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We investigated the mechanism of refractory eosinophilic sinusitis mediated
by osteoblasts through BMP8B. In the tissue of eosinophilic sinusitis, we evaluated the expression
of BMP8B in various cells using fluorescence immunostaining. It was confirmed that eosinophils
undergoing cell death, known as EEtosis, prominently release BMP8B. Additionally, BMP8B was found to

be distributed in epithelial cells and glandular tissues, with epithelial cells identified as
target cells. We examined the response of epithelial cells to BMP8B and plan to report our findings

in a future publication.
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1. Characterization of the study population.
NECRS ECRS(MT) | ECRS(NP)
Mean age,years 56.6(x17.3) | 52.8(+7.4) 54(£16.7)

SEX, M/F 3/2 a1 3/2

BMI, kg/m: 25(+1.8) 23.4(x2.9) | 25.1(2.5)
JESREC 3.2(2.7) | 14(1) 15.8(x1.6)

LM score 7.4+0.5) |17.5+4.2) | 16.8(+x3.5)

IgE, IU/L 99(£93.1) | 147.2(+88.8) | 1908.3(+2855.9)
Eosinophils in 3.53.1) |6.6(1.1) 10.9(+3.6)

peripheral blood, %

Allergy, —/+ 3/2 3/2 2/3
Asthma, —/+ 5/0 2/3 3/2
Aspirin (NSAIDs) |0 1 0

intolerance, n

All continuous data are presented as mean + standard deviation. The sum of JESREC

score.

Abbreviations:

ECRS, eosinophilic chronic rhinosinusitis; NP, nasal polyp; MT, middle turbinate; BMI,
body mass index; JESREC, Japanese Epidemiological Survey of Refractory Eosinophilic
Chronic Rhinosinusitis; LM, Lund—Mackay; NSAIDs, nonsteroidal anti-inflammatory

drugs.



gene name fold change P-Value
DMP1 593.641 1.90E-03
COL1Al 112.266 3.59E-03 @
FAT3 105.779 5.34E-04 2
COLIIAL 97.934 1.23E-02 g
MMP9 86.725 6.55E-03 @
COL1A2 79.375 1.26E-02
COLSA1 38.552 1.22E-02
TMEMI119 38.239 3.83E-03 ) ‘
s BMPSB 37.027 7.10E-03 c

(A) Hematoxylin-Eosin Stain of MT from ECRS patient. Scale bar = 100 jam.

(B) Result of RNA sequencing with MT between ECRS and NECRS patients.

(C) Result of RT-gPCR with each site between ECRS and NECRS patient (each group N=3).
Student's t-test was performed to compare each group with significance reported for p < 0.05.
(D) Immunostaining of BMP8B with MT from ECRS patient. Scale bar = 100 .axm. BMP8B
stained with nasal glands.

(E) Control of Immunostaining of BMP8B with MT from ECRS patient.

(F) Result of counting BMP8B positive area of tissue sections between polyp and MT of ECRS
and mucosa of NECRS patients (each N=5). Student's t-test was performed to compare each
group with significance reported for p < 0.05.






