks of enrolment in the study,
convulsions, drowsiness or inability to drink at any time,
respiratory rate above the age-specific cut-off point on
completion of treatment, or oxygen saturation of lessthan
90% (measured by pul se oximetry) after completion of the
treatment or mortality. Loss to follow-up or withdrawal
fromthe study at any timeafter recruitment ‘failure’ inthe
analysis was also considered as Secondary outcome
measures included: (a) ‘relapse’ defined as recurrence of
symptoms/signs during follow up period following an
improvement in clinical signs and symptoms with
treatment and declared as cured; (b) death; (c) need for
hospitalization; and, (d) severe adverse effects.

Search strategy for identification of studies. We
searched the Cochrane Central Register of Controlled
Triads: issue4 of 2015 (The CochraneLibrary), MEDLINE
(1966 toApril 2015) and EMBA SE (1980toApril 2015) by
using appropriateterms (Web Tablel).

We also searched bibliographies of the articles that
were selected for review to identify any additional trials
not recovered by the el ectronic searches.

Methods of the review: Abstracts of all articleswereread
by two authors independently, and the relevant articles
were selected. Full text articles of selected studies were
obtained. For missing data, the corresponding author was
contacted by e-mail. If there was no response in two
weekstime, we used theavailableinformation. A scienti<t,
not involved in the data extraction, concealed the
identifiers of the study by covering the titles, names of
the authors on the printed version of the articles, and
assigned serial numbersto the studies.

Data of baseline characteristics, and primary and
secondary outcome measures were extracted in a
pretested performa by two authors, independently.
Differencesin the datawere resolved by discussion with
third author.

Satistical analysis. Analyses were carried out using
RevMan program (version 5.2). We assessed
heterogeneity using the RevMan software that gave |2
values, we considered significant heterogeneity to be
present if the 12 value was more than 30%. In case of
heterogeneity between the studies, efforts were made to
explorethe causes. Random effectsmodel wasused for all
analyses. Following subgroup analyses were aso
performed: (i) Failure rates in children receiving oral
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amoxicillin in comparison to parenteral penicillin/
ampicillin; (ii) Failureratesin children receiving oral drug
as cotrimoxazole in comparison to parenteral penicillin;
and (iii) Failure rates in ambulatory versus hospitalized
treatment regimen.

We planned to assess the publication bias by Funnel
plot in case sufficient number of trials were available.
Quality of included studies was assessed using the
Cochrane Collaboration’s 'Risk of bias' tool [7] by two
authors independently.

REsULTS

Weidentified atotal of 1979 articlesfor the period 1966 to
April 2015. After reviewing the abstracts of these articles,
full text articles of 12 studies were retrieved; of these, a
total of 4 randomized controlled trials (RCTs) were
identified for dataextraction (Fig. 1). Details of included
studiesare presentedin Tablel.

Of the four studies included, one was multi-country
[4] [Colombia, Ghana, India, Mexico, Pakistan, South
Africa(two sites), Vietnam, Zambia]; and one study each
werecarried out in Pakistan [5], Gambia[6] and Kenya|[§].
Three studies used amoxicillin as the ora antibiotic and
Penicillinfampicillinas parenteral antibiotics[4,5,8] while
one used co-trimoxazole as the oral antibiotic [6]. Eight
studies were excluded [9-16]. Reasons for exclusion are

Additional records identified
through other sources
(n=Nil)

Records identified through
database searching
(n=1979)

1 1

Records after duplicates
removed (n=1979)

Records excluded
(n=1967)

Records screened
(n=1979)

l

Full-text articles

Full-text articles excluded,

assessed for eligibility |—s with reasons
(n=12) (n=8)
l Studies compared two strategies
Studies included in not-antibiotics (2)
qualitative synthesis Not RCT (1)
(n=4) Compared two oral antibiotics (1)
L Compared oral with oral aswell as

injectable antibiotics (1)

RCTs did not use WHO defintions for
pneumonia and included children older
than 5 years (2)

RCT compared oral antibiotic with
comparator (multiple antibiotics
including iv/ora) (1)

Studies included in
qualitative synthesis
(meta-analysis)
(n=4)

Fic.1 PRISVIA Flow Diagramfor study selection.
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TABLE | DETAILSOF INCLUDED STUDIES

Addo-Yobo, et al. [4]

Methods This multicentre, randomized, open-label equivalency study carried out at nine sites[Colombia, Ghana, India,
Mexico, Pakistan, South Africa(two sites), Vietnam, Zambia] with an aimto determinewhether oral amoxicillin
and parenteral penicillin were equivalent in thetreatment of severe pneumoniain children aged 3-59 months.

Participants 1702 children aged between 3 monthsto 59 months of either sex with severe pneumoniabased on case definition
given by WHO.

Interventions All patientswere admitted for 48 hours. Patientsreceived oral amoxicillin 45 mg/kg/day infour divided dosesfor
5daysor parenteral penicillin G 200000 U /kg/day in four divided doses.

Outcome Treatment failurewas 19%in each group (161 patients, penicillin; 167 amoxicillin; risk difference-0.4%; 95% Cl
-4.210 3.3) at 48 h. Infancy (age 3-11 months; odds ratio 2.72; 95% CI 1.95to 3.79), very fast breathing (1.94;
1.421t02.65), and hypoxia(1.95; 1.34 t0 2.82) at baseline predicted treatment failure by multivariate analysis.

Hazr, etal. [5]

Methods Randomized, open-label equivalency trial wasdone at seven study sitesin Pakistan.

Participants 2100 children of either sex between 3 monthsto 59 months of agewith WHO defined severe pneumonia.

Interventions Children either received parenteral ampicillin (100 mg/kg per day in four doses) for 48 h, followed by 3 days of
oral amoxicillin (80-90 mg/kg per day; n=1012) in hospital or to home-based treatment for 5 days with oral
amoxicillin (80-90 mg/kg per day intwo doses; n=1025).

Outcome 1048 wererandomly assigned to hospitalization and injectable ampicillin and 1052 to ambul atory treatment with
oral amoxicillin. Asper intention to treat analysiscumul ativefailureratesby day 6 in hospitalized and ambul atory
treatment was 105/1048 (10.0%) and 89/1052 (8.5%) respectively with arisk difference of 1.6% (-0.9 to 4.0).
Relapseratesby day 14 in hospitalized and ambul atory treatment group were 31/943 (3.3%) and 26/963 (2.7%)
respectively with arisk difference of 0.6% (-0.9t0 2.1)

Campbell etal. [6]

M ethods A quasi randomized controlled trial on children with cough with chest indrawing (WHO defined severe
pneumonia) in rural Gambia. Children were assigned sequentially to one of the two treatment groups (Oral co-
trimoxazol e or injection of procaine penicillin).

Participants 134 children, aged 1 month to 4 years, who presented with acuterespiratory illnessfor lessthan 1 week with signs
of respiratory distress (intercostal indrawing or nasal flaring),.

Interventions Children in group A received a 5-day course of oral co-trimoxazole on ambulatory basis. Those in group B
received a single intramuscular injection of fortified procaine penicillin (procaine penicillin 4 mega units plus
benzylpenicillin 1 megaunit per vial) and a5-day course of oral ampicillin on ambulatory basis.

Outcome There were no significant differences between the two groups in any of the symptoms, signs, or laboratory
findings (e.g., length of illness, mean respiratory or heart rate, mean temperature, presence of auscultatory or
radiological changes consistent with pneumonia, and blood culture isolation rate). There were no significant
differences between the two groupsin terms of final outcome at 2 weeks follow-up when assessed either by the
mothersor theclinician.

Agweyu, etal. [§]

Methods An open-label, multicenter, randomized controlled noninferiority trial was conducted at 6 Kenyan hospitals.
Eligible children aged 2-59 monthswererandomized to receiveamoxicillin or benzyl penicillin and followed up for
the primary outcome of treatment failure at 48 hours.

Participants Children aged 2-59 monthswith severe pneumoniaasdefined in the 2005 WHO guidelineswererecruited from 6
public hospitalsacrossKenya.

Interventions Eligible children were randomized to oral amoxicillin at dose of 40-45 mg/kg twice daily or intravenous/
intramuscular benzyl penicillin at 50 000 | U/kg 4 timesdaily for aminimum of 48 hours.

Outcome Treatment failure by day 5 postenrollment was 11.4% and 11.0% and rising to 13.5% and 16.8% by day 14inthe
amoaxicillinvsbenzyl penicillin groups, respectively. Four patientsdied (overall mortality 0.8%) during the study,
3 of whom were allocated to the benzyl penicillin group. The presence of wheeze wasindependently associated
withlessfrequent treatment failure.

Comments Open label randomized controlled trial and included children with co- morbidity including malaria, diarrhea,
wheeze, and asingle convulsionin the presence of fever.
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TABLE Il GRrRADE PrROFILE

Efficacy of oral antibioticsin under-five children with pneumoniaand chest indrawing.

Patients: Children <5 yearsagewith pneumoniaand chest indrawing

Intervention: Oral antibiotics
Comparison: Parenteral antibiotics
Outcome: Treatment failure

Participants ~ Riskof  Inconsistency Indirectness Imprecision Publication Overall Study event Relative Anticipated
(studies) bias bias quality of rates (%) effect absolute
Follow up evidence (95% ClI) effects
With With Riskwith  Risk
Parenteral Oral Parenteral  difference
antibiotic antibiotics antibiotics  with
Oral
antibiotics
(95% CI)
Failurerate
4400 noserious  noserious no serious no serious undetected +++ 302/2183  288/2208 ORO0.93 138 per 8fewer per
(4studies) risk of inconsistency  indirectness  imprecision High (13.8%) (13.04%) (0.78t01.11) 1000 1000 (from
5days bias 27 fewer to
13 more)

giveninWeb Table | l. Asthe number of included studies
was only four, the publication bias could not be assessed
by funnel plot. Quality of studies is described in
WebFig. 1.

Baseline characteristics of included subjects. A total of
four RCTs (4400 children lessthan 60 months of age) were
includedfor analysis. All 4 RCTsenrolled childrenbelow 5
yearsof age; one of theseincluded children from 1 month
to 4 years of age [6]. Data on the number of children
between 1-2 months were not available separately.
Information on children below 1 year of agewasavailable
in3 studies[4-6]; atotal of 2389 out of 3873 childrenwere
below oneyear of age. The number of children below one
year of age in oral and parenteral antibiotics group was
1205 and 1184, respectively. The proportion of infants
wassimilar (OR 1.03; 95% Cl 0.86, 1.22) inthetwo groups.
Number of boys in oral antibiotic group and parenteral
antibiotic group were 1314 and 1280, respectively (OR
1.04;95%Cl1 0.92,1.17).

Information on wheezing was available in three
studies [4,5,8]. These excluded children with current
wheeze with history of asthma and if their lower chest
indrawing resolved with salbutamol inhalation.
Information on those who had current wheeze that did not
resolve with salbutamol inhalation was not available
separately according to groupsin one study [4]; however,
information on numbers devel oping wheeze at 48 hours
was avalable. Number of children with wheeze in
amoxicillingroup and penicillinfampicillin group were 931
and 935, respectively (OR 1.03; 95%Cl 0.79, 1.33)

Only one study [4] provided data on children
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with weight-for-age <—2Z. Number of children with
mal nutrition in those getting oral or parenteral antibiotics
were 124 and 133, respectively (OR 0.91; 95% CI 0.609,
1.18).

Study by Addo-Yobo, et al. [4] excluded childrenwho
received antibiotics in recent past. Others[5,8] included
children receiving antibiotics in recent past. Number of
childreninoral and parenteral groupswho gave history of
receiving antibiotics or their urine showed antimicrobial
activitiesinurinewere268 and 152, respectively (OR 1.21;
95%Cl 0.97,1.50).

Etiological agents were identified in one study [4].
Respiratory Syncytia Virus (RSV) was isolated from
nasopharyngeal aspirates of children getting oral or
parentera antimicrobialsin 196/769 (25.5%) and 183/759
(24.1%), respectively (OR 1.05, 95% CI 0.83, 1.32).
Nasopharyngeal cultures for bacterial pathogens were
positivefor S. pneumoniae and H. influenzaein 201/743
and 146/743, respectively in ora antibiotic group and
samewas 217/743 and 145/739, respectively in parenteral
antibiotic group.

Three studies compared oral amoxicillin with
ampicillin or penicillin [4,5,8]. One study compared oral
cotrimoxazolewithinjectableprocainepenicillin[6].

Treatment-failure rate: Failure rate in children receiving
oral antibiotics was 288/2208 (13%) while that in
children receiving parenteral antibiotics was 302/2183
(13.8%) (OR 0.93,95% CI 0.78, 1.11) (Fig. 2).

Among three studies [4,5,8] involving 4166 children
(2145 in oral amoxicillin group and 2121 in parenteral
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Oral antibitics  Parental antibiotics Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Addo-Yobo 2004 185 857 187 845 59.6% 0.97 [0.77, 1.22] s}
Agveyu 2015 20 260 21 261 7.7% 0.95[0.50, 1.80] s
Campbell 1988 5 66 5 65 1.9% 0.98 [0.27, 3.57] -1
Hazir 2008 b g 1025 87 1012 30.8% 0.86 [0.63, 1.19] -
Total (95% CI) 2208 2183 100.0% 0.93[0.78,1.12] é
Total events 287 300

Heterogeneity: Tau? = 0.00; Chi* = 0.34, df = 3 (P = 0.95); = 0%
Test for overall effect: Z = 0.75 (P = 0.45)

001 0.1 1 10 100
Favours experimental Favours control

FiG. 2 Forest-plot for Primary outcome of treatment failurerate.

antibioticsi.e. penicillinfampicillin, faillureratesin children
receiving oral amoxicillin or parenteral antibiotics were
282/2142 (13.2%) and 295/2118 (13.9%), respectively (OR
0.93;95%Cl 0.78,1.12).

Oral cotrimoxazole was used in one study [6]. The
failureratewas 6/66 (9.1%) and 7/65 (10.7%) in children
receiving oral cotrimoxazole or intramuscular procaine
penicillin, respectively (OR 0.83; 95% Cl 0.26, 2.61).

In two studies [4,8], al enrolled subjects were
admitted in beginning for atleast 48 hours. In one study
[5], hospitalized children received injectable ampicillin
while those recelving amoxicillin were treated on
ambulatory basis. In one study [6], both the groups were
treated on an ambulatory basis. The odds ratio of failure
of treatment in the three studies was 0.97 [95%CI 0.77,
1.22], 0.86 [95% Cl 0.63, 1.19], and 0.83 [95% CI 0.26,
2.61], respectively.

Relapse rates: Only one study reported relapse rates [5].
Number of patients who had relapse in oral antibiotics
and parenteral antibiotics groups was 25/948 (2.6%) and
31/925 (3.4%), respectively (OR 0.78; 95% Cl 0.46, 1.33).

Hospitalization: One study [4] was carried out in
hospitalized children or at least they were admitted in
hospital for 2 days. In one study [5] children receiving
parenteral therapy were hospitalized at least for first two
days; however, the study does not report number of
children in the ora antibiotic group who required
hospitalization; it suggests that those failed to treatment
weregiven aternative therapy. One study was carried out
on ambulatory basis[6]. In this study numbers requiring
hospitalization in oral or parenteral antibiotic group were
3/66 (4.5%) and 2/68 (2.9%), respectively (OR 1.57;
95% Cl 0.25,9.72).

Death rates: Number of children who died in the ora
antibiotics and parenteral antibiotics groupswere 5/2208
(0.2%) and 15/1925 (0.8%), respectively (OR 0.3; 95%
C10.11,0.77).
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Serious adverse events (SAE): SAE were specifically
reported in one study [4]. They noted SAE in 30 children
(8 in amoxicillin group and 22 in penicillin group). The
SAE weredeathsin 12, rashin 5, diarrheain 5, allergy to
penicillinin 2, anemiaand malariain one, severe malaria
in 3 and unspecified eventsin 2. Thirteen of these SAE
were thought to be either possibly or probably associated
with the study drug, and treatment was discontinued or
changed in 12 of the 13 cases — al improved
subsequently. None of the deaths were attributed to study
drug reaction.

Quality assessment: Three studies [4,5,8] were assessed
to be of good quality except that they were not blinded
(Web Fig. 1). These three studies compared oral
amoxicillin with parenteral antibiotics. The fourth study
[6], comparing co-trimoxazol e with parenteral antibiotic,
had inadequate information regarding the seguence
generation and allocation concealment; this was also an
unblinded study. Using the GRADE framework, the
availableevidenceisof ‘Highquality’ (Tablell).

DiscussioN

Theresultsfrom this systematic review suggest that there
is no significant difference in the outcome (failure rates
and relapse rates) of pneumonia with chest indrawing in
under-five children, between those treated with ora or
parenteral antibiotics; the results were not influenced by
treatment in hospital or treatment in community, the type
of oral medications (amoxicillin or co-trimoxazole),
etiological agents (RSV positive or negative) and
presence of wheeze. Results suggest that children with
pneumonia with chest indrawing (in absence of danger
signs and signs of very severe pneumonia) can be treated
with oral antibiotics. However, it is not possible to
suggest a single antibiotic that is most effective. In
present review, it was not possibleto directly compare co-
trimoxazolewithamoxicillin.

All four included studies were carried out in low-to-
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antibiotics

WHAT IS ALREADY KNOWN?

e Children below 5 years of age with severe pneumonia require hospitalization for treatment with intravenous

WHAT THIS STUDY ADDS?

« Children below 5 years of age with severe pneumonia can be managed with oral antibiotics at home in absence
of danger signs or signs of very severe pneumonia, with monitoring by health care workers.

middle income group of countries. Three studies were
carried out in hospital (or partly in hospital) while one
study was carried out completely on ambulatory basis,
exclusion of which did not changetheresults. Therewere
threemore RCTs (that included children <60 monthsof age
along with older children) comparing oral and parenteral
treatment for severe pneumonia; these also suggest no
differenceinthefailurerates[11,12,16]. However, the WHO
definitions were not used in these studies. Two cluster-
randomized controlledtrials, carried out in rural Pakistan,
compared home treatment of severe pneumonia with
conventional treatment i.e. referra to hospital for
parenteral antibiotics[9,10]. Both the studies concluded
that community case management could result in a
standardized treatment for children with severe
pneumonia, reduce delay in treatment initiation, and
reduce the costs for families and health-care systems. A
multi-centric observationa study [14] a so reported similar
results. Only one systematic review compared oral with
parenteral antibiotic treatment [17] and included only one
study [6]. As part of comprehensive reviews [18,19] on
antibioticsfor community acquired pneumoniain children,
subgroup analyses were carried out to document
comparison of oral versus parenteral antibiotics for
treatment of severe pneumonia. In these reviews, three
studies[4-6] wereincluded and reported that failurerates
were similar in the two groups. In the present review, we
included four studies that compared oral and parenteral
antibioticsin children bel ow 60 months of age.

Mortality due to pneumonia may be affected by
underlying illness like acquired immune deficiency
syndrome (AIDS), congenital heart disease, severe
malnutrition, and delayed intervention due to health-
seeking behavior. Results of present review may not be
applicable to countries with high rates of HIV infection.
In one study [4] included in present review, after interim
analysis of results, a modification in protocol was made
to exclude children with suspected HIV infection due to
higher mortality rates in countries with higher HIV
infection rates. Therefore, the conclusions of present
review may not be applicable to countries with high HIV
infectionrates.

INDIAN PEDIATRICS

Theavailability of vaccination against S. pneumoniae
and H. influenzae (common organisms for community
acquired pneumoniain under-five children) isexpected to
change the etiological agents aswell as reduce mortality.
This may change the approach to management of
pneumonia. However, in most middle- and low-income
group countries, the coverage of under-five children with
these vaccines is low [20]. Therefore, the present
strategiesfor management should be effective.

Present review has a limitation that the clinical
diagnosis of pneumonia was not confirmed by other
investigations in the included studies. However, it is a
common practice to use only clinical criteria for the
diagnosis and management of pneumoniain high burden
settings.

Based on the results of the present review, we
conclude that children with pneumonia with chest
indrawing (severe pneumonia) from low- and middle-
income countries and low rates of HIV infection may be
managed with oral antibiotics at home in absence of
danger signs or signs of very severe pneumonia, with
monitoring by health careworkers.
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