PEDIATRIC ALLERGY, IMMUNOLOGY, AND PULMONOLOGY PHARMACOTHERAPY UPDATE

Volume 32, Number 2, 2019
© Mary Ann Liebert, Inc.
DOI: 10.1089/ped.2019.1043

Emerging Therapies in the Treatment of Early
Childhood Wheeze

Elissa M. Abrams, MD, FRCPC,' and Hengameh H. Raissy, PharmD?

Phenotypic variation in asthma, especially early childhood asthma, is increasingly recognized. Although inhaled
corticosteroids are recommended as first-line therapy, it has less efficacy in controlling intermittent wheeze due
to viral-induced symptoms in early childhood. This article reviews 2 emerging therapies in particular for early
childhood wheeze: azithromycin and bacterial lysate therapy. Azithromycin’s effects are both antibacterial and
anti-inflammatory, and it has been shown in 2 studies in preschoolers to prevent progression to severe respi-
ratory tract infection and decrease duration of wheeze. Bacterial lysates work at multiple stages in the innate
and adaptive immune response and have been shown to decrease mean wheeze duration in particular in the
preschool age. More research is required although both therapies offer a promising future approach, in par-
ticular in the nonatopic preschool wheezer, as we move toward a more personalized approach to childhood
asthma.
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Introduction others.'*!'> In fact, it has been noted that airway bacteria are

equally likely as viral infection to be associated with asthma
exacerbations or intermittent wheezing episodes especially
in early childhood, and that bacterial and viral infection can
occur together.'*

In light of increasing recognition of phenotypic variation
within asthma in childhood, as well as lack of evidence
around the treatment of wheezing episodes that are largely
related to ARTIs, there is a need for new therapies to ad-
dress this knowledge gap in early asthma treatment. The
goal of this review is to discuss 2 emerging therapies that
may have a role in treatment and prevention of ARTI-
associated wheezing, especially in early childhood.

ASTHMA IS THE MOST COMMON chronic disease of
childhood.! Asthma also has 1 of the top 10 highest
rankings for disability-adjusted life years in school-aged
children.> Asthma begins in early childhood,’ and compli-
cations of asthma, including airway remodeling, can begin
in the early preschool years.*

Multiple international guidelines recommend the use of
daily inhaled corticosteroids (ICS) in children of any age
with symptoms of asthma.>® However, response to ICS ther-
apy varies, with atopic characteristics predicting a favorable
response.”® As a result, less is known about how to treat phe-
notypically nonatopic or ‘‘neutrophilic’” asthma in children. In
addition, ICS therapy, although effective at day-to-day symp-
tom control, has shown less efficacy in controlling intermittent
wheeze due to infection-induced symptoms in the Preschool- Azithromycin’s effects are antimicrobial but also anti-
aged group, colloquially termed *viral wheeze.”*"" inflammatory, and both these effects may play a role in the

Children have an average of 6-8 acute respiratory tract treatment of childhood wheeze. Azithromycin decreases
infections (ARTISs) per year,'* which are a leading cause of neutrophilic airway inflammation, potentially through the
intermittent wheeze/asthma exacerbations. Although viral mechanism of modulation of interleukin (IL)-8 production.lf’
infections remain the most common triggers of wheezing There have been 2 studies that have looked at the use of
episodes in early childhood (hence the term ‘‘viral azithromycin in the treatment of early childhood wheeze.
wheeze"),"? it is also recognized that bacterial infection is a  The Early Administration of Azithromycin and Prevention
common cause of intermittent wheeze and asthma exacer- of Severe Lower Respiratory Tract Illnesses in Preschool
bations; nasal samples have shown bacteria such as Strep-  Children (APRIL) study randomized 607 children aged 12—
tococcus pneumoniae and Moraxella catarrhalis, among 71 months with recurrent severe wheeze with ARTIs to

Azithromycin
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azithromycin (12 mg/kg per day for 5 days) or placebo at
the start of symptoms usually associated with the devel-
opment of ARTIs in the child.'”'® Children were eligible
for enrollment if they were on low-dose ICS monotherapy
but stopped their controller medication upon study entry,
consistent with recommendation for step-down therapy.
Over a 12-18 month period, there was a significant reduc-
tion in the progression to a severe respiratory tract infection
(defined as triggering prescription of oral corticosteroids)
compared with placebo (hazard ratio 0.64; confidence in-
terval [95% CI] 0.41-0.98; P=0.04). There was no signif-
icant difference in treatment effect based on atopic status.
Adverse events, including antibiotic resistant organisms,
were rare.

Another study from the Copenhagen Prospective Studies
on Asthma in Childhood (COPSAC) birth cohort random-
ized 72 children aged 1-3 years with recurrent asthma-like
symptoms to azithromycin (10 mg/kg per day for 3 days) or
placebo.'® Supplemental therapy for these troublesome lung
symptoms in the study included montelukast for children
who had previously benefited from it, ICS therapy, and/or
oral corticosteroids for severe episodes at the discretion of
the attending physicians. For the 158 asthma-like episodes
during the 4 years of study, there was a 63% (95% CI: 56.0—
69; P<0.0001) reduction in average number of symptom
days with azithromycin compared with placebo. In addition,
the effect size increased if treatment was initiated early. For
example, there was an 83% reduction in average episode
duration if treatment was initiated before day 6 of symptoms
compared with a 36% average reduction if treatment was
initiated after day 6. No difference in adverse events was
noted between groups, but antibiotic resistance was not
specifically examined. Concurrent treatment with either
montelukast or ICS therapy did not significantly modify
the treatment effect. There were too few oral corticosteroid
courses or hospital admissions for these outcomes to be
analyzed statistically.

At present, the role of macrolides in the management of
early childhood wheeze is unclear.>** Further studies are
required to support their efficacy, as well as to further elu-
cidate the potential risk of antibiotic resistance. However,
this approach represents an interesting alternative to daily
asthma therapies, especially in preschool-aged children with
intermittent infection-triggered symptoms.

The Microbiome

There have been emerging studies on the role of bacterial
lysates such as Broncho-Vaxom (OM-85 BV) or polyvalent
mechanical bacterial lysates (PMBL) in the treatment of
early childhood wheeze. Both of these therapies contain
lysates of 8 bacterial pathogens that are primarily from the
upper respiratory tract—Haemophilus influenzae, S. pneu-
moniae, Streptococcus pyogenes, Streptococcus viridans,
Klebsiella pneumoniae, Klebsiella ozaenae, Staphylococcus
aureus, and Neisseria catarrhalis. These lysates at multiple
stages in the immune response including enhancing innate
immune responses,?! increasing IgA and IgG,** upregulat-
ing T-helper (Th)l cytokines such as interferon-y and
downregulating Th2 cytokines involved in the allergic re-
sponse such as IL-4.%% It has been hypothesized that bacte-
rial lysolates could ‘‘preferentially restore Thl response that
is altered in children with asthma.”*
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Until recently, studies on OM-85 BV had excluded
children with recurrent wheeze and/or asthma but shown a
reduction in the number of acute respiratory tract illnesses in
children.”>® More recently, a few studies have supported
the potential role of bacterial lysates in preschool and
school-aged children with asthma.

A randomized double blind placebo controlled trial ex-
amined the use of OM-85 BV (1 capsule or 3.5 mg/day for
10 consecutive days for each of 3 months) in children aged
1-6 years of age with recurrent wheeze (3 or more episodes
in the past month) compared with placebo.?” It found that
use of OM-85 BV compared with placebo over the course of
the 12-month study resulted in 37.9% lower mean incidence
of wheezing attacks (P <0.001) and decreased mean wheezing
duration (mean difference=-2.09; 95% CI: —-3.06 to —1.10;
P=0.001). In multiple linear regression, the main difference
between the OM-85 BV and placebo groups was reduction in
number of acute respiratory tract illnesses (P <0.001).

Bacterial lysates are also being studied in the school-aged
asthmatic population. A randomized double blind placebo
controlled parallel-group study of 152 school-aged children
(6-16 years of age) with partially controlled or uncontrolled
atopic asthma (with perennial aeroallergen sensitization)
and at least 2 asthma exacerbations in the previous year
found that PMBL (1 tablet sublingually per day on first 10
days of each month for 3 consecutive months) reduced mean
number of asthma exacerbations compared with placebo at
week 12 (0.3£0.6 versus 0.8+ 1.1; P=0.009) and over the
total study period of 9 months (1.1+£1.3 versus 1.9+2.0;
P=0.01).%* Exacerbations were defined as mild/moderate if
requiring increase in ICS/beta-agonist therapy or an emer-
gency room (ER) visit, or severe if requiring hospitalization,
ER visit with prescription systemic corticosteroid therapy,
or isolated systemic corticosteroid therapy for >3 days (but
less than a week in duration). PMBL reduced the mean
number of days with each exacerbation (13.3+11.2 versus
19.8+15.7; P=0.009), and prolonged the time to second
exacerbation by 55% (hazard ratio=0.45; 95% CI: 0.27-
0.77; P=0.002) and to third exacerbation by 74% (hazard
ratio=0.26; 95% CI: 0.12-0.58; P<0.001). However, no
significant difference in asthma control test scores was noted
between the groups [as measured by Childhood-Asthma
Control Test (c-ACT)/ACT scores]. No serious adverse
events were noted.

Trials are ongoing such as a 36-month randomized trial
of the use of OM-85 BV (10 days/month for 2 years) in
young children aged 6-18 months with increased risk of
asthma and wheezing respiratory illnesses defined as one of
the following criteria: parental history of asthma, physician-
diagnosed atopic dermatitis in the participant, or physician-
diagnosed asthma in a blood sibling aged 4 years or more.
The primary outcome of this trial is time to occurrence of
first lower respiratory tract infection with wheezing during a
third observational year (NCT02148796).

Conclusion

Studies are emerging supporting alternative approaches
in the treatment of infection-induced wheeze, in particular in
the preschool-aged population. The studies on azithromycin
and bacterial lysates used different patient populations with
different doses and durations of therapy, and further studies
are required to determine the optimal dose and duration of
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therapy, as well as to elucidate any possible preferential
phenotypic responders. In particular, as ICS therapy is less
effective in nonatopic populations, a focus on this preschool
population would be interesting. Studies incorporating other
measures such as biomarkers may also be helpful in deter-
mining which preschoolers are most likely to benefit from
these therapies. Although current guidelines recommend
ICS therapy in preschoolers with recurrent wheeze, moving
forward a more personalized approach may be possible.

Author Disclosure Statement

H.H.R. is the Principal Investigator for AsthmaNet at the
University of New Mexico. E.M.A. has no conflicts of in-
terest or financial ties to disclose.

References

1. WHO: Chronic respiratory diseases. www.who.int/respiratory/
asthma/en Accessed April 24, 2019.

2. Asher I, Pearce N. Global burden of asthma among children.
Int J Tuberc Lung Dis 2014; 18:1269-1278.

3. Yunginger JW, Reed CE, O’Connell EJ, et al. A community-
based study of the epidemiology of asthma. Incidence rates,
1964-1983. Am Rev Respir Dis 1992; 146:888-894.

4. Saglani S, Payne DN, Zhu J, et al. Early detection of airway
wall remodeling and eosinophilic inflammation in preschool
wheezers. Am J Respir Crit Care Med 2007; 176:858-864.

5. Global Initiative for Asthma. Pocket guide for asthma
management and prevention (updated 2016). 2016. www
.ginasthma.org (accessed May, 2019).

6. National Asthma Education and Prevention Program. Ex-
pert Panel Report 3 (EPR-3): Guidelines for the Diagnosis
and Management of Asthma-Summary Report 2007.
J Allergy Clin Immunol 2007; 120:5S94-S138.

7. Fitzpatrick AM, Jackson DJ, Mauger DT, et al. In-
dividualized therapy for persistent asthma in young chil-
dren. J Allergy Clin Immunol 2016; 138:1608-1618.e12.

8. Szefler SJ, Phillips BR, Martinez FD, et al. Characterization
of within-subject responses to fluticasone and montelukast
in childhood asthma. J Allergy Clin Immunol 2005; 115:
233-242.

9. Doull IJM. Limitations of maintenance therapy for viral
respiratory infection-induced asthma. J Pediatr 2003;
142(2 Suppl):S21-S24; discussion S24-S25.

10. Wilson N, Sloper K, Silverman M. Effect of continuous
treatment with topical corticosteroid on episodic viral
wheeze in preschool children. Arch Dis Child 1995; 72:
317-320.

11. McKean M, Ducharme F. Inhaled steroids for episodic viral
wheeze of childhood. Cochrane Database Syst Rev 2000;
CD001107.

12. Worrall G. Common cold. Can Fam Physician 2011; 57:
1289-1290.

13. Khetsuriani N, Kazerouni NN, Erdman DD, et al. Pre-
valence of viral respiratory tract infections in children with
asthma. J Allergy Clin Immunol 2007; 119:314-321.

14. Bisgaard H, Hermansen MN, Bonnelykke K, et al. Asso-
ciation of bacteria and viruses with wheezy episodes in
young children: prospective birth cohort study. BMJ 2010;
341:¢4978.

ABRAMS AND RAISSY

15. Kloepfer KM, Lee WM, Pappas TE, et al. Detection of
pathogenic bacteria during rhinovirus infection is associ-
ated with increased respiratory symptoms and asthma ex-
acerbations. J Allergy Clin Immunol 2014; 133:1301-1307,
1307.e1-e3.

16. Simpson JL, Powell H, Boyle MJ, et al. Clarithromycin
targets neutrophilic airway inflammation in refractory
asthma. Am J Respir Crit Care Med 2008; 177:148-155.

17. Bacharier LB, Guilbert TW, Mauger DT, et al. Early ad-
ministration of azithromycin and prevention of severe
lower respiratory tract illnesses in preschool children with a
history of such illnesses: a randomized clinical trial. JAMA
2015; 314:2034-2044.

18. Raissy HH, Blake K. Macrolides for acute wheezing epi-
sodes in preschool children. Pediatr Allergy Immunol
Pulmonol 2016; 29:100-103.

19. Stokholm J, Chawes BL, Vissing NH, et al. Azithromycin
for episodes with asthma-like symptoms in young children
aged 1-3 years: a randomised, double-blind, placebo-
controlled trial. Lancet Respir Med 2016; 4:19-26.

20. CTS guideline: Recognition and Management of Severe
Asthma. https://cts-sct.ca/wp-content/uploads/2018/01/
Recognition-and-Management-of-Severe-Asthma.pdf Ac-
cessed April 25, 2019.

21. Zelle-Rieser C, Ramoner R, Bartsch G, et al. A clinically
approved oral vaccine against pneumotropic bacteria induces
the terminal maturation of CD83+ immunostimulatory den-
dritic cells. Immunol Lett 2001; 76:63-67.

22. Yin J, Xu B, Zeng X, et al. Broncho-Vaxom in pediatric
recurrent respiratory tract infections: a systematic review
and meta-analysis. Int Immunopharmacol 2018; 54:198—
209.

23. Huber M, Mossmann H, Bessler WG. Thl-orientated im-
munological properties of the bacterial extract OM-85-BV.
Eur J Med Res 2005; 10:209-217.

24. Emeryk A, Bartkowiak-Emeryk M, Raus Z, et al. Me-
chanical bacterial lysate administration prevents exacerba-
tion in allergic asthmatic children-The EOLIA study.
Pediatr Allergy Immunol 2018; 29:394—401.

25. Collet JP, Ducruet T, Kramer MS, et al. Stimulation of
nonspecific immunity to reduce the risk of recurrent infec-
tions in children attending day-care centers. The Epicreche
Research Group. Pediatr Infect Dis J 1993; 12:648—-652.

26. Schaad UB. OM-85 BV, an immunostimulant in pediatric
recurrent respiratory tract infections: a systematic review.
World J Pediatr 2010; 6:5-12.

27. Razi CH, Harmanci K, Abaci A, et al. The immunostimulant
OM-85 BV prevents wheezing attacks in preschool children.
J Allergy Clin Immunol 2010; 126:763-769.

Address correspondence to:

Hengameh H. Raissy, PharmD
Department of Pediatrics

School of Medicine

University of New Mexico

MSCI10 5590, 1 University of New Mexico
Albuquerque, NM 87131

E-mail: hraissy @salud.unm.edu

Received for publication April 30, 2019; accepted after re-
vision May 6, 2019.


http://www.who.int/respiratory/asthma/en
http://www.who.int/respiratory/asthma/en
http://www.ginasthma.org
http://www.ginasthma.org
https://cts-sct.ca/wp-content/uploads/2018/01/Recognition-and-Management-of-Severe-Asthma.pdf
https://cts-sct.ca/wp-content/uploads/2018/01/Recognition-and-Management-of-Severe-Asthma.pdf

