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1. HROEN

2020 FIC(S, HFRATHTE 1,340 HAHORENRESN. FTEIZO 10 AC 1 APREERIT
WB[1]. REEFERSIV 5 mKRBEOFRTCEROERRERRTHI[2,3]. EEINTRBOVRIZE
H3[4,5]. UhU. FeEE TS BAROSE L AETEHEBN ERC LD \AURTIHIROIBINCLD, BRRE
DHRSFEFNIER TRHALE LT RN RSN EZFEICF EDAEFIEENMLTVS
[6,7,8]. CORIBEICIHAL T Bcsd, HFAREEMET (WHO) (& 2023 £F(C, FEURHEIIHI OB 2E
REEAERIIVFIZTO/ RIS (ACS) ZHERUR[9,10]. INSOENETIE, F=UNHERIIFIZROME
REBAAOBEESRZHS I, 24 KfEB(ICEET 2 B0 ACS E=RBEIERT Y- A\OEHAMHX S
BRI ZER I D2 BRELIID. 48 BFRILIAICEEDINETHDELTWLD[11],

1980 FAULIRE N—FRIFE(EFBURMBERREL THEFRATILERSINTER, UNU. 2013 F(TRRN
R (S, FEEEREA-IRIBEOEASR S BHALiRIEOmS ICEE R DMEREWERAD
BARURYZEEIS T Ll e, TOFER. BFEUMRIAGEEE (UNRUY) OREOH|CAFIDHEER
ZERDHU. SESRIOERZERER 48 REICHIBRUIZ[12],

2020 FOEKROREZR(T 5.48%. BEERILTRFNERFTTREFENTNEHA 1,000 AHD
3.2 £ 0.8 THAREKETHD, BAOBEHERIHERERKELCHIIENRSNTVS[13]. B
ARTHAREN TV FSUHBINEIZ L, UNRUDERREEYI RS ACBRENTLSH, BARERIBARIZE R
(FEDfEMAZ 48 B UARICHIFRL T>RLRW, HFRABEEICHV. BARICHITZS MR ESHE 2014
FLERUT 2022 (S 42.68%R AN UIZ[14], EFWA. BATI(E 48 B ZiEBX 5 F = UINHENHIZ
FESPNEATONTVS BERESATEEAIZERRDERCHNT, B MU RIS SICL5B4A0E
BREWEROFEIRTTIFCKE FRBDIEMEREIN DN, INETOIRES(E, NFIRHREDLT —ALR—
MIPRSN TV, 25(C. BAROREBER(CHIIZEI—DDEBRZIFREF ACS DEEERTHSD. ACS (A
VEDRRAVEARIEL | MFIRESIEBAEIRAFPINZERH I IRIEEB R DUR 2B RIS ES[15,16].
ZOBEMNMEFIER 34 BAREN DIR5# 7 BUARICHECEIUHE(ICRALENSN[17-20]. BAIC
HIFBEFER(IHI 40~49%¢. MBOIBEE LU TEUURL[21,22]. YNRIZIRS TICHITS ACS
FEOZEMP, RMZRE T ZERCOVTOFERDHTE. BARBIUREROLZEMZEHD LT
2 THD.

AAFR(E. EFRNRERBRAER SN B AROREERS 7 OFAREDB ZIED . F = UNHEHNH
B&% BB I B ORIFNEEZIRM I 2HINET D, BARNICE, £EFRED DPC T —IN—-2%
RV LT O=EFEOIRE (FAFT I~II) %1701,

TAZTI : 48 BEMUAOY RS ASSIKOROIERES LU ZOEBRECEHES I IBRDKFE
AFTIL : YRS IR BAE EEROBEEORFA

BAZE 111 ;. §FiR 34 BRBDRERCHID ACS DEMRRE SURHAEESREOEE
BUF . B35 Phase BI(CHAFZAED 2 . EfiF@E, 3. AFROMRZCIHRITD




AR I : 48 KREIADY FRUVIESIKROIBES LU, TORBRECTSIIERDIFE

X JUA)M  httpsi/doi.org/10.21203/rs.3.rs-7777057/v1
2. HAROARE - HiEiEa
DPC 7—AN-2ZFWT. 2012 £ 4 Ah5 2023 & 3 AFTICUHERECHUT) M iz Z e
{F1F 156,356 ADT—A%FFUEE (RIFR1-1) . DPC T—HEBEN-XDFT -5 ThHdlzH. UNRU>
%5 3 HEIOZECE. 48 BEILIANOEEL 48 Rz URSENEBZN M EEN32LNS5. 2 BIL
NI SE2EFBUNEIFIELE (Acute tocolysis: AT) . 4 HU OGS = H#IFFSUGREINGIE
7= (Maintenance tocolysis: MT) ¢EEEUE (AR I, MBEER) . AT EfEROEXHERBZHBL.
MRS AT HhiskE . ERISHIERE. AT (CREET IR FZEE I DHcOZ AT vILlIFHHZERL
Iz,

MERI-1 HAFRIR

Apr 2012-March 2023
Intravenous infusion of ritodrine hydrochloride
n=191,201

Excluded

+ 237 week (n=7,752)

- < 22 week (n=11,562)

» Gestational week unknown (n=2,655)

= . Maternal Transport admission from another hospital (n=5,171)
+ Cases with overlapping exclusion criteria were identified.

Included analysis for of the annual trends in the duration of ritodrine infusion.
720 institution n=164,407

Excluded
-+ UNnclear whether it is within 48 hours or not.
Ritodrine infusion period: 3 days (n=8,051)

Included analysis for factors strongly associated with acute tocolysis using ritodrine.
720 institution n=156,356

UbRUSIESEAMOERIER(E, 2012 F 4 ANS 2023 F 3 BFTICARL. UM OR#RAIR S 22T 720 FhOEE
164,407 NCEDWTWS, 22U, iR 37 B E. 22 BRI, HREEARIA, Bt BIREAROBEFRRIFENTVS. AT
BEREF O, UMRUSIRSERIN 3 B (AT &EMT SETE) ToHolB&E %< 156,356 AOBENEFNI,

3. HRODOMER

AT FIRZR(IAATTEABIRIC 15.73%H5 23.74%(TENNL. FRbEROMafigEER6EMNUE (KR 1 -
2) JEEI-3 ([UNUSESTONIBIOBE T EZRUZ. OSATYIENIEFICLDE . KERH
(FAZAvXLE[aOR] = 1.16) . EERAt>%Y— (aOR = 1.12) . PEFIHAMKK (aOR = 3.18) .
HIRMSIE (@OR = 1.52) (& AT FIFERELTOA, BREENI RS U LKIYIOMHA (aOR =
0.91) . ZRaMEIR (aOR = 0.64) . AIERAEE (aOR = 0.67) (AT FIBCEOB:EN B (KK
1-4) .


https://doi.org/10.21203/rs.3.rs-7777057/v1
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Propertion of patients by ritedrine infusion duration
Acute tocolysis implementation rate

Fiscal year at admission

a: &ARSME (n = 164,407) (CBFBUNRISIRSEABOHER, 2012 15 2022 FETOFE MBS L AR OF
REIGZRIEH EFEI ST, B EOZE. BEMIRFTEEER T ETEINERNGIEE (AT, <2 H) omiEaEER
BIMERZRLTWS (Jonckheere-Terpstra &% : p = 0.036) . 2UEFSUEIIFIEZE (<2 B) OFIBAXREIEIMEDZRL
TW3 (Jonckheere-Terpstra #RiE : p = 0.036) . b : 2EFEIHEINFIESE (AT) FIRAXROEXHERERZEZE (n =
720 7bE) o FAVTRIE. SRETFEICHIT2HEREIO AT FIFZE (<2 B) 09MmeRLTVS, ZRvIZAOKEHREPIYEZZR
L. xS EFFEFIAZRZRUTVET . Ry ZADEFREUSMEE (IQR) 2L, tFE&/IMEERKME (FMUBZERS) ETHUT
W9, BRAMEIMERNZRSHSNELED (Jonckheere-Terpstra &7 : p = 0.016) . RYIREETDIEBHNTLEN D TVBDIE. HEE%
I CERARTO N ILOZFREN B EFH>TVBIEERIRL TS,

M5 -3 UNRUSIRSTORNILBIOEERFE
Maintenance Acute
tocolysis *1 tocolysis*2 p*3
N=127,042 N=29,314
Maternal characterristice of admission
Age, mean, SD*4,years 31.76 5.41 31.92 5.48 <0.001
Gestational age, SD*4,week 29.02 4.40 31.89 441 <0.001
<28 Week, n,% 41,514 32.63 6,425 17.29
28-33 Week, n,% 66,500 52.26 11,536 31.04 <0.001
>=34 Week, n,% 19,028 1495 11,353 30.54
BMI*5. mean. SD*4 Ka/m? 23.06 3.72 23.66 4.35 <0.001
pPROM*6, n,% 10,691 8.42 6,607 22.31 <0.001
Multiple preanancy, n,% 15,010 11.81 2,362 7.98 <0.001
Placenta previa, n,% 10,285 8.10 1,692 5.71  <0.001
Cervical insufficiency, n,% 8,454  6.65 1,172 3.96 <0.001
Gestational diabetes mellitus, n,% 7,259 5.71 1,352 457 <0.001
Pregnancy induced hypertension, n,% 4,982 3.92 1,639 5.53 <0.001
Hypertation, n,% 1,643  1.29 375 1.27 0.848
Diabetes mellitus, n,% 70 0.06 21 0.07 0.290
CCI*7,>=1,n,% 3,769 297 847 2.86 0.481
Institution
Academic hospital, n,% 34,042 26.80 8,442 28.51 <0.001
Perinatal medical center, n,% 49,563 39.01 11,986 40.47 <0.001
Reagion
Hokkaido-Tohoku, n,% 21,578 16.98 3,790 12.80
Kanto, n,% 32,546 2562 7,769 26.23
Chubu, n,% 26,779 21.08 5477 18.49 <0.001
Kansai, n,% 19,748 1554 5,401 18.24 ’
Chugoku-Shikoku, n,% 16,297 12.83 3,764 12.71
Kyushyu-Okinawa, n,% 10,094 7.95 3,113 10.51

*1 ritodrine hydrochloride infusion for exceeding 4days *2 ritodrine hydrochloride infusion for 2days or less
*3 continuous variable: Mann-Whitney U test, discrete variable : x2 test *4 standard deviation
*5 body mass index *6 preterm premature rupture of membranes *7 Charlson comorbidity index



M I -4 SMEF=UEEIHEFIOER(CRES 3EFOIAL AN Oy~

Qdds ratio and 95%ClI
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*1: magnesium sulfate, *2: antenatal steroid, *3: preterm premature rupture of membranes,*4: hypertensive

disorder of pregnancy

AT (2 HEA) (CRAEIIRFZEEIDHIC. ZREOSATVIEIIEDTEEMUL. RBZEE AT (2 BURN) OBHELL

o BTN U TORZETHREINL : REEE (MREBYI/RSVAOERSICHERILFIRTOS MES) | EEREERT
(RERESJUREMERE>Y—) | Mgk (B : JbiE&E-Fit)  FE. BLUBKRERSHE (RERSREIK. S0k, i

IREEL. BB, etk FESHERED) .

(I\E)
AT ER(FEEFHI(CIENIL TVBEO0. FEEERE TEIA8ZEN XL TS . INSOFR(F., FEREIIFITONIILD
BIREIET > ADHCEIOTRESNZD T, fEEROEE] MIBOERS AT A BLTFEOBHRS
PHEICLOTHIBMICRZEIN B L REL TV, COMFE. EREELERBEY 7OERAMDONTZX
ZE BRI B I BHIC. INSOZHNBRERZIRFE I ZEOEEMZRFAL TV,
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% Scientific Report ##iR
Association between betamimetics tocolysis duration and maternal adverse events: a national
real-world data analysis from Japan.
Toba M, Moriwaki M, Kakehashi M, Oi R, Fudono A, Fushimi K, Miyasaka N.
Sci Rep. 2026 Feb 20. doi: 10.1038/s41598-026-40956-y. Online ahead of print.
PMID: 41720891 Free article. No abstract available.

2. HARORNS - HhEEs

2012 & 4 AN5 2023 & 3 AFTICUMR)DZIGSEN. DIRICWOOIEIERF 96,991 AZXTREL. K
IXE(CGEREHINIZEHE (REEMR. DAL, ffiZkiE, FFEEERES. KAV AMISE. BE TR, #4
TARREARAE . SFPEKRIAMIE . SIYE) & UNRUSASSHRCBREINESEN A RS (CEEEEN TV D580
MARZEARAEL) MRUSAESTORIL (AT vs. MT) OBEECOWT, O AT wIEIIFSZEEMUL. &
MAECOVT(E DPC F—ATIHEIE TSRV ARBFEEUHIRIEFRRE DR EZRET I 52EEL
Iz,

3. HRODMER

96,991 ADFEEDIL., 21.45%N0 AT &, 78.55%h MT B Cdrolz (RFKRI-1) o

MRI-1 URE

April 2012-March 2023
Patients who delivered after ritodrine injection
for preterm labor
N =124,514

Excluded
-+ 237 weeks (N = 6,932)
- <22 weeks (N = 6,602)
- Gestational week unknown (N = 1,575)
+ Maternal transport admission from another hospital (N = 4,207)
- Unclear whether it is within 48 h.
Ritodrine infusion period: 3 days (n = 7,099)
* Cases with overlapping exclusion criteria were identified.

Included in the analysis for ritodorine
720 institutions N = 96,991

k.

Maintenance tocolysis Acute tocolysis
N = 76,187 N = 20,804

AFTHARITR. 124,514 ADOABEEENREIRAU MRS ZIR 52N, BEUL. EIRBEL 37 B E. 22 BXKiE. F(QIEHREEAREO
BE MENSOEREE . HLUPUNISZE 3 BREIESINEBEZRVL. 720 RN 5ET 96,991 ADBEMMAFTIIREROI.

MR I-2(CUMRUZIESTORNNBIOZBRE R 2 RUI, BRIRMIZZIEAE (VTE) | SEIRMEPRIRE
(GDM) | FFHEEERRE. ARHUD AMAE., HERARRIARAE. SFPERRAMERED MAE OFELER(L, AT L
b MT BfTEhofle (RRI-3) . OSAT(YIEIFEDHORER. MT 83 AT 85L0E VTE (AvXLt



[OR] 1.61) . GDM (OR 3.23) . FFHEEREZE (OR 2.94) OAVIREH e RaEniz, —A.
AT (BOFEBLUAKIELRELTLE (OR 1.30. p < 0.042, OR 1.41, p < 0.043) . Filtv/+

SO LAOHAER YMRIASSHEIRICEENS T MAE £58<BIEL TLVz,

FFRI-2 YRS TORILBIOBASFEOLLE
Maintenance tocolysis' Acute tocolysis? ,
N =76,187 N = 20,804 P
Maternal characteristics at admission
Age, median, IQR,* years 32.00 7.00 32.00 8.00 0.029
Gestational age, IQR,* weeks 30.00 7.00 32.00 6.00 <0.001
Body mass index, IQR,* kg/m? 22.68 413 23.23 4.46 <0.001
<18.5, kg/m?, n, % 4,038 5.30 820 3.94
18.5-24.9 kg/m?, n, % 53,545 70.28 13,568 65.22
<0.001
25.0-29.9 kg/m?, n, % 15,069 19.78 4,878 23.45
230.0 kg/m?, n, % 3,535 4.64 1,538 7.39
Preterm premature rupture of membranes, n, % 9,876 12.96 6,033 29.00 <0.001
Multiple births, n, % 14,568 19.12 2,295 11.03 <0.001
Placenta praevia, n, % 8,806 11.56 1,389 6.68 <0.001
Gestational diabetes mellitus, n, % 4,509 5.92 977 4.70 <0.001
Hypertensive disorders of pregnancy, n, % 3,912 5.13 1,412 6.79 <0.001
Cervical insufficiency, n, % 5,932 7.79 889 4.27 <0.001
Charlson Comorbidity Index, 12, n, % 2,425 3.18 689 3.31 0.839
Institution
Academic hospital, n, % 24,354 31.97 6,621 31.83 0.700
Perinatal medical centre, n, % 34,730 45.59 9,430 45.33 0.509
Fiscal year
2012, n, % 5,615 7.37 1,300 6.25
2013, n, % 6,006 7.88 1,329 6.39
2014, n, % 7,500 9.84 1,784 8.58
2015, n, % 6,891 9.04 1,666 8.01
2016, n, % 6,604 8.67 1,533 7.37
2017,n, % 6,256 8.21 1,423 6.84 <0.001
2018, n, % 6,585 8.64 1,818 8.74
2019, n, % 8,149 10.70 2,308 11.09
2020, n, % 7,725 10.14 2,495 11.99
2021, n, % 8,001 10.50 2,694 12.95
2022, n, % 6,855 9.00 2,454 11.80
Preterm labour management
Ritodrine infusion duration, IQR,* days 20.00 153.00 1.00 1.00 <0.001
Antenatal corticosteroids, n, % 22,101 28.86 6,146 29.10 0.133
Magnesium sulphate hydrate, n, % 22,978 30.00 4,622 21.89 <0.001

" ritodrine hydrochloride infusion for 24 days, ?ritodrine hydrochloride infusion for <2 days, ® continuous variable: Mann-Whitney

U test, discrete variable: chi-square test,  interquartile range (IQR)



HMRI-3 UNRUZTONILBIOBAREESRFELIRR

Maintenance tocolysis' Acute tocolysis?

p3
N = 76,187 N = 20,804
Adverse events
Listed adverse events,* n, % 1,377 1.81 297 1.43 <0.001
Arrhythmia, n, % 348 0.46 105 0.50 0.369
Heart failure, n, % 269 0.35 87 0.42 0.169
Pulmonary oedema, n, % 169 0.22 50 0.24 0.769
Liver dysfunction, n, % 342 0.45 26 0.12 <0.001
Hypokalaemia, n, % 141 0.19 19 0.09 0.003
Foetal arrhythmia, n, % 66 0.09 20 0.10 0.683
Rhabdomyolysis, n, % 44 0.06 2 0.01 0.008
Neutropenia, n, % 43 0.06 3 0.01 <0.001
Venous thromboembolism, n, % 965 1.27 142 0.68 <0.001
Gestational diabetes mellitus,® n, % 1,044 1.37 72 0.35 <0.001
Delivery, discharge outcome, and length of stay
Week of delivery, IQR,® weeks 35.00 5.00 33.00 6.00 <0.001
Preterm birth, n, % 63,055 82.76 20,073 96.49 <0.001
Caesarean section, n, % 39,666 52.06 10,818 52.00 0.869
Length of stay, IQR,°® days 34.00 35.00 8.00 6.00 <0.001
Maternal death, n, % 5 0.01 3 0.01 0.269

" ritodrine hydrochloride infusion for 24 days, ?ritodrine hydrochloride infusion for <2 days, ® continuous variable: Mann-Whitney U test, discrete
variable: chi-square test, # patients who have any of the following: arrhythmia, heart failure, pulmonary oedema, liver dysfunction, hypokalaemia,

foetal arrhythmia, rhabdomyolysis, and neutropenia, 5 onset during hospitalisation,® interquartile range (IQR)

HFKRI-4 UNRSTOMIVEBKREESROBRCOVTOOSZATIEIIEFDHOFER

Maintenance tocolysis' Magnesium sulphate hydrate Antenatal corticosteroid

OR?(95%CI®) p OR2 (95%CI®) p OR? (95%CI®) p
Listed adverse event* 1.13 (0.99-1.28) 0.074 1.92 (1.73-2.14) <0.001 1.17 (1.05-1.31) 0.006
Venous thromboembolism 1.68 (1.40-2.02) <0.001 1.27 (1.11-1.45) 0.001 1.06 (0.92-1.22) 0.385
Gestational diabetes mellitus 3.19 (2.50-4.06) <0.001 1.84 (1.61-2.09) <0.001 1.02 (0.89-1.17) 0.803
Liver disfunction 3.03 (2.02-4.55) <0.001 2.72 (2.18-3.40) <0.001 0.71(0.55-0.91) 0.007
Heart failure 0.77 (0.60-0.99) 0.042 1.67 (1.33-2.10) <0.001 1.55 (1.22-1.96) <0.001
Pulmonary oedema 0.71 (0.51-0.99) 0.043 2.40 (1.78-3.23) <0.001 2.45 (1.82-3.30) <0.001

"ritodrine infusion for 24 days; acute tocolysis (ritodrine infusion for <2 days) was used as the reference group, 2 odds ratio, ®95% confidence
interval, 4 arrhythmia, heart failure, pulmonary oedema, liver dysfunction, hypokalaemia, foetal arrhythmia, rhabdomyolysis, and neutropenia
Dependent variables: Listed adverse events, venous thromboembolism, gestational diabetes mellitus, liver dysfunction, heart failure, and

pulmonary oedema



Covariate: ritodrine infusion duration (maintenance tocolysis or acute tocolysis), magnesium sulphate hydrate, antenatal corticosteroid
administration, body mass index, fiscal year, age, preterm premature rupture of membranes, Charlson Comorbidity Index, hypertensive disorder of

pregnancy, gestational age, and multiple pregnancies

(/\FE)
DURRUCBHET D MAE (FI&SHABIC LS TREB . MT (& HTKRIEMRERIIRE(CEER T 3.
VTE. GDM, FHEREFRZEREDIMAEHES SUMHIMESHHECBEL TL . — 7. AT BHIH 22101
BANY hOBE (L. AR ZIEHEL TH L ME REHEDRIREENAREM (CHEBRENZNIFTERL
CtERLTV,
CNSOFER (& BARTEZAU T EEEZ NSO SHARFB ORLEMRICEDE AR T2 ENDDLE
REL TV, SAEBIISRIN S DATEEE DR TE M2 2 I B I2hDEHF IR/ F)L B4 > FHf AR Bl R T
Hh. REFISSHIAHES SO MRS HHEADER E BT I 2NENDDEEZSN D,
CNBOR (. EERBIVEFRZ FHHI2(C. UNRUSISSHARI S, 1S EBICRENS T B4ARAD
ERRVEZAT O EMSZEALTOS,
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2. HROAE - RAEER

2012 £ 4 AN5 2023 £ 3 AFXTICUMICZRSESNIER 34 BKiE CREZZERUCITN 43,824
BEHEUZ. ACS EitEROtERZEHL. ERE0SATYIEIREDTZRVTERAEEESEREDEIE
ARFEUTZ,

MFRM-1 XI5

Apr 2012-March 2023
Patients with preterm birth<34 week who received ritodrine hydrochloride infusion n=50,301

_>‘ Maternal Transport admission from another hospital (n=3,031) ‘

—}‘ Hospital stay less than 3 days (n=1,950)

— [ height <120 cm (n=1,115) |

—> weight unkown (n=381)

Included analysis for ritodorine
672 institution n=43,824

A 4
Antenatal Non antenatal
corticosteroid corticosteroid
n=20,870 n=22,954

FAFTSRERC(E, FAFTRARIRICU M RUERME E5I2 21T, IR 34 IBRBTRELLZENEFNTOELR,

3. H3EDAR

ACS ZEZ(E 26.9%N0'5 59.8%AEBRITIBIILN, MusZRIOISEJILAUZ, ACS BF T, AT
SCERBENTVWBIMRICORWER (EEEHINTVSHEESESR. LAE)  DAE. BLURMKEOFEER
NERCEN . ZEEMTOER. MKIE (FAEAYXEE[aOR] @ 2.45. 95%ERXM[CI] :
1.82~3.30) . 0AZE (aOR : 1.55. 95%fEFEXM[CI] : 1.22~1.96) . 8LV LAE (aOR :
1.17. 95%fEFEXRI[CI] : 1.05~1.31) ' ACS DfEFEBIHEL TWSIENBASINTI DIz, LN L. T
FHIRZIRARERELTINZZE. MKEEDREEDHNBR(CFEOZ (aOR : 1.95, 95%EFEX A :
1.25~2.95) .



MRIM-2 HAEFIATOA REMIAR
(a)
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a. FAERERSSUIERERMERCHITZERILFIRTONR (ACS) EHEROHER,

EHRGEE (2012~2022 &) JUTRENTHD, 2012 FLREF. MAERICBVWTEMBEAERIBMLTVS (EED p B <
0.001) . #EtHIBERZ(L Jonckheere-Terpstra MREZFVWTHIELU.

b. #EE%Bl ACS EFXDHERE (n=762) .

MBI ACS ERZRDERZFEMIRITRLTVS, TFENEFIE. FEOPOHHRIIPIUEZTRT . ACS ERZKFMmERETARER
E=WHD, TOZEFELILRLTVS,

RIKII- 3 (C ACS EHeIARBINEEFIEZ RUIC. ACS B¥ T, AMIXE(CEEH N TLBU KR DE!
e (BREEINTVBRBEEER. LAE) | DAL, BLURKIEOREXNER(CEN Oz, ZEEMHMT
OFEER, Bf7kiE (FAEEAYXLE[aOR] : 2.45. 95%{SFEXMI[CI] : 1.82~3.30) . .LA%E (aOR:
1.55, 95%{SFAXRI[CI] : 1.22~1.96) . B&LU LAE (aOR : 1.17. 95%=REXMI[CI] : 1.05~
1.31) A ACS OERIEESEL TUVBTENBESMNIROZ. UM, FEVIRZRABRZIELTINRHEE.
BRSERFKIELOBEDH THolz (aOR : 1.95. 95%(SHEXM : 1.25~2.95) .



MXM-3 BAEEEREMINEEERTE

ACS *1 No ACS*1 . N
N=20,870 N=22,954 ~ SMP2 P73
Maternal characterristice of admission
Age, mean,SD*4,Week 32.22 5.33 31.58 5.46 0.12  <0.001
Gestational age, mean, SD*4,Week 27.47 4.01 26.81 4.65 0.15 <0.001
Gestational age, median,|QR*5,Week 28.00 7.00 28.00 8.00 - <0.001
BMI*6. mean. SD*4.ka/m? 23.27 3.83 23.04 3.71 0.06 <0.001
pPROM*7, n,% 7,393 3542 2969 1293 0.54 <0.001
Multiple pregnancy, n,% 2,784 13.34 2,316 10.09 0.10 <0.001
Placenta previa, n,% 1,733 8.30 1,234 5.38 0.12  <0.001
Cervical insufficiency, n,% 1,689 8.09 3,088 1345 0.17 <0.001
Gestational diabetes meilitus 1,093 5.24 1,065 4.64 0.03 0.004
Preanancy induced hypertension, n,% 1,259 6.03 822 3.58 0.11  <0.001
CCI*8, 1>=,n,% 717 3.44 761 3.32 0.01 0.486
Institution
Academic hospital, n,% 8,468 40.57 6,413 27.94 0.27 <0.001
Perinatal medical center, n,% 13,285 63.66 9,676 4215 0.44 <0.001
Ficical year
2012, n,% 742 3.56 2,021 8.80 0.22
2013, n,% 823 3.94 2,147 9.35 0.22
2014, n,% 1,473 7.06 2,547 1110 0.14
2015, n,% 1,434 6.87 2,288 9.97 0.11
2016, n,% 1,583 7.59 1,975 8.60 0.04
2017, n,% 1,597 7.65 1,731 7.54 0.00 <0.001
2018, n,% 1,914 9.17 1,854 8.08 0.04
2019, n,% 2,715  13.01 2,291 9.98 0.10
2020, n,% 2,794 13.39 2,113 9.21 0.13
2021, n,% 3,052 14.62 2,140 9.32 0.16
2022, n,% 2,743 13.14 1,847 8.05 0.17
Preterm labor management
Acute tocolysis with ritodorine*9, n,% 5,105 24.46 4,687 20.42 0.10 <0.001
Maanesium sulfate hydrate, n,% 10,923 52.34 4954 2158 0.67 <0.001
Cesarian section, n,% 11,956 57.29 5,088 22.17 0.77 <0.001
Week of Delivery, mean, SD*4,Week 29.49 3.24 27.89 5.37 0.11  <0.001
Week of Delivery, median,|IQR*5,Week 30.00 5.00 29.00 7.00 - <0.001
Length of stay, mean,SD*4,Week 25.83 21.84 26.34 2268 0.02 <0.001
Length of stay, median,|IQR*5,day 17.00 25.00 18.00 26.00 - 0.077

*1 antenatal corticosteroid, *2 standardized mean difference, *3 continuous variable: Mann-Whitney U test,
discrete variable : chi-square test , *4 standard deviation, *5 interquartile range, *6 body mass index, *7 preterm
premature rupture of membranes, *8 Charlson comorbidity index, *9 <=2days
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ACS *1 No ACS*1 *o
N=20,870  N=22,954 P
LAEs*3, n,% 453 217 299 1.30 <0.001
Liver dysfunction, n,% 71 0.34 73 0.32 0.685
Arrhythmia, n,% 72 0.34 61 0.27 0.115
Heart failure, n,% 141  0.68 61 0.27 <0.001
Pulmonary edema, n,% 115 0.55 35 0.15 <0.001
Hypokalemia, n,% 53 0.25 43 0.19 0.136
Fetal arrhythmia, n,% 20 0.10 21 0.09 0.882
Rhabdomyolysis, n,% 11 0.05 6 0.03 0.158
Neutropenia, n,% 12 0.06 8 0.03 0.268
Gestational diabetes mellitus*4, n,% 260 1.25 256  1.12 0.206
Sepsis, n,% 30 0.14 35 0.15 0.812
Maternal death, n,% 3 0.01 1 0.00 0.273

*1 antenatal corticosteroid, *2 continuous variable:Mann-Whitney U test, discrete variable : chi-square test
*3 LAEs: liver dysfunction, arrhythmia, heart failure, pulmonary oedema, hypokalemia, fetal arrhythmia,
rhabdomyolysis, and neutropenia, *4 onset during hospitalization
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Odds ratio and 95%CI

Model 1
Pulmonary edema @
Heart failure —_—
LAEs ——
Model 2
Pulmonary edema &
Heart failure &
LAEs —@—
0 0.5 1 1.5 2 25 3 35

LAEs: listed sdverse event, Liver dysfunction, Arrhythmia, Heart failure, Pulmonary edema,
Hypokalemia, Fetal arrhythmia, Rhabdomyolysis, Neutropenia

TALZNTOY hOERIE, BERILFIZATOCR (ACS) HS5ICHETZRAEESRERL TS, @dAv AL, mziBaKERE
O5%ISHEXM (CI) 2T, fikiE (FA%AvXLtb[aOR] : 2.45.95% CI: 1.82~3.30.p < 0.001) .0 FR%E (aOR: 1.55.
95% CI: 1.22~1.96.p < 0.001) . BLVURENIAESESK (LAE) (aOR : 1.17.95% CI : 1.05~1.31. p = 0.006) (*
ACS I EERRICEELTVWS (BT 1) . FEURICLSHAERE. vKEOHNBRCTRS (aOR: 1.92, 95% CI: 1.25-2.95. p
< 0.001) .

(]\E)
BARICEITS ACS EheR(G@EZ 10 FRITIENNERICH D0, FFHEERAINOMEER(CHNT, ftax
EDIBZE(FILARL TS . AAFDFER(E, DR ZZBUIZ L TH. ACS DML MRS ZR-ZEL
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BRPREE (3, FHIIFIRE AR\ SV RICERE H TSR EZY> ) 2L CORYRTERICHIT B
AR ZRRTAREL. BRI INENDD . BERIRAVEREREROEL VST EBIRO/NSVAZER
DRN'S ACS iz FBE LI 2L AL TEERRBETHD.
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events: a national real-world data analysis from Japan.
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