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ATC Anatomical Therapeutic Chemical

CAT catalase

cDNA complementary DNA

CI confidence interval

Collal collagen type lal

CVARD Canada Vigilance Adverse Reaction Online Database
DAVID Database for Annotation, Visualization and Integrated Discovery
DMEM Dulbecco’s Modified Eagle’s Medium

DNA deoxyribonucleic acid

FAERS FDA Adverse Event Reporting System

FBS fetal bovine serum

FDA Food and Drug Administration

FQ fluoroquinolone

GAPDH glyceraldehyde 3-phosphate dehydrogenase
GEO Gene Expression Omnibus

GPX glutathione peroxidase

HE hematoxylin & eosin

ICD-10 International Classification of Disease 10

IQR interquartile range

JADER Japanese Drug Adverse Event Report
MedDRA Medical Dictionary for Regulatory Activities
PCR polymerase chain reaction

PFA paraformaldehyde

PMDA Pharmaceuticals and Medical Devices Agency
PRDX peroxiredoxin

PVDF poly vinylidene fluoride

qRT-PCR quantitative reverse transcription-polymerase chain reaction
RNA ribonucleic acid

RNA-seq RNA sequencing

ROS reactive oxygen species

ROR reporting odds ratio

SA-B-gal senescence-associated -galactosidase

SMQ standardized MedDRA queries

SOD superoxide dismutase

TPM transcripts per million

YH2AX phospho-histone H2A. X
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# 1-1 IBM MarKketScan 5 — ¥ f#FT 12 BT 5K HEBEDOESR

Diseases

Tendinopathy

M654, M658, M659, M662, M663, M668, M669, M751, M752, M754, M760,
M761, M765, M766, M767, M768, M769, M771, M775, M778, M779, S860

Renal failure N17, N18, N19

Obesity E65, E66

Diabetes E10, E11, E12, E13, E14
Rheumatoid arthritis | M05, M06

Gout M10

Cancer

CO00, C01, C02, C03, C04M, CO05, CO6, CO7, CO8, CO9, C10, C11, C12, C13,
C14, C15,C16, C17, C18, C19, C20, C21, C22, C23, C24, C25, C26, C30, C31,
C32, C33, C34, C37, C38, C39, C40, C41, C43, C44, C45, C46, C47, C48, C49,
C4A, C50, C51, C52, C53, C54, C55, C56, C57, C58, C60, C61, C62, C63,
C64, C65, C66, C67, C68, C69, C70,C71,C72,C73,C74,C75,C76,C77,C78,
C79, C7A, C7B, C80, C81, C82, C83, C84, C85, C86, C88, C90, C91, C92,
C93, C94, C95, C96, D00, D01, D02, D03, D04, D05, D06, D07, D09

Liver disease

K70, K71, K72, K73, K74, K75, K76, K77

Hyperthyroidism

EO5

Musculoskeletal

disease

MO00, M01, M02, M04, M05, M06, M07, M08, M10, M11, M12, M13, M14, M15,
M16, M17, M18, M19, M1A, M20, M21, M22, M23, M24, M25, M26, M27, M30,
M31, M32, M33, M34, M35, M36, M40, M41, M42, M43, M45, M46, M47, M48,
M49, M50, M51, M53, M54, M60, M61, M62, M63, M67, M70, M71, M72, M79,
M80, M81, M83, M84, M85, M86, M87, M88, M89, M90, M91, M92, M93, M94,
M95, M96, M97, M99, M650, M651, M652, M653, M660, M661, M753, M762,
M763, M764, M772, M773, M774

Heart disease

105, 106, 107, 108, 109, 120, 121, 122, 123, 124, 125, 126, 127, 128, 134, 135, 136, 137,
138, 139, 142, 143, 144, 145, 147, 148, 149, 150, 151, 152, Q20, Q21, Q22, Q23, Q24

Lipid disorder

E38

Drugs

Fluoroquinolone

Alatrofloxacin Mesylate, Ciprofloxacin, Ciprofloxacin
Hydrochloride,Ciprofloxacin/Ciprofloxacin Hydrochloride, Delafloxacin,
Dextrose/Levofloxacin, Enoxacin, Gatifloxacin, Gemifloxacin Mesylate,

Grepafloxacin Hydrochloride, Levofloxacin, Lomefloxacin Hydrochloride,
Moxifloxacin Hydrochloride, Norfloxacin, Ofloxacin, Sparfloxacin, Trovafloxacin

Mesylate




Dexamethasone Dexamethasone, Dexamethasone Acetate, Dexamethasone Sodium
Phosphate, Dexamethasone Sodium Phosphate/Dextrose, Dexamethasone
Sodium Phosphate/Sodium Chloride

Statin Amlodipine Besylate/Atorvastatin  Calcium, Aspirin;Pravastatin  Sodium,
Atorvastatin Calcium, Atorvastatin Calcium/Ezetimibe, Cerivastatin Sodium,
Ezetimibe/Simvastatin, Fluvastatin Sodium, Lovastatin, Lovastatin/Niacin,
Niacin/Simvastatin, Pitavastatin, Pitavastatin Calcium, Pravastatin Sodium,

Rosuvastatin Calcium, Simvastatin, Simvastatin/Sitagliptin Phosphate

Aromatase inhibitor Aminoglutethimide, Anastrozole, Exemestane, Letrozole, Letrozole;Ribociclib,

Testolactone
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# 1-2 FAERS. CVARD., JADER F—Z DL TIZBW\WT 7/ AnXx ) o HRIBEED
#wEA v Xtk (ROR) Z2ERBICETIEEZEHOROR L Z XaT

FAERS CVARD JADER
ROR ROR ROR
Z score Z score Z score
(95% CI) (95% CI) (95% ClI)
0.040 0.061 0.118
Dexamethasone —12.61 —1.98 —2.61
(0.024-0.066) (0.004-0.978) (0.023-0.588)
, 0.061 0.026 0.244
Vancomycin —15.07 —2.56 —2.21
(0.043-0.088) (0.002-0.425) (0.070-0.851)
] 0.086 0.044 0.237
Piperacillin —15.46 —2.20 —2.26
(0.063-0.117) (0.003-0.709) (0.068-0.827)
0.081 0.307 0.105
Sulfamethoxazole —18.05 —2.46 —3.54
(0.061-0.106) (0.120-0.788) (0.030-0.366)
. 0.124 0.413 0.402
Furosemide —24.87 —4.1 —2.59
(0.105-0.146) (0.270-0.630) (0.202-0.802)
. 0.148 0.302 0.105
Trimethoprim —18.6 —2.49 —3.53
(0.121-0.181) (0.118-0.775) (0.030-0.367)
, 0.290 0.425 0.278
Acetaminophen —25.71 —4.98 -3.20

(0.264-0.319)

(0.303-0.595)

(0.127-0.609)
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# 1-3 FAERS. CVARD. JADER F—ZIZBITA7FA X)) 0 ZRBEZCHTAF ALY

VUSND TN aaFal RO
SAHAT T A RIZIENT > SR LT,

FAERS CVARD JADER
ROR ROR ROR
Z score Z score Z score
(95% CI) (95% CI) (95% CI)
0.38 0.26 0.95
Methylprednisolone —9.06 —2.49 -0.15
(0.31-0.47) (0.09-0.75) (0.45-1.97)
0.49 4.93 1.78
Prednisolone —7.65 2.14 2.94
(0.41-0.59) (1.14-21.3) (1.21-2.63)
0.61 0.58 104.2
Prednisone —6.94 -2.11 2.32
(0.53-0.70) (0.35-0.96) (2.06-5267)
0.11 0.06 0.47
Hydrocortisone —6.88 —-1.99 -1.17
(0.05-0.20) (0.003-0.96) (0.14-1.65)
0.23 1.42 0.37
Betamethasone —3.42 0.23 —1.20
(0.10-0.53) (0.08-26.4) (0.07-1.86)
0.45 12.8 3.35
Triamcinolone —1.46 1.27 0.84
(0.15-1.32) (0.25-645) (0.20-56.3)
0.22 12.8 104.2
Deflazacort —1.05 1.27 2.32
(0.01-3.69) (0.25-645) (2.06-5267)
0.66 12.8 104.2
Meprednisone —0.28 1.27 2.32
(0.04-12.2) (0.25-645) (2.06-5267)
0.88 0.75 34.7
Cortisone —0.22 —0.20 217
(0.29-2.71) (0.04-13.0) (1.41-856)
5.92 12.8 104.2
Fluocortolone 0.89 1.27 2.32
(0.11-298) (0.25-645) (2.06-5267)
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BEOF — ZBEENSEEEOEZK (A)., 7v4oXx ) arRHEEOYELS (B), 7%
WA E ORI (C) O, BEEE A B TR RILTVD,

HIOIZ FQ iFMEREEICRE L T L7=, £3. FQ Ol & kR EISAE & D REE M % |
R E OB AR AREET D 2 & TRl L7z, = OfES, IBM MarketScan 7 — # (235 T
FQ IZE W AR A R LT (£ 14),

# 1-4 IBM MarketScan 7 —# (281} 5 FQ FRBEED AR

Tendinopathy Incidence rate Incidence rate ratio
Z score
(+) -) (%/person-year) (95% CI)
(+) 15,142 1,573,017 6.13 1.89
FQ 75.42
() | 175,449 | 33,844,999 3.24 (1.86-1.93)
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WRIZ, FQ R EICKT DT I A X OB LT LT, T2 X 0&h
ML FQ #RIEREED Y 2 7 Ml ZEE ST 572012, £ FQ AL ORI Shi-F
XY AL AL THE Lz, TORE, 77X A XY O 105570 OGO
JAEIX 5 B (WAONLEDH : 312 H) Thoto, SHICT IV A H YV O X
36-54 FFHI TdHH Z &b, FQ ALJ5HT 7 ARHILINIZAL ST 4 A & 3P Ts
LR LT, 61T, BERIZREW T, FQ sl B D 85%I1L FQ iIkM#% 1 » A LINIZ
FIELTEY ., 5|2 FQ AR EBRAE D 41-50%1F FQ AR T 14 P E D E k2 2
Lt anTnsd (13), wxIiZgEEn ) 27 #iif% FQ AL5# 30 HUUNE L, =0
U227 WIS 7 A2 b IFRG & B 7e Lic, DF 0 FQ OULITHET 7
H2sHAL5# 30 HOBM IS ST S A4V U 2R EER LT, ZOEFRICHKE
ST FQIRABER— 2TV AZ Y OB (n=5,063) & FEBEHEE (n=1,562,000)
D2 BT T T, D%, MEREEOIRAITEEL KT T AIREMEO & 5 &K+ (6, 20-22)
DB EZYR L, B>, RS- FQ OFEZRET 272012, LI A 2T~y F
THEATo T, EORER, ~ v F U7X 2 B THRMEH FITEE R N7 A5 Z &
MNTE2 (R 1-5a), v~ v T U 7H%D 2 BERICEBWT, FQ DAL &ML H TR 72 7
ITROLNT, £, TEV ALY UHHABEOT XY A X OGO R 12 A
TH Y HEEHMOWLGT Th 72 (F1-5b), TXF A XY UOFABEOT X9 2 2 AL
FEED FE /2RI DA TH ST Z BT X A X U RPN KSR ELIEM 52
FHEE LTHEHAIN WD Z ERNRR I (3 1-5¢), BEDBHX FQ 4L 60 H
M. HIH FQ #hZMfEE D U 2 7 Wi 2 (5O MM, FEhi L7z, W77 - w4 v —lEB X
O Cox LI — RET U > 7 OFEF, M~ — REIX 0.58 (95%CI:0.34-098, 0777
BEp=004) THY, TV AKXV NIFQ FRIEEEDRERAEREZABIIK TS
(X 3A), MEFEFEIIEE ORI E L VFEMICHRET Lc e 2A, T A XY VIEGHHBED 5
ANDBHE T, MOWREAE LS L0 BEIERDBIE I, £, BEESERORBERITT
XY RAX Y ATED 0.75%0 5 0.43%IZIK T L7z (€ 1-5d),
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# 1-5IBM MarketScan 7 —X (281} 5 FQ R aF— FDEMR Ty F U T, TFFRA XY AL

RrODWL . FRVOLTG R, BEEORA Z L OTRA

(a) PR 2T~ v F o Ttk TCORLERFOEBEREZ R LTz, (b) TF A Z Y G REOZWIRE
%% ICD-10 /MY THME L, £ DBREEE L O ICD-10 /INMyEORBE I T 28 &2~ LT-, A
FH 10 NLLEORL oI L, Bl O@EW EAL 10 fiEZ R Lz, (¢) FQ @ 1 AL EORHICIX
DDD (Defined Daily Dose) # i/ L7z, &REOLT B L UL B ER T oy & P07 #iPH (IQR) %7k
L7z, (d) BEHEB IO arR— hNOREICHT 2EIE % ICD-10 /My T L IR LTz,

(@)

Before matching After matching
Population with
Without With Without With
fluoroquinolone p value p value
dexamethasone dexamethasone dexamethasone dexamethasone
Total 1,562,000 5,063 - 5,063 5,063 -
Median age (IQR) 49 (36-59) 51 (39-59) <0.0001 51 (39-59) 52 (39-59) 0.49
Female 963,807 3,175 0.14 3,170 3,175 0.92
Renal Failure 97,810 463 <0.0001 445 463 0.53
Obesity 365,025 1,242 0.051 1,227 1,242 0.73
Diabetes 270,264 900 0.37 914 900 0.72
Rheumatoid
34,860 117 0.70 114 117 0.84
arthritis
Gout 39,367 125 0.82 118 125 0.65
Cancer 196,670 2,484 <0.0001 2,493 2,484 0.86
Liver disease 135,291 783 <0.0001 786 783 0.93
hyperthyroidism 21,562 118 <0.0001 99 118 0.19
Musculoskeletal
, 1,070,527 3,867 <0.0001 3,897 3,867 0.48
disease
Heart disease 325,223 1,607 <0.0001 1,599 1,607 0.86
Lipid disorder 670,022 2,255 0.018 2,259 2,255 0.94
History of
311,613 2,201 <0.0001 2,215 2,201 0.78
hospitalization
Statins 415,977 1,346 0.94 1,342 1,346 0.93
Aromatase
18,522 324 <0.0001 311 324 0.59
inhibitors
Levofloxacin 509,511 2,705 <0.0001 2,716 2,705 0.83
Ciprofloxacin 1,035,559 2,287 <0.0001 2,280 2,287 0.89

14



(b)

Matched fluoroquinolone cohort with dexamethasone

Number of patients

Proportion (%)

C34 (Malignant neoplasm of bronchus and lung) 225 0.38
C25 (Malignant neoplasm of pancreas) 60 0.37
C90 (Multiple myeloma and malignant plasma cell neoplasms) 78 0.34
C15 (Malignant neoplasm of esophagus) 21 0.25
C79 (Secondary malignant neoplasm of other and unspecified sites) 225 0.24
C16 (Malignant neoplasm of stomach) 21 0.21
C78 (Secondary malignant neoplasm of respiratory and digestive organs) 142 0.20
C50 (Malignant neoplasm of breast) 483 0.17
Z17 (Estrogen receptor status) 242 0.16
C56 (Malignant neoplasm of ovary) 38 0.15
(c)
Without _
Matched fluoroquinolone dexamethasone With dexamethasone
cohort
Fluoroquinolone Fluoroquinolone Dexamethasone
Daily dose* 1(1-1) 1(1-1) 6.67 (4—10)
Cumulative dose (mg) 6,000 (3,750-10,000) 10,000 (5,250-20,000) 80 (24-240)
Administration period (day) 10 (7-13) 14 (8-24) 12 (5-30)
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Without With

Matched fluoroquinolone cohort (each n = 5,063)
dexamethasone dexamethasone

Number of tendinopathy cases in 60 days (%) 38 (0.75%) 22 (0.43%)
M654 (Radial styloid tenosynovitis) 2 (0.04%) 1 (0.02%)
M658 (Other synovitis and tenosynovitis) 4 (0.08%) 0
M659 (Synovitis and tenosynovitis, unspecified) 3 (0.06%) 1 (0.02%)
M662 (Spontaneous rupture of extensor tendons) 1 (0.02%) 0
M751 (Rotator cuff tear or rupture, not specified as traumatic) 4 (0.08%) 0
M752 (Bicipital tendinitis) 2 (0.04%) 1 (0.02%)
M754 (Impingement syndrome of shoulder) 9 (0.18%) 6 (0.12%)
M758 (Other shoulder lesions) 2 (0.04%) 0
M760 (Gluteal tendinitis) 0 1 (0.02%)
M765 (Patellar tendinitis) 0 2 (0.04%)
M766 (Achilles tendinitis) 2 (0.04%) 1 (0.02%)
M767 (Peroneal tendinitis) 1 (0.02%) 1 (0.02%)
M768 (Other specified enthesopathies of lower limb, excluding foot) 0 2 (0.04%)
M771 (Lateral epicondylitis) 4 (0.08%) 4 (0.08%)
M775 (Other enthesopathy of foot and ankle) 2 (0.04%) 0
M778 (Other enthesopathies, not elsewhere classified) 1 (0.02%) 1 (0.02%)
M779 (Enthesopathy, unspecified) 1 (0.02%) 1 (0.02%)
S860 (Injury of Achilles tendon) 1 (0.02%) 0

WA, DNER PR E (B U TR Lz, £9°. 65 kbl L& & Es L. I & ks
AL OB A | BERE O AR EHIE T D I & TRME L 72, & O IBM MarketScan
T =B TNEZ X D m O EREER AR RSN (K 1-6),

# 1-6 IBM MarketScan 7 —# [Z331F B s dEEEE D3 AR

Tendinopathy Incidence rate Incidence rate ratio
Z score
(+) ) (%/person-year) (95% CI)
Age 2 (+) 40,863 1,510,614 5.54 178
’ 1 112.4
65 | ) | 480726 | 34471861 3.11 (1.77-1.80)
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ZF 2 TN RE S 6T AT A 2V v DR A L=, IBM MarketScan 7 — %
IZBFEENTWD 65 WU EOBRFEE, TXH A% U FGRE (n=5,232) & IEHKGRE
(n=1,538,993) @ 2 BEIZAT T, WEREE DB DOAKENF 2 RET D201 LI EEIA 2T <
v F U T BTl (3 1-Ta), HE X IBM MarketScan 7 — ¥ ~D%4% 6 » A% 5 180 H
M#lEL, W7o - ~vAY—ikd Cox WHINF—FET V7 EHNT 2 DO ak—
B LT 2 A, AP —FE0.72 (95%CI:0.53-098, 77/ Z 7 HE p=0.03) ThH-oi
Z M DINEEREREE O BB AERN T IV A XV VI VKT T2 ERHL NI
7= (B 3B), FHY ALY URERICET 57 Y A & IO R4 & T LT R
TR AL ATHIH AFIFHEFE DR Dl FE . L TR STV D ATREME DN R
Itz (F1-7b), o, T AZ Y AR O RAGITHK 10 B TH D | HhEgp) s H <
Holz (F1-7c), £z, BEEL ICD-10 DFFEZ LICHE LA, TX A XV X
ZOFEFEONS3 UL E TR ERERZL T I TR Y, BEZESEROFBIERIT 2.14%01 5
1.45% 2K F L7z (58 1-7d),

Z L5 @D IBM MarketScan 7 — & OFENTAER NG, 7 X A XV 1% FQ B3R E I &
OVINfen P g B 5 D FEIE 2 Bl 372 2 & SR STz,
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(@)

# 1-71BM MarketScan 7 —Z IZBIT 5 E#E 2R — bOFHMR a7 v v F U7 TXFRAZ Y 4L
FHREOBEA ., FEEYOLGIER. BEEFEDORA Z L OS2

IBM MarketScan 7 — & B EIF OFEREDS 65 sl LOGE, mlE &AL, (@) HmAxar~<yF
¥ TR COREZMER T OBRERER LT, (b) T X% 2 AT REOZ W4 % ICD-10 /N3¥E
THEL, TOREHE LU ICD-10 /My EORBEZICH T 286 %2R Uiz, BFED 10 ALLE
DIFRE DI L, BIEO@EW EAL 10 F¥EZ R LTz, () THFFALZ Y VHFEEGEROTHH A2
LR - LT B DR K OWUANEEIPH (IQR) ZoR L7z, (d) BEEB IO =dh— FNO#KE
(2% 2 %A % ICD-10 /Ny B Z LR LT,

Before matching After matching
Population
Without With Without With
aged =65 p value p value
dexamethasone dexamethasone dexamethasone  dexamethasone

Total 1,538,993 5,232 - 5,232 5,232 -
Median age (IQR) 73 (68-80) 73 (68-78) <0.0001 73 (68-78) 73 (68-78) 0.74
Female 850,048 2,957 0.11 2,943 2,957 0.94
Renal Failure 241,732 1,062 <0.0001 1,021 1,062 0.32
Obesity 246,523 923 0.0014 902 923 0.59
Diabetes 429,765 1,541 0.014 1,515 1,541 0.58
Rheumatoid

40,105 181 0.0001 165 181 0.38
arthritis
Gout 60,197 201 0.67 175 201 0.17
Cancer 363,457 3,219 <0.0001 3,215 3,219 0.94
Liver disease 83,810 739 <0.0001 698 739 0.24
hyperthyroidism 18,323 87 0.0017 69 87 0.15
Musculoskeletal

. 1,088,700 4,321 <0.0001 4,328 4,321 0.84

disease
Heart disease 687,192 3,009 <0.0001 3,025 3,009 0.75
Lipid disorder 998,658 3,503 0.0018 3,526 3,503 0.63
Hospitalization 359,758 2,848 <0.0001 2,850 2,848 0.97
Statins 795.599 2,927 <0.0001 2,937 2,927 0.84
Aromatase

20,164 218 <0.0001 218 218 1.00
inhibitors
Fluoroquinolones 291,181 1,865 <0.0001 1,862 1,865 0.95
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(b)

Matched older adult cohort with dexamethasone

Number of patients

Proportion (%)

C45 (Mesothelioma) 17 1.44
C90 (Multiple myeloma and malignant plasma cell neoplasms) 196 0.86
C34 (Malignant neoplasm of bronchus and lung) 366 0.62
C79 (Secondary malignant neoplasm of other and unspecified sites) 330 0.36
C25 (Malignant neoplasm of pancreas) 57 0.35
C57 (Malignant neoplasm of other and unspecified female genital organs) 11 0.25
C16 (Malignant neoplasm of stomach) 24 0.24
C56 (Malignant neoplasm of ovary) 58 0.24
C15 (Malignant neoplasm of esophagus) 19 0.23
C78 (Secondary malignant neoplasm of respiratory and digestive organs) 126 0.18
(c)
Matched older adult cohort with dexamethasone Dexamethasone

6
Daily dose (m
y (mg) (3-10)

72

Cumulative dose (mg)
(20-200)

Administrati iod (day) 10

ministration period (da
P y (4-30)
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Matched older adult cohort (each n = 5,232)

Without

With

dexamethasone dexamethasone

Number of tendinopathy cases in 180 days (%)
M654 (Radial styloid tenosynovitis)
M658 (Other synovitis and tenosynovitis)
M659 (Synovitis and tenosynovitis, unspecified)
M662 (Spontaneous rupture of extensor tendons)
M663 (Spontaneous rupture of flexor tendons)
M668 (Spontaneous rupture of other tendons)
M751 (Rotator cuff tear or rupture, not specified as traumatic)
M752 (Bicipital tendinitis)
M754 (Impingement syndrome of shoulder)
M758 (Other shoulder lesions)
M759 (Shoulder lesion, unspecified)
M760 (Gluteal tendinitis)
M765 (Patellar tendinitis)
M766 (Achilles tendinitis)
M767 (Peroneal tendinitis)

M768 (Other specified enthesopathies of lower limb, excluding foot)

M769 (Unspecified enthesopathy, lower limb, excluding foot)

M771 (Lateral epicondylitis)

M775 (Other enthesopathy of foot and ankle)

M778 (Other enthesopathies, not elsewhere classified)

M779 (Enthesopathy, unspecified)

S860 (Injury of Achilles tendon)

112 (2.14%)

5 (0.10%)
10 (0.19%)
2 (0.04%)
1 (0.02%)
1 (0.02%)
0
18 (0.34%)
8 (0.15%)
14 (0.28%)
9 (0.17%
0.02%
0.06%
0.04%
0.10%
0.06%
10 (0.19%)

( )
1( )
3( )
2 ( )
5( )
3( )

76 (1.45%)
2 (0.04%)
5 (0.10%)
1 (0.02%)
0
0
1 (0.02%)
15 (0.27%)
1 (0.02%)
12 (0.23%)
7 (0.13%)
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Patients with | — Dexamethasone Patients — Dexamethasone
fluoroquinolone| + Dexamethasone aged 265 + Dexamethasone
1.0 0.5 25 0.10
> Q > Q
b 045 ¢ £ £ 207 5¢E
o =0 3 o = 3
o © 3o o< S 3o
£ 2% £ g2%
= -0.3:,39'~ T 1.51 5309
O O = O O c o
F £ 0.5 303 Ec F0.053 0 3
o O o3 o @ o3 =
28 02228 28 1.0 ]
o= “e 3z e o 3 2
= —- = S5 = - =0
E 72 £ FEs
3 L0128 & 3 05- z8%
[ I
0.0 0.0 0.0 0.00
0 30 60 0 60 120 180
Days elapsed after fluoroquinolone Days elapsed after cohort entry
Number at risk Number at risk
— Dexamethasone 5,063 4,862 4,611 — Dexamethasone 5,232 5,166 5,064 4,955
+ Dexamethasone 5,063 5,063 4,526 + Dexamethasone 5,232 5,199 5,002 4,703

1-5 IBM MarketScan 5 —Z 281} 5 FQ = — hEIIEHE 2 & — MIBIT A REERAERD
RS

ThFduXx s u CRAEE (A) £7203 65 U LomEE (B) (2BIT DS O R AR
NTT v =AY —lifiE, TxHAZ Y IEOHIRE (FH) LOFHEE ORBYD T L7, TECIE
BRI BIT DU A7 Db D EEE (Numberatrisk) 27~ L7z, 75V A XV 2Bk L7- BEEIX.
Number at risk (Z%F9 DR E L TIREA TR LT,
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=t

AL, BIEREAT A RTHLT IV A UR, B MIBWT FQ iR ER
F O EERE E 2 MH CE 2 2 L 2R LTERIIOMIRETH D, 2 bDFEIL, 4 DD
SELTERRIRE v 77— g Tl < BT T b ivTe,

FAERS. JADER, CVARD &\ 9 3D A ERFZHRBRET —FX—ADT =4~ 1 =
YITMB, ZIVHATIZEWT FQ O & IEREE ORIV IEOMHEBENH 5 Z L 3RS
oo WITNDOT —F 2y NV A AN FICREDNSTTD, 2D 7 FVTERRD
DEREMEICER R SEBRR bDOTH D EEZ N, TXVAX Y U, 3FEEDOT — 2 X
— A TITBWT FQ MRS O ROR fHA A BEIIK T S /73 O CTREZ Z ORIEZN
BRE Do T2, FEHIEZT I A X AESEY T,

BEHRRBEBRRET —F X— RN B5 LKL, IBM MarketScan 7 — % %
TERERFIEATIC L > TS DITHGFES L2, £ ORGSR, FQ IZ & 0 JEEE OFIER N H I 5
ZEWREND I, TXTAZ Y EEORIERLZIR T SE D Z ENRI NIz, £ L CHLEE
RNZ ST X A2 3N S ORER IR TS T\, T A X Y Dl
P =N 2h T, FQ AR MR & bhlk U ORI = ClrIss - 7223, ZHUTERZEC
ED5HDEEZLND, TH LV ABICARE SN DT B HATFICB O CTER ISR A -
LV AEZT TR Y KEN R A RIC L 2B NEEN RN ERE L, 2o’ kEE o
FEIAE Y A7 HIINZEENR 5 (23), & B2 HFEREOIRERE T T & & IR T T 5729 (8).,
el OREIZITEFEE OREX Y 2 < ORUNMEG R FIET D AlRetE R’ & 5, 4 [ O Tl
FQ =7/ — M OEMOHFRAIEIL 51-52 i CTH - 7= DI L, mlind 2 78— b OERO il
XT3 Thole, ZOREREMZEIZLY, TF I AZ Y U OEEEMSINRIL, &g
aR— TR SN T LE - ATREMER S 5,

WEDZAMEMIRTIEAT A ROFEHITHEEY A7 28D 52 EPRRENTET
B (24-26). FDA (AT 1A RIRAA Tl FQ R EDIIEY A7 NEWW &L LT
W5 (14), Ll AFFROEERE » 77— Z T TlE, 7 %% A ¥ V13 FQ i F b
B KON RS 2 Il 92 & WO RO A L TR 2 DR G O, T OFEE,
FXY ALY L OFGHBORESICEK L TWAAREMERH 5, BB T, 2<Eb3
ATV A2 oSN v~FBEOT X L AEICBNT 1 Bag—r
P L TN Z ENREINTWD (24), S HIZ, BB AZ AV invitro FEERIZI VT
L, TXHAZ Y UN 1B aT—5  OBETRE, 27— ARk L OMEHIE O HEE 2
KFSELZENRENTND (25, 26), WxIZ, TFHAZ Y ORMKREIZ, 27—
FUBEE KT SEHEEY A7 2RSS (RS 5, — 5T, AT A RaEHH
5 L2568 O ~DOREIL Z I E TR TH o 72, mEDREFIR AL TIL, A7 8
A RZEfEIC IR L7286 & Wikeny 3 » A2 1 IRRE O IZIA L7eSE 2 ik L
7B, Ay RIEWHGEC IR L7235 OB NE o2, EL L 0HA bIREED A v
ALz Z s 27), —J. EFEOWIEIZEB N T, A7 2 A ROk~
OWigE ) 72 JRPTTES (4 BRI CRA 3 BIET) CEBEIEOIRIL. 77 B RESH LE
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BhRE L T 5 b EEEEVR LG 6 4 A ORI CIRIERGEN BIF Th o 72 &0 S 5 R
NEERRBRTEONTZZ 2 28), Ty hOT F L ABBEETVIZCBWNWTT XA XY
V&5 BB GT 5 & BEOIREAMEE S TUEO DFEMRFENSE L 2 E s STy
% (29), & L. ARH#FFED IBM MarketScan 7 — % % H\V 7= FQ 35 F M 35 I OV fhn A
FEEDHHTTIZ, TF VALY O FEMOPREIL FQ 2=4A— T 12 A, &g ok
— R TI0 HTHY, WINLHEME ChH 72, LER-T, THFHAZ Y OGN
BRI OLGA IR E U R 7 2R EGEER S BB 2 REEN RSNz, Lo T, 7%V
A B DIEHRRI 6T 2 O BEIIZOR G OE SIEFET L E2 BN 5D,

Pk, RBEIZBWCTERIL, 7%V A XV UM FQ R MRS & MR = & f 3 25
ATREME A B Bz LT,
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$28 FEFHERICIIBEZFFHAD-XLOERR

1B TIIAERREARRET — X 20T L FQ b IR E 240 L 5 239 & L CRIE
REATuA RCTHDLITXVAZ U EEH L, S6I2, LY b T —% &2 HWIRERS
RN T Y A & OB G1Z X 0 FQ AR MENEE J X OVl Ml 2 o 38 4 R )
BTFT2Z 2L LT, Lo T, THH AKX Y U0 FQ ihJE MR E & Nt ks %
T 2 ATREM N BE L UL TRENTZ, LN LARD, THY A XY VT EHRESS
K%, PSS 72 EORIER NS D720 T 9 A XV o ZEEEOMHHEKE L THWS O
IR EZE 2 DD, RIS, TXV A XY UNEREEZ T 5 A =X L% 5N
L., AIEAER L 720 9 200 T2 AT VERDH D, TOEDIZIFI RNR—A T AL —T 3
Tl Y—F AL, BE LA TELNTEHRAEZ S & in vivo/in vitro RERZ JEBRT 5 2
ENRO BN D, EEREICWBEDOHIEIZE N THEIRE v 77— Z X— 20 515 5 VTR
i AR IR ER AT O 2 L CRIWER Z TR 5 WIXIRIET 5 72O O BIZEFER) 23 R
HahTnd (16, 17),

RO 7 ENT 1 B a7 =0 RN ED TR Y 27 —7 URHERITICESI 52 & T
AR O BRI 72 E NN E R SN TWD (30), 2T —7 UHEOEEICITT T AT <0
TaTrA 7Y i OIS~ U v 7 ARGFEL, 2T —FURMiigst~ R v 7 AD
PEAE - RENIESIAEIZ X - T T TV 5,

KETIXT v b & W= in viveo 28I K OWEHIE 2 F VT2 in vitro SEBRIC X 2 KBS AR
FEZATV, T A #0008 FQ BB 4 X OB MR 2 2 i) 9~ 5 A 1 = X A% i
AL, TOERRZRE L,
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RERTTE

AR 71 ¥ 0% LKT Laboratories 205, 7% A 2V R=vJ o« AL T b=
A v BBV KFBILT T AT A2 )5 DMEM, FBS, #it L U EEF b U o A1 Sigma-
Aldrich 7> HHEAN L 7=,

B9

A TOEYERIT, ZHRFEYERE B SO MRS E S 1T - 72 (F 5 19-38),
HEME Wistar ST 7~ b (in vivo SEERF @ 10 . in vitro SE8R M : 6-8 M) 13 H K SLC
MOEEAN LT, 2 TOEWIL=RED 2242°C, AREE SIS 12 FFHOERNTHEF L., il X
OKITHEHICEIISE 2, X7 Xt (900 mgkg/H) BLOTHH 22V (50
ng/kg/H) 12 05% WA RFI AF L Lu—IRE L, 7 v Moo Lz,

ERENFRHER

AR AR L. 9IERERE (MODEL-1310VRW, 7 A a—x= o P=7 /) %
AWTiTo72, 7y b T XL RAEEEIR Y7 70 7 CHEE L, EEIZER L7-, 5S0mm/min
DEETT HF L AEEZMESEZOMB S 2T =%—L, itk Lz, AR T%, -
WMEEZI 7B e, THRLVABOERIT FATHEL, ZhbOREREREND
RIS EREHLE,

AREXDYD - IFDHRA

UL L7277 F L AREE 4% /ST RV AT VT e R (PFA; 7T A7 A7) T 48 W]
BEL, BAKLZOBIZNRT 7 0 TEl Lz, Sum ORI 7T 7 ¢ VU &
AN XY ATV TRA LT, BITERAICED DD, D 4um BLEOE
T, MAHEHERZELTERLL,

RNA —7 2R

ISOGEN (=y Ry v—r) ZHWTT v 7 F L A5 RNA 2 HEE L 72, RNA ¥
— i AEHT DT RNA 55 poly(A)'RNA Z#iiH L. DNBseq (BGI) % v CHilk
fAlzRkEL, Y= AV —=Fx27 vy hOUT77 L2 AT 7 LS
GCF_000001895.5 Rnor 6.0 o~ v EL 27 L., U7 7 Ly AfS~D~ v Ey 7T
HISAT version2.0.4 (31) & Bowtie2 version2.2.5 (32) # 7=, B/s ¥ Bl &IL RSEM
version1.2.8 (33) ZMWTHEM L, TO%, WL LT (F : 8 (=2°) OFEHL L
% 3. 128 (=27) OB L~UIL 7) , BEEFEICEES AW FR T e X2 P 6T
% 72®IZ. Gene Ontology T 21 L7z, #atAUA EMEIL p<0.05 & L7z, Vehicle BT
TPM (Transcripts per million) =100 T&H VD, _X7 X H o U FHH TOFRBLED Vehicle
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HTORUELHBR L THEICHEML, XX o+ 7% A2 VB TOR
BRERXT7eXY o VG TORARE LKL CHECHD LcERF2MEB L, %
6 DB 1% DAVID v6.8 & HWTHEMT L7, 4 BEM]D Z A 27 1%, Prism v9.4.0 % [f]
WCbk—h~y 7L LTAHILLZ, RNA Y —F7 U ANnLEET =Xy MME, GEO T
7% v g a— K GSE212344 (T8RSN TV D,

GEO T—#% R—X D fE#T

i s 22 R 3 D g [ S A 57 & TR S O LR O B R BLT— 4%ty & GEO T/
v ia s a— K GSE26051 7 HHG L2 (34) . ZOTFT —H &y ML 23 A D kEE
B O EEAL & IEH AL OB O BEFRAT — 2 NEENn Tz,

REZEE

invivo BEERTIX, B L727 F L A% 4%PFA CTHEE L. D%, Tissue-Tek OCT =
/37 K (Sakura Finetek) (C@H LU THHE L, -80 CTHRAFLTZ, TDH T U F A H
v~ (Leica CM1950; Leica Biosystems) T 14 um EOEI A28V HH L, -80 CTLRAFL
7= Y113 0.1% Triton X-100 Z & e U o MRERE A B R KICIR L CHBLHEZITV, ¥
HXRY 7 a—F P yH2AX Bidk (1:300; #2577, Cell Signaling Technology) % T
4CT—HaA v 2— bk L. % T AlexaFluor 594 £ o /XL w7 % IgG (1:300; A21207.
Thermo Fisher Scientific) Z K AT TR 2 BFE A > % = X— bk L 72, %1% DAPI Fluoromount-
G (SouthernBiotech) T¥:th L 7=,
in vitro EERTlX, Mla% 4%PFA THEE L., KIZ, 0.1% Triton X-100 & &1V FEfE
EAMAEKICR L TEELHE L, FRREFERICY Y FRY 7 v —F 181 yH2AX Fiik
(1:300; #2577, Cell Signaling Technology) % FI\V T 4°CT—W, %\ T Alexa Fluor 594 1%
a NPL Y 1gG (1:300; A21207, Thermo Fisher Scientific) % U THEE T 2 KEfE] A
v F 2_X— | L7z, 1% DAPI Fluoromount-G (SouthernBiotech) TYufa L 7=,
TV S R BEEE (FluoView FV10i; Olympus) % W CTHEIZE, RE LT,
YH2AX" HRZDOEIL, invivo FEERTIX 0.045 mm?> OHPH T, invitro FEERTIE 0.10 mm?
DHFIH TER LT,

MR OIEE

HEM: Wistar ST 7 > b (68 ) MOHEHM LT F L AEAK 1mm’ OB IC L7z, =
S OW %, 10%FBS » 100U/mL X=3U > - 100pug/mL A N L7 k<A v E{RML
7= DMEM (D5796) THhise L7z, ¥:& (X, 5%CO0O, - 37CTIiT o7, 7-21 HZIZHEMAE N
BRI, 0% a7V —IZETHETHEERE LEZ, Z0ELNTIEMRE FERE
L. fRARER 3-10 O 2 FZBRICAE R L7, EWWLE O - O /Ml 2 Pkt L 7o, 2
TRV FE N PEBE O O LR D BR BT A ML~ 2 72 D12, 5%CO0; * 2%0, « 37°C D EREE T CHfl
Mz 552 Uiz, 5T 48 FF[E % 124 M5 O DMEM (D6046) (AW L. GPX3 D 3&H A #E
Fdoi-ofit Lo Y v A (100nM) ZFRIFFRINL7Z,
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RNA B4 & & U gRT-PCR

ISOGEN % I\ TEAIAL O RNA Z[EY L, % L T ReverTra Ace qPCR RT Kit (BREH;)
Z T cDNA 2155 L 7=, StepOne Real-Time PCR System (Thermo Fisher Scientific) &
THUNDERBIRD SYBR qPCR Mix (H¥¥#h) Z MW TCEEMWERER Y A T — B HEE KIS
(qQRT-PCR) % FEjifi L 7=, PCR DOHEIEIX 95°C T 10 R OBIEMALDHEIZ, 95CT 15 B
M+ 60CT 1 MDY A7 VE A0 B ToTe, R LT T4 ~—IFK 2-1 1T LT,

EERREOEE

CellROX Deep Red Reagent (C10422, Thermo Fisher Scientific) # T, #&EH O 7 v
h I izt > THREMIAN OTEEREFEE (ROS) # 4t L7z, BIiEX DAPI Fluoromount-G
(SouthernBiotech) THuta L 7=, ¥ > 7V 3 3L 8 S8 e BRISSE (FluoView FV10i; Olympus)
ERAWTBIZ, IRE L7, 018 mm?> OB 2T 5 Mia 0 ¥ g & % Imagel
(National Institutes of Health) % W TE®R L 7=,

ZILRERM B-HS5Y I F—EREA

EZACBEERVER-H T 7 b v H—F (SA-B-gal) Yefaix, ®EE O 7 v b a2 /Uit - TIT
> 72 (#9860, Cell Signaling Technology) . FEMMLER, MMz % v MIBOYEK T
37C. I 16 FF A > F =_"— b L7z, 0.14 mm? OHEFIZHIT D SA-B-gal ffLDOEIE %
FH L7,

DAILARY 23— S

pCSII-CAG-Venus-WPRE 3, CAG Wr/i % PCR |2 LV #iE L, pCSII-EF-Venus-WPRE

(BULPIFEET O = 4Fih 2 e KOV I BOL e A0 6 o fh) ITHiE& S 72 (35) .
pCSII-CAG-GPX3-WPRE DHE4EIZ1%, pCSII-CAG-Venus-WPRE (2, 7 v F 7 % L AfjED
cDNA 705 PCR THilE L7 GPX3 Wriia 747 — 3387, PCR (£ Q5 DNA
polymerase (New England Biolabs) Z W\ TiTo72, 74 7 —3 3 ISIE4 T Ligation
high Ver.2 (¥R ZHWTIToTm, VA NWVAXRZ X —OESNIY > H——Fr A

(Eurofins Genomics) 2 X W HER L7, PCRIZHEH L7=27 T4 ~—IFZF 2-1 IT - LT,

LYFOALILADVER & s

HORNE R L U F oA VAR Z— (36) Zif L, HH L7, Lenti-X 293T #Hfa
(Clontech) % 60-70% 2> 7Ty ¥ —F THIHSE, Rur—I /Ry X2—L vy
fVvas A7 FaeR)=F LA (Polysciences) ThT7 U A7 x7 a3
Too 16-18 FFRIE &R . HIEEZWSIBRE L, Fric iz N2 7o, 30 Rl &E% . RiE%
Y L. FL#% 0.45 um @ PVDF fi£ (Millex-HV, Merck Millipore) TAi L, Zivz H
TR~V U TF U A VR EY S H T,
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HEat AR

B EHAEHT 121 Prism v9.4.0 (GraphPad) % JV 7=, Post-hoc 7 A FZIZ Sidak D% H ik
BEZMH L, St aEMIZp<005 & Lz, T— XX EHEESEM TR LT,

# 2-1 QRT-PCR BL QYA NVARY 2 —ERUC AW T T A ~—
For gRT-PCR
Gapdh 5'-GTG CCA GCC TCG TCT CAT AG-3'
5'-AGA GAA GGC AGC CCT GGT AA-3'
Gpx1 5'-AGT TCG GAC ATC AGG AGAATG G-3'
5'-AAA GAG CGG GTGAGC CTT C-3'
Gpx3 5'-ATT CGG CCT GGT CAT TCT GG-3'
5'-CCC GGT CGAACG TAC TTG AG-3'
Gpx7 5'-AAG TAC CGC GGC TCG GTT T-3'
5-TGC AAG GCT CGG TAG TTC TG-3'
Gpx8 5'-TGAAGG ATG CCAAAG GAA GGA-3'
5-ACG TTT ACAACT AGG GAAGCT TTG-3'
Sod1 5-CTTCTGTCG TCT CCTTGC TT-3'
5-TTC ACC GCT TGC CCT TCT G-3'
Sod2 5'-GGA GCAAGG TCG CTT ACA GA-3'
5'-AGC AGT GGAATAAGG CCT GTG-3'
Sod3 5'-GCT GGG TCT GTC CTG TAC TT-3'
5-CTGAGG TTC CACACC TGACAAG-3'
Cat 5'-ATG GCT ATG GCT CAC ACA CC-3
5-TTGATG CCC TGG TCAGTC TTG-3'
Prdx1 5'-CTG TAG CTC GAC TCT GCT GAT-3'
5-TTG AAG CTG GGA GCAGGATG-3'
Prdx4 5-TGAGACACT GCG TTT GGT TC-3'
5-GTT TCACTACCA GGT TTC CAG-3'
Prdx6 5'-TGC CTG GAG CAA GGA CAT CAA-3'
5'-CCC AAC AGG ATG GCAAGG TC-3'
Colta1 5'-GTG CCA GCC TCG TCT CAT AG-3'
5'-AGA GAA GGC AGC CCT GGT AA-3'
For vector construction
Cag 5'-AAT GCT AGC TAT TAATAG TAATCAATT AC-3'
5'-ATT GCG GCC GCT TTG CCAAAATGATGA GAC A-3'
Gpx3 5'-AAT GCG GCC GCATGG CCC GGATCC TTC GGG C-3'
5-TTAGAATTC TTACTT CCC TCT GGC CCC CA-3'
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RERFER

F18 J)A0X/ OVERRBEEETILSY FMADTXHAZYVDOERE

FTHIDOICFQ FRMEEICER L, FQO—FTHir7uxV 2T v MEMH
(2RO G- (900mg/kg/H ., 5 H/AE, 4, Z0% 1 ERIKSE) L, EEEET LT Y M e
ERLLU 72, @EOMIET, X7uexH v (900 mgkg/H) %7 v M 2 BBEGR S Lz
LA T FRVAMIZAAE RO 2 AT AN L &S #ERH D (37),
D &S IS O EEINIEBROMEIEELRE O T X L AEIZE N THRD LT D (38),
L2y L Z OFE# CIEIERLER O 715 T hiL T\ e o 72 72 DI O a5k BI L T
FATH T, £ TEHIL, 7% LV AEOBBIIES 2R S5 720icX7a x4y
VG AE LV ES L, TR AEZY ST e o L L TROEE (50
ugkg/H, 3 H/AH, SHRE) L7z (K4A), 750 A%V o OEYFEREEIIT 36-54 KFH
THAHZOT XY A X v oFE1X2-3 BIC 1 B{T-o7-,

T X U ARED SRR E 2 BT A T DI ERBR AT o 72, 7 X L AJRO R KIS T
N7 X o OEERGIZE VDT NS T XY A Z Y FRHIEE IR LT
FEHERZ TR L (K4C), £7o, TF Y A XV U HEME GRECB W TS OB 1338
DO oTe, ~v hFT Y v AT (HE) Pefhll L2 MFImETCid, X7 e ¥
P ANEPER G L0 WA Z ROz G 4um LA L) B2 AT 20 E &R #mL, =
LTV A2y o HIC LIk S iz, 728, ZIEMRORITBER IR o7z
(X 4, D+ E), BEOHIEND, BEREEDO Y AN THD FQ OFEM (39), EHhE%
(40) . s (41) L > TDNABEEBREZDZZEWHIHANELN TS, £Z T, 7 v
7 % L Ao DNA #85% . DNA 5O SREERIBFERE S L THW LTV HyH2AX O
T YLl LV X7, DNA HEIX 1 BIZFT 200 3 HLUWNITEE S5 ATEEED
B2 (42) . DNA HBIEOFHRITN7 v ¥ 0 OREE 1 Bk Tt <, 5 3 Bk
THOFERIZEMW L7 F LV AETER L2, ZO/RE, X7V &Ly FOT*
U A CIIyH2AX A OFEIE 23N L, 7 X% 2 2 Y I L 0 Z o8 s iz
(K4, FEBEWG), TFVAF Y EMTIIyH2AXHIEOEE OHEINETRD S/
77
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A V Pefloxacin (900 mg/kg) [ Immunostaining
V Dexamethasone (50 pg/kg) ® Tensile testing, HE staining

v vy Vv v.Vv Vv V_VXV v Vv
vV VVVVV VVVVV VVVVV VYV
12345678 9101112131415161718192021222324252627282930313233343536

v vV Vv
®

Day
*%
B (o3 50— P =0.07 o
o
© o0
o
340 0 o
MEL
2 30
0
Pefloxacn — + — +
Dexamethasone — — + +
D [ i in + dkk  kkk
Vehicle Pefloxacin Dexamethasone Pefloxacin E _ 2
Dexamethasone 3 o
3 g2 2 o
= : ' - 8§15
= S e % S o
— = s ¢ oo 990
14

=

— Pefloxacin — + — +
Pefloxacin + Dexamethasone — — + +

Vehicle Pefloxacin Dexamethasone Dexamethasone G

-

YH2AX/DAPI

Pefloxacn — + — +

Dexamethasone — — + +

217y bORT XYL UBERREEETNCHTETIFTAZ YV OBR

(A) 7y MzxT7axHh v (900 mgkg/ H, 5 /A, 4, 7922 (50 ughkg/H. 3
A/, 5K FEoiXm3Ey 2 ih L, 3 HEEG& TOERIZaREREG, SEBRGETOERBIC
B & ~~ b Y v - 24U (HE) @& 1To7, (B) MRABROMK T, £5H: 7 v |k
D%, ABHNT F LV ARETH L5, AFE  MERBROTDIZY o 7V LB I AT 7o kR

(C) FEWHEE-T v RO T ¥ L AMZ RN IR FHIRHMI 21T > 72 (n=3-8), #BRAE RO
RRISEFEM Lz, (DBXLVE) HE EEOREXEB =7-9). KFEEBEOLE BITREROLREZE
AL, AZHFR ER4um D E) BEE2EToMlo%&%2 R Lz, A —/1/3—:0.1mm, (F
BLUG) yH2AX DYt %7572 (n=9), yH2AX il (ARR) 0%, Sk 5
HOERTR L, A7 —/b3— 150 ym, 7 —Z X FHEESEM TR L7z, #atiIA B, two-
way ANOVA & Post-hoc multiple comparison test 2 FHU N CRHIT L 7= ; **p <0.01, ***p <0.001.
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F28i JFnx/ OUBRERREEICHTETIYAS Y UOMROSFHREFOHE

F1EITRT v Y3 Nl LD RO Mes LM AR LN T XY 2 & I
FIZZ 0 SND ZEDRSNTce TDRF AN AL BET 272012, EixG 7 v
FNDOT ¥ L AREE HWT RNA-seq #3FEfii L7z, X7 X H T ko TREEDHEML,
T XY ALY ORI Lo TEOFKBUEIM AT SN D872 H LT DAVID # Hw
7= Gene Ontology fi##T 217> 7= & Z 5. “Response to hydrogen peroxide” <° “Hydrogen peroxide
catabolic process” 72 EFE{LA F L AIZEE T H VN DDA T = A NERE S LTV 2 (K
2-2A), 7B, O TIERIEICBE ST 5320 = A [HRME STV o 7o, F 7Bk
RNz LT, “Aging” bEMESN TV, ZORERLD, Xooxd k- Tk A
NUADBHEINL, 7% A2 ORI L > TEA N LA &5 2 & DNRIB S i
Too Fio, X7 B XY AT L o TOL DO IIRBIE S T OB L~L EF- L, Zhn
TRYPAZ AL o TRl S D AREME b R S T,

b A b L 2O FERRKNITEMREFETE (ROS) THY ., 2O L~z FIZHHEI L TV 58
IR TH LT, WRICEFITIIRLEEEIZE B Lo, Vehicle 57 >~ FO7T % L A i
BT 52T bR OBEFRBELZFANT L A, — O I N ETFH L~V FF o —
Y (Gpxl. Gpx3. Gpx4) BILORA—R—FF T RURALZ—F 3 (Sod3) H A EWIEEL
AT ZERHLNT R o7 (M 2-2B), KIT, G2 X 2B FRBLEDOE/IIT OV
TR LT, ~7uaxd o U ®gEI2X0 ., Gpx3, Gpx4, Sod2, Sod3, ~)VAF T L ¥ v
3 (Prdx3) 72 8V OORFRIEBEEDOBLFRENME T L, ZO—FIZ7 A2 0
PERIZ LY 2R TR STz, ZHODOT LY, T v b7 % L ZAEOHIREEER O
TROLBEHEOEL, L7 ud P IV ZORIABDED LT XV A &V O
MBETUER 278 LT e, GPX3 ZEREE ORI o e L L TR LT,
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Osteoblast differentiation- ]

Collagen fibril organization- ]
Response to hydrogen peroxide-
Hydrogen peroxide catabolic process

I
I
Collagen biosynthesis process |
I
]
I

Establishment of Golgi localization
Cellular response to amino acid stimulus-
Intracellular protein transport-

Golgi organization-

Actin filament organization-

Negative regulation of apoptotic process-
Prostate gland epithelium morphogenesis-
Peripheral nervous system axon regeneration
Response to mechanical stimulus-
Multicellular organism growth

Reponse to glucose-

Vesicle-mediated transport-

Wound healing-

Oxygen transport-

Protein heterotrimerization-

Aging-

Blood vessel development-

I
I
Erythrocyte development ]
]
I

Protein transport-
Positive regulation of cell proliferation-

o
N
IS
»
o)
-
o

Cat+
Gpx14
Gpx3-
Gpx4-
Gpx7-
Gpx8-

Prdx14
Prdx24
Prdx3-
Prdx4+
Prdx54
Prdx6
Sod14
Sod2-
Sod3-

1 1 1 1
0 500 1000 1500 2000
Gene expression level (TPM)

o
2109s 7 uolssaldxg

]

PFLX
DEX

2
°
)
>

PFLX+DEX

22 R7uXH L UBIOTHRYRAZ Y 2RE LT v b7 X VARBERICEIT DB TFHRE
(A) Vehicle #1235V T TPM (Transcripts per million) =100 Toh v, X7 w4 U FETIE Vehicle
BEICHERTEML, X7 xh oy « FXRHAL Y PR TIER 7 2 23 VBT L
TV 5B T Al L T Gene Ontology (GO) fiRMT 21T o 72, A EIZHME Sz 2225 D GO # —
LR LUTZ, (B) Vehicle BED T v b7 & L A#ICBIT B PR LIESE OB B &4 TPM TR L
72o (C) Vehicle, X7 a¥H# > (PFLX), 7 X% A%V (DEX)., F£7213f i (PFLX+DEX) %
BHELEZTZ Y M T X LRAEICBT 2 BREBEROBB B2t — b~y 7 TR LE, Rl Z
score DREWNWT L& HIX Zscore /P INWZ EEZRLTWD, KBE n=1,
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% Z T, GEO IZ8Fk SN EEREFEDOT—2 >y NEHWT, b NOBEZIIT 525188
{bEER OFBEAFRNT LTz, ZOREER, b MEEMIZB W TEH GPX3 OEBE FRELEI MO
PR bRERE L0 b E < | & HICHERE S CIXZORBENARIIE T L TN Z &
DHLNZ20 26T TIS FERETRLET v R 7 X U AN A EZ X
FTob07E-7- (X 2-3), 728, PRDX4 & GPX7 OE5 15 BB I L E5RAL CTHIN L
TWER, ZTNOORBEARNMIMETH 72720, OO BT LB /N XU & HEH]
ST,

PLEORER L 0 EHEHILGPX3 125 H L CULBROME A2 ED 7=,

I Normal
[ tendinopathy
C10000- ﬂ ns
Xl
2 8000-
o .
% -
o 6000 :
(0]
aCJ ‘ ns
S 4000- . LI
g s . r ns
= DS ns ns gt NS NS % NS NS NS NS % NS ns »¢ ,—
3 2000 g - é
Y “ A v »
. i . : @ $ R [ i I £
0_ L f 5 i X
A = 8 ® ¥ U N O =~ 8§ HM ¥ L © - N O
<
a QA QA Q Qa Q

X 2-3 REREEAE ORBAMRICK T 2 HRILEBEROREAE

Gene expression omnibus (GEO) 7 —4# & v b 61570, BEREEESE (n=23) OO MR EE
EIEFELN DR DT LEER OBIn FRBLELZ R Lic, 7 —ZI3FEHEESEM TR L7z, 4%
B FIZBT DA BEMEIL. ratio paired t-test 2 HWTHRIE L7 ; *p < 0.05. **p < 0.01, ns: not

significant,
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£38 v rOREERM@RICETZI040%/ OVERRBIER FLRABIUERE
KEFRAEEBLITHTITIY AV ORE

FQ #FMMEREEICBIT DL A NV ADEE LT XA X U OFIZHONT, T v M)
REFEMMIL Z N in vitro EBR CE OICHRAE LTz, TX YT AZ Y S dr7vaarFad
REZRBITHES L, bkx RBETFRELZFATI T2 00, T A Z Y VITEE RO
AL EA - = PR 2R T L HEI L, FFHIEIT XA XY CORTLEEZE L7, 7 v b
WUCES RIS, T A &Y > (100 nM, RiALE 24 FEf+24 FEfE) . X7 %4

(100 pM, 24 FEf) . FI1XZOMmM G2 E Lz (X 2-4A), RNA > —7 > ADFER L [A]
BRIC, T A% 0% Gpx3 OB B EZ KIS 7z (X 2-4B), X7 x4
3V TCHLVER U 7= BRI XAIAR N ROS v D ERZR LT, ZHUIT A2 2D
HAEIC L > Tfl Sz (K24, CBELUD), 62, X7aFH v il X HyH2AXT
IR OEFIGOHEME 7 FH A 2 v OHAEIC L > Tl S (K24, EBLOVF),
ZOFERIT invivo T—4% (X 2-1, FBIOG) ¢—HTHLDOTH-oT,

WIZ, THRYRAZ P MRS LT 2L 0I5 1 ETHLATLERO AT =
ALHEFRD D, MBI T TV A% Y L ORBERG Lc, (LA LR |TE
EIZBEE L TR Y | HoO (b A b L AFEFRMIBE(LET L OFERICFIH ST (43,
44), = Z T, MHHIZIZ HO2 (100 uM, 4 FFfH]) Z4LE L CHildEfbziFE L, 7% A%
Y2 (100nM, 24 WE[ERTALEE +4 RERALER) A 3LALE L7z (X 2-5G), 7% A& Y U ALE
IZE D H202 12 X 24N ROS L-~vod BB f S e (K 2-5, HB XU, SA-B-gal
BLO yH2AX IFRAGIEOEENT 5720, Blb~—U— & LTHERHENTWS 45), £
Z T, SA-B-gal Bfal LN yH2AX OB YT ol Z A, TX A XY ALY SA-
B-gal FHAA D LLZRIZHOTIZHIM L 72 H O D Ho02 12 L D SA-B-gal Flidds L OV yH2AX
DEIGOEEIL, 7% A XV U E2HNE LM TITRRD biennoTz (K 2-5, J-M),

ZIZTTHXHAEZ Y ATE D Gpx3 BAEFRBBEMCKTT 57 v aanF a s RFIEK
DG EZBFTT 570l Zvaarda f REFEENRCHLI 72TV AR 2T F
AL ALE 1 RFEENALE Lc, £ORE, I 7 =7V X M ORILEIZL Y 7% A
X AT KD Gpx3 BATRBUEEMA IR Sz (K26, ABLUB), LeR->T, T
YRAREAFT NV aavTFa f ReREZI LT Gpx3 DB TFREZENEE 5 Z LR
e X7z,
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X 2-4 7 v FMIRERBHERICBIT A7 a3V UBRBLR b LB LB KRHR
MREEICRTT 2T %A Z Y OBR

(A) 7 v BT L RENSE-OMEERIEMIEIC, X7 a2 (100 pM, 24 FEE) . 759
A& (100nM, BifALE 24 FFfH+24 i) | Eoi320m G2 0E Lc, (B) L% o
Gpx3 DB 3Bl E% qQRT-PCR TE&EL (n=9), 2> b — VBT 2% TER LTz, (C
BLOD) JEMEHERE (ROS) LULiE, CellROX 7 vt A TiHi L7z (n=8-9), HiliddfE S
PSR TR L. SR osOtmE A2 E Lz, (EBKOF) 3 EU EOyH2AX > 7 a6
LA A I L (R SMIREIC KT 5 HE TR Lz, (G) #IEEERSHIL %2 H0, (100
uM, 4 FE) ALE L, Mg b T VAR LZ, /2, 7%V A%V (100nM, HiALE 24 BF
f+4 FFE) HALE LT, HBEOD EWALER D ROS LUL% CellROX 7 vt A TRl L
7= (n=6), JBLVOK) HEWULEZIZEZCEEBH Z 7 b & —1F (SA-B-gal) Yeta%z1T-72 (n
=4-5), SA-B-gal Mt AL, Sk m50FE LR~ LT, LEBELUTM) yH2AX D
Y 21T o7 (n=6-7), 3 OLLEDYH2AX S 7' F v (ARR) AT DMk E . il
BIZHTHEDEL L TORLEL, T—ZI3FHEESEM TR L7z, MEFAAEMEIL. two-way
ANOVA with multiple comparison test Z N TREAM L 7= 5 **%p <0.001, A% —/L/3— : 50um,

A
* vV vV o ¢ Cell seeding
| — — | V Dexamethasone (100 nM)
0 4748 7172 96(h) V Mifepristone (3 uM)
& Assay
B
w409  kEkk  kkx
%A o
2Lc
3 304
s
E§ 201
o X
S QU
£ 210+
&
0_
Dexamethasone — + — +

Mifepristone — — + +

2-5 TV RAE S NCKD Gpx3 BEFRBEM~D T VvaarFal REEEOES

(A) 7 v MMRESFRIERIAEIC, 2 7 =7 U A by (3uM, 24 BEfE+25 BEfE]) 2792 %> (100
nM, 24 FFfi+24 B ALEo 1 RFRATICALE L=, (B) 3EWALETEL D Gpx3 OiEfn 3B E% qRT-
PCR CE& L72, Gapdh ZWIHEHEL L, 2> b — Bk 2%t T/RLEZ (h=6), T—X
I EEIELSEM /R L7z, #EatAIA E M1 two-way ANOVA with multiple comparison test 2 F U CREAM
L7z ; ¥%%p <0.001,
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A4 Sy MMAEERAMICETIZIILAOX/ OVFEREBIER FLRBLUVBRIE
KESRMEaEILIZHT D GPX3 DEcE

WIZ, BEINTT X AX Y U OMFITHT 5 GPX3 O+ KREH L=, GPX3 ®
WEPEEZFET SO EMaic L F AN R B RERESE, X7axHor (100
uM, 24 FFfi)) ZALE L7- (X 2-6A), GPX3 @B TIX., Gpx3 OBfs T HBBLEN
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