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Objectives/Hypothesis: We aimed to evaluate the effectiveness of low-concentration hypochlorous acid (HOCl) nasal
irrigation compared to isotonic normal saline for pediatric chronic rhinosinusitis.

Study Design: This was a randomized, prospective, active-controlled study.
Methods: This study investigated the effectiveness of 4 weeks of low-concentration hypochlorous irrigation by analyzing

five categorized subjective symptoms and x-ray findings in pediatric patients with rhinosinusitis. Thirty-seven patients were
enrolled, and 26 patients successfully completed the study.

Results: Total symptom scores significantly improved with both HOCl and normal saline nasal irrigation, but there was
no difference between the two groups. X-ray scores also improved in both groups; improvement was much greater in the
HOCl group than the placebo group.

Conclusions: Nasal irrigation with HOCl is an effective adjuvant treatment compared to isotonic normal saline for pedi-
atric sinusitis.
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INTRODUCTION
Sinusitis is very common in the pediatric population.

Its main symptoms are rhinorrhea, posterior nasal drip-
ping, cough, nasal congestion, mouth breathing, and sleep
disturbances. In addition to antibiotic therapy, adjunctive
managements can be tried, including saline irrigation,
steam inhalation, systemic or local steroids, mucolytic
drugs, and decongestants.1 The American Academy of
Pediatrics clinical practice guideline2,3 has suggested
nasal irrigation as a useful management method for pedi-
atric sinusitis. This method removes debris from the
nasal cavity while promoting sinus drainage.3–5 Nasal
irrigation reduces mucosal inflammation by decreasing
the amount of bacteria, fungi, and allergens.6 Isotonic
normal saline is commonly used for rhinosinusitis nasal
irrigation. In particular, hypertonic saline has been uti-
lized to improve mucociliary transport.7 However, nasal
irrigation by itself lacks antibacterial activity. It may be

less effective for uncontrolled rhinosinusitis because
mucin is hydrophobic and negatively charged.8 An effec-
tive adjuvant treatment for rhinosinusitis would be useful
in protecting against the emerging bacterial resistance
that is prevalent in pediatric sinusitis.9

In our previous report, low-concentration (3.5 ppm)
free chlorine and hypochlorous acid (HOCl) was pro-
duced by a short electrical impulse. The resulting solu-
tion demonstrated bactericidal and fungicidal activity
without toxicity to the nasal mucosa.10 Therefore, nasal
irrigation with low-concentration HOCl was suggested
as an effective adjuvant treatment for rhinosinusitis.10

The purpose of this study was to evaluate the effective-
ness of low-concentration HOCl nasal irrigation in pedi-
atric chronic rhinosinusitis.

MATERIALS AND METHODS

Participants
This was a prospective, randomized study of the effective-

ness of 4 weeks of hypochlorous irrigation on subjective symp-
toms and x-ray findings in pediatric patients with chronic
sinusitis. Informed consent was obtained from all subjects, and
the institutional review board for research of Yonsei University
College of Medicine approved this study (1-2011-0083). A total
of 37 patients volunteered for this study, and 26 patients were
analyzed (Fig. 1). These subjects were recruited from the otorhi-
nolaryngology clinic patient population at Severance Hospital
from November 2013 to February 2015.

The inclusion criteria were 1) age between 5 and 18 years,
2) symptom (mucopurulent rhinorrhea, nasal obstruction, or
posterior nasal dripping) duration of at least 12 weeks,
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3) endoscopic finding of mucopurulent discharge in the nasal
cavity, and 4) confirmation of sinusitis with paranasal (PNS)
sinus
x-ray showing significant mucosal thickening (�4 mm) or total
sinus opacification (radiology score�2).

The exclusion criteria were 1) positive Multiple Allegro-

Sorbent Test result, 2) nasal polyposis, 3) history of asthma, 4)

immunodeficiency disease, 5) treatment with steroids or antibi-

otics during the study, and 6) history of nasal surgery.

A total of 37 patients were enrolled, but seven patients

failed screening. Among the 30 patients who were randomized,

four patients dropped out. A total of 26 patients who completed

4 weeks of treatment were analyzed in this study (Fig. 1).

Study Design
Physical examination of the nasal cavity was performed

with endoscopy, and the presence of mucopurulent discharge or

nasal polyps was examined. PNS x-ray (Waters, Caldwell, and

skull lateral view) was performed to radiologically diagnose

sinusitis. Blood sampling (complete blood count, routine chemis-

try) and chest posterior to anterior x-ray were also performed to

exclude patients with abnormal results. All participants were

asked to complete a case record form, including a questionnaire

with total symptoms score (TSS). An independent study nurse

randomly divided patients into two groups (HOCl and placebo

groups) according to a computer-generated randomization list.

Patients were blinded to the assignment, whereas investigators

were informed of group assignments to allow early detection of

adverse reactions during the study. Three independent investi-

gators blinded to group information performed PNS x-ray scor-

ing. Patients were evaluated by irrigation technique, daily use,

and adverse events. Patients were excluded from the study if

they performed nasal irrigation inconsistently.

Nasal Irrigation Method
All patients were educated by a study nurse about how to

perform nasal irrigation using the same method. Thirteen

patients in the HOCl group received nasal irrigation two times
daily with 30 mL of low-concentration HOCl that was produced
by electrolysis of isotonic 0.9% NaCl/H2O (normal saline) using
a Salicid device (Dolki Korea, Wonju, South Korea). Thirteen
patients in the placebo group also received normal saline with
sham Salicid equipment as an irrigant. These patients were not
informed of the sham allocation. Nasal irrigation was performed
in a sitting or standing position with the head pulled back to
allow irrigant to flow in the nasal cavity. This position was
maintained for 10 seconds, and then the nasal irrigation appa-
ratus was removed from the nose. All patients were educated
about the method by the same study nurse.

TSS
All patients and their parents were asked to complete the

TSS questionnaire before and at the 2nd and 4th week after
enrollment. TSS included five categorized symptoms: 1) rhinosi-
nusitis symptoms (i.e., rhinorrhea, cough, posterior nasal drip-
ping, headache, facial pain or pressure), 2) nasal obstruction
(i.e., mouth breathing, hyposmia, nasal congestion), 3) allergic
symptoms (i.e., sneezing, runny nose, itching nose or eyes), 4)
emotional symptoms (i.e., sadness, irritation, frustration, rest-
lessness, sleep disturbance), and 5) impairment of daily activities
(i.e., school absences, inattention). The intensity of these five
categorized symptoms was rated according to a seven-grade vis-
ual scale with 1 indicating never and 7 indicating always. Total
scores, representing the sum of scores, ranged from 5 to 35.

Radiographic Score
All patients were examined by PNS view x-ray, including

Water, Caldwell, and skull lateral views. The radiologic scores
for bilateral maxillary, ethmoid, frontal, and sphenoid sinuses
were rated on the following scale: 0 5 normal, 1 5 mucosal
thickening (�4 mm) without opacity or fluid level, 2 5 partial
opacification or fluid level, 3 5 total opacification. All sinuses
were evaluated and scored separately by three independent
physicians who were not informed of group information. The
sum of scores from each group was averaged and analyzed.
Changes in the PNS x-ray score between pretreatment and 4
weeks after treatment were compared for the HOCl and placebo
groups.

Safety Assessment
The development and frequency of adverse events or feel-

ings were monitored. An investigator conducted vital signs,
blood tests, and endoscopic examination assessment at baseline,
at 2 weeks, and at the end of the study (4 weeks). In particular,
patients who had worsened subjective symptoms or x-ray scores
were carefully reviewed.

Statistical Analysis
Analyses were performed using SPSS Statistics version 20

software (IBM, Armonk, NY). All collected data were presented
as mean 6 standard deviation. The independent samples t test
was used to compare changes in PNS x-ray score and TSS
between the two groups. P-values less than .05 were considered
significant.

RESULTS
Twenty-six children with chronic sinusitis were reg-

istered in this study. The mean age of all participants
was 8.1 6 2.9 years (HOCl group: 8.2 years; placebo

Fig. 1. Study flow and subject disposition. A total of 37 subjects
between 5 and 18 years old were enrolled, and 26 subjects suc-
cessfully completed the study. Subjects were randomly allocated
to placebo and hypochlorous acid (HOCl) groups.
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group: 8.0 years). There were no significant differences
in age, total symptom score, or x-ray score at baseline
before treatment (see Supporting Table 1 in the online
version of this article). Four weeks of HOCl treatment
significantly improved the symptoms of rhinosinusitis
(P 5.005), allergic rhinitis (P 5.003), and emotional
stress (P 5.025; see Supporting Fig. 1 and Supporting
Table 2 in the online version of this article). However,
HOCl irrigation did not significantly reduce nasal
obstruction or impairment in daily activity. Placebo was
also noted to significantly improve symptoms of rhinosi-
nusitis (P 5.004) and emotional stress (P 5.013). How-
ever, placebo did not significantly reduce nasal
obstruction, allergic rhinitis, and impairment of daily
activity. TSS was significantly reduced from 17.0 6 3.9 to
11.1 6 3.9 (P 5.0001) by HOCl and from 16.1 6 3.8 to
10.4 6 4.5 (P 5.0004) by placebo (see Supporting Table 2
in the online version of this article and Fig. 2A). In the
HOCl group, all patients indicated improvement in TSS
after 4 weeks, whereas one patient in the placebo group
showed worsening TSS (from 19 to 21).

To assess adverse events, all subjective symptoms
were evaluated at 2 weeks after treatment when
patients visited the clinic. TSS at 2 weeks was signifi-
cantly reduced in both HOCl (P 5.001) and placebo
(P 5.01) groups compared to pretreatment TSS (Fig. 2A).
However, the degree of TSS improvement in both groups
was not different (Fig. 2B, C).

PNS x-rays were scored in all participants at base-
line and 4 weeks after treatment (Fig. 3A). X-ray scores
significantly improved from 5.2 6 2.8 to 2.7 6 2.7 with
HOCl (P 5.0004, Fig. 3B). Eleven patients in the HOCl
group showed improvement in x-ray score, but two of 13
patients showed no change in x-ray score. In the placebo
group, x-ray scores also improved from 3.9 6 2.3 to
3.1 6 1.7, but the change was not statistically significant
(P 5.068, Fig. 3B). One of 13 patients in the placebo
group had a worsening x-ray score (from 2 to 3) at the
end of the study, and four of 13 patients showed no
change. Changes in x-ray score were significantly greater
in the HOCl group (2.5 6 1.9, n 5 13, P 5.023) compared
to the placebo group (0.9 6 1.5, n 5 13, Fig. 3C).

Fig. 2. Comparison of total symptom score (TSS) in hypochlorous acid (HOCl) and placebo groups. (A) TSS was reduced significantly after
4 weeks for both the HOCl and placebo groups. (B) Comparison of TSS at 0, 2, and 4 weeks of treatment. (C) TSS change (D) showed
improvement after 2 and 4 weeks of treatment in both groups, but the degree of change between the HOCl and placebo groups was not
statistically different. NS 5 not significant; Tx 5 treatment. *; p<0.05, **; p<0.01, ***; p<0.001.

Fig. 3. Comparison of x-ray scores for hypochlorous acid (HOCl) and placebo groups. (A) Plot of x-ray score changes in individual subjects
before and after 4 weeks of treatment. (B) X-ray score at 0 and 4 weeks of treatment showed significant improvement in the HOCl group,
but not in the placebo group. (C) Comparison of x-ray score change (D) indicates that x-ray score significantly improved in the HOCl group
compared to the placebo group. NS 5 not significant; Tx 5 treatment. *; p<0.05, ***; p<0.001.
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To evaluate adverse events and tolerability, all par-
ticipants were asked about any uncomfortable symptoms
or feelings with daily use of nasal irrigation. An investi-
gator evaluated nasal cavities by endoscopy. No patients
in either the HOCl or the placebo group reported any sig-
nificant uncomfortable feelings during treatment or had
worsening of mucosal conditions during the study. Four
patients dropped out during the study because they
caught a cold and their parents wanted to stop the study.
An investigator evaluated their nasal cavities before they
dropped out, and no adverse events were observed.

DISCUSSION
Chronic sinusitis is very common, with an estimated

prevalence of up to 74% in children.11 The majority of
pediatric otolaryngologists prescribe oral antibiotics,
nasal steroids, and saline irrigation as the initial medical
treatment.12 Some authors have recommended that surgi-
cal treatment may be needed if medical treatments fail to
resolve chronic sinusitis within 3 months.13,14 However,
the outcome of endoscopic sinus surgery in pediatric
sinusitis is difficult to predict. Postoperative management
is also challenging for both clinicians and children. There
are diverse criteria for surgery in the pediatric popula-
tion, and management of sinusitis with nonsurgical treat-
ment is very important. Unfortunately, the increasing use
of broad-spectrum antibiotics has resulted in a pattern of
emerging bacterial resistance in pediatric chronic sinusi-
tis.9 Patients may develop allergies to topical antibiotics,
or these agents may contribute to bacterial resistance.15

Antiseptic agents such as povidone-iodine or silver sulfa-
diazine were proven to have cytotoxic effects on cell com-
ponents related to wound healing.16 Therefore, these
agents may have limited use as nasal irrigants.

Chlorine is an essential disinfecting element of
bleaching agents that are commonly used to sterilize tap
or swimming pool water.17,18 In water, chlorine reacts to
form HOCl and hypochlorite anion (OCl2), and their rel-
ative amount varies with the pH.19 In a pH that is <7.5,
a greater amount of HOCl exists than OCl2. The HOCl
solution used in this study is different from bleach and
is safer than diluted bleach. Bleach is mainly composed
of OCl2, which is more stable during storage. However,
OCl2 has a lower bactericidal effect than HOCl, as bac-
terial cell walls also have a negative charge and push
out OCl2. The HOCl molecules are similar in size and
structure to water and easily penetrate into bacterial
cell walls, resulting in excellent bactericidal ability.
HOCl is roughly 100 times more potent as a germicide
than OCl2.20 However, its low storage stability has lim-
ited its use as a pharmaceutical formulation.

HOCl can be produced through electrolysis of a salt
solution.21 We reported the production of 3.5 ppm HOCl
with sterile tap water and NaCl using a Salicid device.10

This low-concentration HOCl had excellent bactericidal
activity against Aspergillus fumigatus, Haemophilus
influenza, Klebsiella pneumoniae, Rhizopus oryzae,
Candida albicans, Staphylococcus aureus, and Strepto-
coccus pneumonia.10 Landa-Solis et al. reported that a
super-oxidized water solution containing 20 ppm HOCl has

99.9% bactericidal and fungicidal activity over Escherichia
coli, S. aureus, Pseudomonas aeruginosa, Salmonella
typhi, and C. albicans after 30 seconds of contact.18 The
HOCl solution was also produced by electrolysis of NaCl
solution using purified neutral pH water. Bacteria com-
monly loses its viability when it encounters phagocytosing
leukocytes,22 which may occur before the onset of cellular
digestion.23 HOCl is produced by human immune cells to
defeat pathogens. HOCl, produced in activated neutrophils
by myeloperoxidase-mediated peroxidation of chloride
ions, contributes to bacterial destruction.24 Because of this
effect, HOCl was suggested as a potential application for
antimicrobial wound irrigation and treatment.15 In animal
models with chronic granulating wounds infected with E.
coli, HOCl showed obvious bacterial killing without inhibi-
ting the wound healing process.15 In this study, improve-
ment in sinusitis with HOCl nasal irrigation was observed.
Although bacteriological analysis was not carried out in
this study, HOCl irrigation likely sterilizes pathogens in
the nasal cavity to improve sinus infections. It would be
interesting to culture bacteria before and after HOCl nasal
irrigation in patients.

Safety is a crucial issue to consider regarding the
use of HOCl nasal irrigant for pediatric patients. In this
study, no adverse events were observed in the HOCl
group and patients had no complaints of uncomfortable
feelings. The safety standard for HOCl in drinking water
suggested by the World Health Organization (WHO)
is�5 mg/L.25 Cytotoxic assays in cultured human nasal
epithelial cells showed that 3.5 ppm HOCl did not cause
any toxic effect. In addition, cell morphology was not
altered, as demonstrated by scanning electron and light
microscopy.10 Morphologic study is essential because
electron microscopy has shown that epithelial morphol-
ogy is damaged or altered by hypotonic, hypertonic, and
pure water solutions.26 The safety of HOCl was demon-
strated in animal and cell experiments.21

Specific adverse effects in humans and animals
exposed to chlorine in drinking water have not been
observed, and the International Agency for Research on
Cancer has concluded that they are not classified as car-
cinogenic to humans.27 In mammal cells, HOCl is nonir-
ritating and nonsensitizing, and cytotoxicity has been
found to be relatively low.19,28,29 WHO and the Food and
Agriculture Organization of the United Nations also
declared that HOCl is similar in size and structure to
water and possesses no charge, unlike OCl2. Therefore,
an HOCl solution is not a toxic chemical and different
from diluted bleach, meaning that it can be used for
drinking water or food.30

This study has some limitations. First, control par-
ticipants who did not perform any nasal irrigation were
not compared to the HOCl or placebo groups because of
ethical issues regarding withholding treatment. Second,
simple x-rays were used instead of computed tomogra-
phy (CT) scans because of issues regarding radiation
exposure in children. The x-ray score may not be as per-
fect as that of the CT scan. Lastly, this study has a rela-
tively small sample size. However, it was a randomized
controlled study that achieved significant improvement
in nasal symptoms and radiologic findings.
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CONCLUSION
The use of low-concentration HOCl nasal irrigation for

4 weeks in pediatric chronic sinusitis was found to be more
effective than isotonic normal saline for improving x-ray
findings. Therefore, we suggest that low-concentration
HOCl nasal irrigation is a useful adjuvant management
method for pediatric sinusitis.

BIBLIOGRAPHY

1. Tan R, Spector S. Pediatric sinusitis. Curr Allergy Asthma Rep 2007;7:
421–426.

2. Tomooka LT, Murphy C, Davidson TM. Clinical study and literature
review of nasal irrigation. Laryngoscope 2000;110:1189–1193.

3. Wald ER, Applegate KE, Bordley C, et al. Clinical practice guideline for
the diagnosis and management of acute bacterial sinusitis in children
aged 1 to 18 years. Pediatrics 2013;132:e262–e280.

4. Wang YH, Yang CP, Ku MS, et al. Efficacy of nasal irrigation in the treat-
ment of acute sinusitis in children. Int J Pediatr Otorhinolaryngol 2009;
73:1696–1701.

5. Shoseyov D, Bibi H, Shai P, et al. Treatment with hypertonic saline versus
normal saline nasal wash of pediatric chronic sinusitis. J Allergy Clin
Immunol 1998;101:602–605.

6. Talbot AR, Herr TM, Parsons DS. Mucociliary clearance and buffered
hypertonic saline solution. Laryngoscope 1997;107:500–503.

7. Hauptman G, Ryan MW. The effect of saline solutions on nasal patency
and mucociliary clearance in rhinosinusitis patients. Otolaryngol Head
Neck Surg 2007;137:815–821.

8. Kim KC, Singh BN. Hydrophobicity of mucin-like glycoproteins secreted
by cultured tracheal epithelial cells: association with lipids. Exp Lung
Res 1990;16:279–292.

9. Slack CL, Dahn KA, Abzug MJ, et al. Antibiotic-resistant bacteria in pedi-
atric chronic sinusitis. Pediatr Infect Dis J 2001;20:247–250.

10. Kim HJ, Lee JG, Kang JW, et al. Effects of a low concentration hypochlo-
rous acid nasal irrigation solution on bacteria, fungi, and virus. Laryn-
goscope 2008;118:1862–1867.

11. Nguyen KL, Corbett ML, Garcia DP, et al. Chronic sinusitis among pediat-
ric patients with chronic respiratory complaints. J Allergy Clin Immunol
1993;92:824–830.

12. Sobol SE, Samadi DS, Kazahaya K, et al. Trends in the management of
pediatric chronic sinusitis: survey of the American Society of Pediatric
Otolaryngology. Laryngoscope 2005;115:78–80.

13. Ott NL, O’Connell EJ, Hoffmans AD, et al. Childhood sinusitis. Mayo Clin
Proc 1991;66:1238–1247.

14. Manning SC, Wasserman RL, Silver R, et al. Results of endoscopic sinus
surgery in pediatric patients with chronic sinusitis and asthma. Arch
Otolaryngol Head Neck Surg 1994;120:1142–1145.

15. Robson MC, Payne WG, Ko F, et al. Hypochlorous acid as a potential
wound care agent: part II. Stabilized hypochlorous acid: its role in
decreasing tissue bacterial bioburden and overcoming the inhibition of
infection on wound healing. J Burns Wounds 2007;6:e6.

16. McCauley RL, Linares HA, Pelligrini V, et al. In vitro toxicity of
topical antimicrobial agents to human fibroblasts. J Surg Res 1989;46:
267–274.

17. Bruch MK. Toxicity and safety of topical sodium hypochlorite. Contrib
Nephrol 2007;154:24–38.

18. Landa-Solis C, Gonzalez-Espinosa D, Guzman-Soriano B, et al. Microcyn:
a novel super-oxidized water with neutral pH and disinfectant activity.
J Hosp Infect 2005;61:291–299.

19. Eryilmaz M, Palabiyik IM. Hypochlorous acid—analytical methods and
antimicrobial activity. Trop J Pharm Res 2013;12:123–126.

20. Yiu H. Handbook of Food Science, Technology, and Engineering. Boca
Raton, FL: CRC Press; 2006.

21. Wang L, Bassiri M, Najafi R, et al. Hypochlorous acid as a potential
wound care agent: part I. Stabilized hypochlorous acid: a component of
the inorganic armamentarium of innate immunity. J Burns Wounds
2007;6:e5.

22. Elsbach P. On the interaction between phagocytes and micro-organisms. N
Engl J Med 1973;289:846–852.

23. Ayoub EM, White JG. Intraphagocytic degradation of group A streptococci:
electron microscopic studies. J Bacteriol 1969;98:728–736.

24. Albrich JM, McCarthy CA, Hurst JK. Biological reactivity of hypochlorous
acid: implications for microbicidal mechanisms of leukocyte myeloperoxi-
dase. Proc Natl Acad Sci U S A 1981;78:210–214.

25. Guidelines for Drinking-Water Quality. 2nd ed. Health Criteria and Other
Supporting Information. Geneva, Switzerland: World Health Organiza-
tion; 1996.

26. Kim CH, Song MH, Ahn EY, et al. Effect of hypo-, iso- and hypertonic
saline irrigation on secretory mucins and morphology of cultured human
nasal epithelial cells. Acta Otolaryngol 2005;125:1296–1300.

27. Chlorinated Drinking-Water; Chlorination By-Products; Some Other Halo-
genated Compounds; Cobalt and Cobalt Compounds. Lyon, France:
International Agency for Research on Cancer; 1991.

28. Kunawarote S, Nakajima M, Shida K, et al. Effect of dentin pretreatment
with mild acidic HOCl solution on microtensile bond strength and sur-
face pH. J Dent 2010;38:261-268.

29. Fraise AP. Choosing disinfectants. J Hosp Infect 1999;43:255–264.
30. Joint FAO/WHO food standard programme codex committee on food addi-

tives and contaminants. Discussion paper on the terms of reference for
the FAO/WHO joint expert consultation to conduct a comprehensive
assessment of use of active chlorine. 37th session, the Hague, the Neth-
erlands, 25-29 April, 2005.

Laryngoscope 126: April 2016 Cho et al.: HOCl Nasal Irrigation in Pediatric Sinusitis

795


