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Case Report
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Abstract: A 56-year-old man with severe asthma underwent bronchial thermoplasty (BT). However,
his asthma exacerbated and hypereosinophilia developed 2 months later, thus necessitating oral
corticosteroid (OCS) therapy. Six months after BT, a diagnosis of severe asthma with eosinophilic
chronic rhinosinusitis (ECRS) was made and benralizumab treatment was initiated; the blood
eosinophil count subsequently decreased and lung function improved, thereby permitting OCS
dose tapering. Surprisingly, benralizumab both reduced nasal polyps and ameliorated ECRS. Thus,
benralizumab may be a useful drug for the rapid treatment of severe asthma with ECRS, especially in
patients with hypereosinophilia.
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1. Introduction

Severe asthma is defined as asthma that remains uncontrolled despite step 4 or 5 treatment,
according to the Global Initiative for Asthma (GINA) guidelines [1]. Recommended GINA step 5
treatment involves the use of high-dose inhaled corticosteroids, long-acting 32-agonist, leukotriene-
receptor antagonist, and add-on treatments, including biologics. In addition, bronchial thermoplasty
(BT) is considered a potential treatment option for select patients with severe asthma.

Benralizumab is a monoclonal antibody against interleukin (IL)-5 receptor subunit o« (IL-5R«),
which depletes eosinophils via antibody-dependent cell-mediated cytotoxicity (ADCC) [2]. In the
SIROCCO and CALIMA trials, which were randomized, multicenter, placebo-controlled, phase 3
trials involving patients who had severe, uncontrolled asthma with eosinophilia, the investigators
found that, compared to placebo, benralizumab reduced the annual asthma exacerbation rate and
significantly improved prebronchodilator forced expiratory volume in 1 s (FEV1) [3,4].

Many patients with severe asthma have comorbidities (e.g., allergic rhinitis and eosinophilic
chronic rhinosinusitis (ECRS)); notably, ECRS is characterized by the presence of bilateral refractory
chronic rhinosinusitis with nasal polyps, dominant ethmoid sinus shadows on computed tomography
(CT) images, and eosinophilic infiltration [5]. ECRS is an important factor influencing asthma control.
Fractionated expiratory nitric oxide (FeNO) levels correlate with eosinophilic airway inflammation in
asthma and are elevated in uncontrolled asthma [6] and/or comorbidities, including allergic rhinitis,
rhinosinusitis, and gastroesophageal reflux disease [7,8]. Notably, patients with well-controlled asthma
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exhibit elevated FeNO levels when ECRS is also present, but not when ECRS is absent [9]. This indicates
that both asthma and ECRS are closely associated and occur as a single airway disease. Therefore,
benralizumab may be useful for managing severe asthma with ECRS. Here, we describe a 56-year-old
man with severe asthma and ECRS who developed hypereosinophilia and exhibited a rapid response
to benralizumab treatment.

2. Case Presentation

A 51-year-old man (written inform consent received) diagnosed with bronchial asthma experienced
frequent asthma exacerbations over the course of 5 years after diagnosis, with oral corticosteroid (OCS)
burst therapy required for the management of these exacerbations. The patient was treated with
omalizumab, a monoclonal antibody against immunoglobulin (Ig) E, because his total IgE level and the
specific IgE levels of house dust mite and Japanese cedar were high (Table 1); however, his asthma was
exacerbated frequently. His FeNO level remained above 100 ppb, while his forced expiratory volume
% in 1 s (FEV1%) decreased with time, despite GINA step 5 therapy.

Table 1. Laboratory data.

Laboratory Data Before the Treatment of BT

Hematology Chemistry
WBC 10,400 /uL TP 7.1 g/dL BUN 13 mg/dL
Neu 7150 /uL Alb 4.3 g/dL Cr 1.02 mg/dL
Eos 690 /uL T-bil 12 mg/dL Na 141 mEq/L
Bas 110 /uL AST 19 U/L K 41 mEq/L
Mon 290 /ul ALT 24 U/L Cl 106 mEq/L
Lym 2110 /uL LDH 268 U/L Ca 9.6 mEq/L
RBC 552 x10%/uL ALP 267 U/L BNP 5.1 pg/mL
Hb 17.5 g/dL GGTP 32 U/L CRP 0.19 mg/dL
Plt 18.7 x10%/uL CK 344 U/L Glu 150 mg/dL
UA 6.8 mg/dL HbAlc 6.1 %
Coagulation T-chol 161 mg/dL
PT 104 % HDL-C 47 mg/dL Serology
APTT 28.5 sec LDL-C 91 mg/dL total IgE 457.3 IU/mL
D-dimer 0.5 pg/mL TG 180 mg/dL
Serology data before the treatment of omalizumab
total IgE 267 TU/mL house dust mite 8.83 UA/mL (Class 3)
Japanese cedar 4.68 UA/mL (Class 3)

BT, bronchial thermoplasty; WBC, white blood cells; RBC, red blood cells; Hb, hemoglobin; Plt, platelets; PT,
prothrombin time; APTT, activated partial thromboplastin time; TP, total protein; Alb, serum albumin; T-bil, total
bilirubin; AST, aspartate aminotransferase; ALT, alanine aminotransferase; LDH, lactate dehydrogenase; ALP,
alkaline phosphatase; GGTP, gamma-glutamyl transpeptidase; CK, creatine kinase; UA, uric acid; T-chol, total
cholesterol; HDL-C, high density lipoprotein cholesterol; LDL, low density lipoprotein cholesterol; TG, triglyceride;
BUN, blood urea nitrogen; Cr, creatinine; BNP, brain natriuretic peptide; CRP, C-reactive protein; Glu, glucose,
HbAlc, hemoglobin Alc; IgE, immunoglobulin E.

The patient underwent BT 5 years after the diagnosis of asthma and experienced improvements
in the scores of asthma quality-of-life questionnaire (AQLQ) and FEV1% (Figure 1) [10]. Two months
after BT, however, his asthma exacerbated and blood eosinophil count and FeNO level increased,
necessitating OCS therapy. The hypereosinophilia became aggravated when the OCS dose was tapered;
consequently, a high dose of 10 mg/day or greater was required for the control of asthma symptoms and
hypereosinophilia (Figure 1). Six months after BT, FEV1% exhibited a slight decrease, and the patient
experienced both nasal congestion and hyposmia. CT revealed dominant ethmoid sinus shadows
(Figure 2A), and the Lund-Mackey score for chronic rhinosinusitis was 6 [11]. Endoscopy revealed
nasal polyps, and pathological examination showed eosinophilic infiltration (eosinophil count in the
nasal polyps was 215-369 per high-power field (Figure 2B,C). A diagnosis of severe asthma with ECRS
was made and benralizumab treatment was initiated. The patient received 30 mg of benralizumab by
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subcutaneous injection once every 4 weeks for the first three doses, followed by an injection every
8 weeks thereafter. During the initial 4 weeks of treatment, the blood eosinophils were completely
depleted, and both AQLQ and FEV1% scores increased (Figure 1). Surprisingly, at 16 weeks after
treatment initiation, the ethmoid sinus shadows observed on CT images (Figure 2D) had resolved.
The nasal polyps (Figure 2E) had reduced in size; moreover, eosinophilic infiltration in nasal polyps was
reduced at 1 year after treatment initiation (eosinophil count in nasal polyps was 0-2 per high-power
field; Figure 2F), with improved nasal visual analog scale (VAS) scores. The CT scores improved from
6 to 2, while the nasal VAS scores improved from 5 to 0. Moreover, the OCS dose could be gradually

tapered from 30 mg/day to 3 mg/day by 16 weeks.

Diagnosis of
BT1 BT2 BT3 ECRS
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Figure 1. Clinical course and asthma quality-of-life questionnaire scores for a 56-year-old man with
severe asthma and eosinophilic chronic rhinosinusitis. In the top panel, the open bars indicate treatment
with omalizumab, the closed arrow heads indicate treatment with BT, and the open arrow heads indicate
treatment with benralizumab. In the middle panel, the closed circles with the straight line indicate the
symptom scores, the closed squares with the broken line indicate the activity limitation scores, and the
closed rhombuses with the straight line indicate total scores. In the bottom panel, the closed circles with
the broken line indicate peripheral eosinophils and the closed squares with the straight line indicate
FEV1%. AQLQ, asthma quality-of-life questionnaire; BT, bronchial thermoplasty; ECRS, eosinophilic
chronic rhinosinusitis; FEV1%, forced expiratory volume % in 1 s; OCS, oral corticosteroids.
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Figure 2. Findings of endoscopy, CT, and pathological analyses in a 56-year-old man with severe asthma
and eosinophilic chronic rhinosinusitis who developed hypereosinophilia after bronchial thermoplasty.
The CT images show ethmoid sinus shadows, while nasal polyps are visible on endoscopy and
histopathology analyses of biopsy samples from the nasal polyps. The images in (A-C) were obtained
before benralizumab treatment, while those in (D,E) were obtained after 16 weeks of benralizumab
treatment. The image in (F) was obtained after 1 year of benralizumab treatment; it shows reduced
accumulation of eosinophils in the nasal polyps. Benralizumab treatment resolved the ethmoid sinus
shadows, reduced nasal polyp size, and decreased eosinophilic infiltration into the nasal polyps. CT,

computed tomography.

3. Discussion

In this report, we described the effectiveness of benralizumab treatment for hypereosinophilia in
a patient with severe asthma and ECRS.

Our patient experienced frequent exacerbations despite GINA step 5 therapy, including
omalizumab. Currently, we can select mepolizumab, a monoclonal antibody against IL-5,
or benralizumab for the treatment of patients who have high peripheral eosinophil counts [12,13].
However, we could not select these antibodies for treatment of the patient in this case, because
both mepolizumab and benralizumab were unavailable at that time. The patient underwent BT and
experienced improvements in AQLQ scores and FEV1% after BT. In the AIR trial, the morning peak
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expiratory flow, symptoms, and quality of life exhibited significantly greater improvements in the
BT group than in the control group [14]. Subsequently, the 5-year effectiveness of BT with regard to
asthma control and safety was reported in the AIR?2 trial [15,16].

Benralizumab was effective for both bronchial asthma and ECRS in the present case. In particular,
peripheral blood eosinophils were completely depleted only 4 weeks after the initiation of treatment.
In addition, the ethmoid sinus shadows on CT images and nasal VAS scores showed rapid improvement.
Previous studies have shown that mepolizumab restored the peripheral blood eosinophil count to a
normal level and did not allow further exacerbation of asthma [12,17]. In other studies, mepolizumab
reduced the nasal polyp size, although the required dose was more than seven times the normal dose
for bronchial asthma [18,19]. Surprisingly, the same dose of benralizumab ameliorated both bronchial
asthma and ECRS in our patient. Previous studies showed that benralizumab lowered the peripheral
blood eosinophil count to an undetectable level, and that it was more effective in the high eosinophil
count group than in the low eosinophil count group [3,4,13,20]. Moreover, a decrease in the eosinophil
count in the airway mucosa/submucosa and sputum was found after benralizumab administration [2].
Similarly, in the present case, benralizumab resolved ECRS by depleting the highly concentrated
eosinophils in the peripheral blood and in the tissues of the ethmoid sinuses and nasal polyps. These
findings indicate that benralizumab, which binds with high affinity to IL-5R«, depletes eosinophils in
both peripheral blood and in tissues by inducing apoptosis through enhanced ADCC.

The patient exhibited exacerbation of asthma with hypereosinophilia at 6 months after BT required
treatment with an increased dose of OCS. During OCS dose tapering, a diagnosis of severe asthma
with ECRS was made. Anti-IL-5 or IL-5R« therapy was not available before the patient underwent BT.
With currently available treatments, it would be ideal for this patient to receive anti-IL-5 or IL-5Ro
therapy before BT, rather than after BT. Overall for treatment of patients who have asthma with
hypereosinophilia, priority should be given to anti-IL-5 or IL-5R« therapy, rather than BT. This report
demonstrated that benralizumab improved asthma control and resolved the nasal polyps and ethmoid
sinus shadows on CT images of ECRS by depleting eosinophils in the peripheral blood, as well as in
nasal polyp tissues. Benralizumab appears effective for nasal polyps and ECRS, and several clinical
trials are underway for severe chronic rhinosinusitis with eosinophilic polyposis.

4. Conclusions

Benralizumab may be effective for controlling high eosinophil counts in both blood and tissues;
thus, it can result in rapid improvement of hypereosinophilia in patients who have severe asthma
with ECRS.

Author Contributions: H.T., clinical follow-up with the patient and drafting of the first version of the paper;
T.M., clinical follow-up with the patient; Y.K,, literature review; K.E., M.Y., and H.A.-S., data analysis; K.C. and
T.H., supervision of the case and revision of the paper. All authors have read and approved the final version of
the manuscript.

Funding: This research received no external funding.
Acknowledgments: We would like to thank everyone who played an essential role in publication of this manuscript.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design of the
study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or in the decision to
publish the results.

References

1. Global Initiative for Asthma. 2018 GINA Report, Global Strategy for Asthma Management and Prevention.
Available online: http://ginasthma.org/2018-gina-report-global-strategy-for-asthma-management-and-
prevention/ (accessed on 6 April 2019).

2. Laviolette, M.; Gossage, D.L.; Gauvreau, G.; Leigh, R.; Olivenstein, R.; Katial, R.; Busse, WW.; Wenzel, S.;
Wu, Y; Datta, V.; et al. Effects of benralizumab on airway eosinophils in asthmatic patients with sputum
eosinophilia. J. Allergy Clin. Immunol. 2013, 132, 1086-1096.€5. [CrossRef] [PubMed]


http://ginasthma.org/2018-gina-report-global-strategy-for-asthma-management-and-prevention/
http://ginasthma.org/2018-gina-report-global-strategy-for-asthma-management-and-prevention/
http://dx.doi.org/10.1016/j.jaci.2013.05.020
http://www.ncbi.nlm.nih.gov/pubmed/23866823

Medicina 2019, 55, 336 60f7

10.

11.
12.

13.

14.

15.

16.

17.

18.

Bleecker, E.R,; FitzGerald, ].M.; Chanez, P,; Papi, A.; Weinstein, S.E; Barker, P.; Sproule, S.; Gilmartin, G.;
Aurivillius, M.; Werkstrém, V.; et al. Efficacy and safety of benralizumab for patients with severe
asthma uncontrolled with high-dosage inhaled corticosteroids and long-acting (3,-agonists (SIROCCO):
A randomised, multicentre, placebo-controlled phase 3 trial. Lancet 2016, 388, 2115-2127. [CrossRef]
FitzGerald, ].M.; Bleecker, E.R.; Nair, P; Korn, S.; Ohta, K.; Lommatzsch, M.; Ferguson, G.T.; Busse, WW.;
Barker, P; Sproule, S.; et al. Benralizumab, an anti-interleukin-5 receptor & monoclonal antibody, as add-on
treatment for patients with severe, uncontrolled, eosinophilic asthma (CALIMA): A randomised, double-blind,
placebo-controlled phase 3 trial. Lancet 2016, 388, 2128-2141. [CrossRef]

Tokunaga, T.; Sakashita, M.; Haruna, T.; Asaka, D.; Takeno, S.; Ikeda, H.; Nakayama, T.; Seki, N.; Ito, S.;
Murata, J.; et al. Novel scoring system and algorithm for classifying chronic rhinosinusitis: The JESREC
Study. Allergy 2015, 70, 995-1003. [CrossRef] [PubMed]

Matsunaga, K.; Hirano, T.; Akamatsu, K.; Koarai, A.; Sugiura, H.; Minakata, Y.; Ichinose, M. Exhaled nitric
oxide cutoff values for asthma diagnosis according to rhinitis and smoking status in Japanese subjects.
Allergol. Int. 2011, 60, 331-337. [CrossRef] [PubMed]

Ishizuka, T.; Hisada, T.; Kamide, Y.; Aoki, H.; Seki, K.; Honjo, C.; Sakai, H.; Kadowaki, M.; Umeda, Y,;
Morikawa, M.; et al. The effects of concomitant GERD, dyspepsia, and rhinosinusitis on asthma symptoms
and FeNO in asthmatic patients taking controller medications. J. Asthma Allergy 2014, 7, 131-139. [CrossRef]
[PubMed]

Kambara, R.; Minami, T.; Akazawa, H.; Tsuji, F.; Sasaki, T.; Inohara, H.; Horii, A. Lower Airway Inflammation
in Eosinophilic Chronic Rhinosinusitis as Determined by Exhaled Nitric Oxide. Int. Arch. Allergy Immunol
2017, 173, 225-232. [CrossRef] [PubMed]

Kobayashi, Y.; Asako, M.; Ooka, H.; Kanda, A.; Tomoda, K.; Yasuba, H. Residual exhaled nitric oxide
elevation in asthmatics is associated with eosinophilic chronic rhinosinusitis. J. Asthma 2015, 52, 1060-1064.
[CrossRef] [PubMed]

Juniper, E.E; Guyatt, G.H.; Epstein, R.S; Ferrie, PJ.; Jaeschke, R.; Hiller, T.K. Evaluation of impairment of
health related quality of life in asthma: Development of a questionnaire for use in clinical trials. Thorax 1992,
47,76-83. [CrossRef] [PubMed]

Lund, VJ.; Mackay, LS. Staging in rhinosinusitus. Rhinology 1993, 31, 183-184. [PubMed]

Ortega, H.G.; Liu, M.C,; Pavord, I.D.; Brusselle, G.G.; FitzGerald, ].M.; Chetta, A.; Humbert, M.; Katz, L.E.;
Keene, O.N.; Yancey, S.W,; et al. Mepolizumab treatment in patients with severe eosinophilic asthma. N. Engl.
J. Med. 2014, 371, 1198-1207. [CrossRef] [PubMed]

Busse, WW.; Bleecker, E.R,; FitzGerald, ].M.; Ferguson, G.T.; Barker, P; Sproule, S.; Olsson, R.E,; Martin, U.J.;
Goldman, M.; BORA Study Investigators. Long-term safety and efficacy of benralizumab in patients with
severe, uncontrolled asthma: 1-year results from the BORA phase 3 extension trial. Lancet Respir. Med. 2019,
7,46-59. [CrossRef]

Cox, G.; Thomson, N.C.; Rubin, A.S.; Niven, R.M.; Corris, P.A.; Siersted, H.C.; Olivenstein, R.; Pavord, I.D.;
McCormack, D.; Chaudhuri, R; et al. Asthma control during the year after bronchial thermoplasty. N. Engl.
J. Med. 2007, 356, 1327-1337. [CrossRef] [PubMed]

Wechsler, M.E.; Laviolette, M.; Rubin, A.S.; Fiterman, ].; Lapa e Silva, ].R.; Shah, PL.; Fiss, E.; Olivenstein, R.;
Thomson, N.C.; Niven, R.M.; et al. Bronchial thermoplasty: Long-term safety and effectiveness in patients
with severe persistent asthma. J. Allergy Clin. Immunol. 2013, 132, 1295-1302. [CrossRef] [PubMed]
Pretolani, M.; Bergqvist, A.; Thabut, G.; Dombret, M.C.; Knapp, D.; Hamidi, F.; Alavoine, L.; Taillé, C.;
Chanez, P.; Erjefélt, ].S.; et al. Effectiveness of bronchial thermoplasty in patients with severe refractory
asthma: Clinical and histopathologic correlations. J. Allergy Clin. Immunol. 2017, 139, 1176-1185. [CrossRef]
[PubMed]

Pavord, I.D.; Korn, S.; Howarth, P; Bleecker, E.R.; Buhl, R.; Keene, O.N.; Ortega, H.; Chanez, P. Mepolizumab
for severe eosinophilic asthma (DREAM): A multicentre, double-blind, placebo-controlled trial. Lancet 2012,
380, 651-659. [CrossRef]

Gevaert, P.; Van Bruaene, N.; Cattaert, T.; Van Steen, K.; Van Zele, T.; Acke, F.,; De Ruyck, N.; Blomme, K.;
Sousa, A.R.; Marshall, R.P; et al. Mepolizumab, a humanized anti-IL-5 mAb, as a treatment option for severe
nasal polyposis. J. Allerqy Clin. Immunol. 2011, 128, 989-995.e8. [CrossRef] [PubMed]


http://dx.doi.org/10.1016/S0140-6736(16)31324-1
http://dx.doi.org/10.1016/S0140-6736(16)31322-8
http://dx.doi.org/10.1111/all.12644
http://www.ncbi.nlm.nih.gov/pubmed/25945591
http://dx.doi.org/10.2332/allergolint.10-OA-0277
http://www.ncbi.nlm.nih.gov/pubmed/21502803
http://dx.doi.org/10.2147/JAA.S67062
http://www.ncbi.nlm.nih.gov/pubmed/25228816
http://dx.doi.org/10.1159/000479387
http://www.ncbi.nlm.nih.gov/pubmed/28848094
http://dx.doi.org/10.3109/02770903.2015.1054404
http://www.ncbi.nlm.nih.gov/pubmed/26288109
http://dx.doi.org/10.1136/thx.47.2.76
http://www.ncbi.nlm.nih.gov/pubmed/1549827
http://www.ncbi.nlm.nih.gov/pubmed/8140385
http://dx.doi.org/10.1056/NEJMoa1403290
http://www.ncbi.nlm.nih.gov/pubmed/25199059
http://dx.doi.org/10.1016/S2213-2600(18)30406-5
http://dx.doi.org/10.1056/NEJMoa064707
http://www.ncbi.nlm.nih.gov/pubmed/17392302
http://dx.doi.org/10.1016/j.jaci.2013.08.009
http://www.ncbi.nlm.nih.gov/pubmed/23998657
http://dx.doi.org/10.1016/j.jaci.2016.08.009
http://www.ncbi.nlm.nih.gov/pubmed/27609656
http://dx.doi.org/10.1016/S0140-6736(12)60988-X
http://dx.doi.org/10.1016/j.jaci.2011.07.056
http://www.ncbi.nlm.nih.gov/pubmed/21958585

Medicina 2019, 55, 336 7of7

19. Bachert, C.; Sousa, A.R,; Lund, VJ.; Scadding, G.K.; Gevaert, P.; Nasser, S.; Durham, S.R.; Cornet, M.E.;
Kariyawasam, H.H.; Gilbert, J.; et al. Reduced need for surgery in severe nasal polyposis with mepolizumab:
Randomized trial. J. Allergy Clin. Immunol. 2017, 140, 1024-1031. [CrossRef] [PubMed]

20. Ohta, K.; Adachi, M.; Tohda, Y.; Kamei, T.; Kato, M.; Mark Fitzgerald, J.; Takanuma, M.; Kakuno, T.; Imai, N.;
Wu, Y,; et al. Efficacy and safety of benralizumab in Japanese patients with severe, uncontrolled eosinophilic
asthma. Allergol. Int. 2018, 67, 266-272. [CrossRef] [PubMed]

@ © 2019 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).



http://dx.doi.org/10.1016/j.jaci.2017.05.044
http://www.ncbi.nlm.nih.gov/pubmed/28687232
http://dx.doi.org/10.1016/j.alit.2017.10.004
http://www.ncbi.nlm.nih.gov/pubmed/29128192
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Case Presentation 
	Discussion 
	Conclusions 
	References

