BRAE EEA SR P AR M S B R RS BORM 3
(ERE MR BBURIF )
[ERMDRBZ EE L 3 2/NEEARE O LI EEIRERB DO AJEIC D= 5QLBED D DB
WRIEHI DB L ERKIED N _EICHIT - RERFFE (21FC1014) |

[EEFEHBRBRBFADR Y N =7 LK IRALREDRBEBEDO L VR MU —HI%]

S EE NE EX HHERY (R - RERHEEAN AW

A AL RE I RRRF  EZFEHEREE R FHREM
AR FRRFE  EFEHBEREE BRENF Bh#k
FEP A—ER BRI ERYR b DIEEZ— RERIER
KEF £ RN E BN BERANH
SEEI/N EBRAFE T 7 — /NRIBRERE ERHER

MRERE
[B#]

2011 4=, R AZeRMECE B (ACHD: adult congenital heart disease) iZIERHIMEST D78
FEAK SV E RME DR B R B B - Ta RN B R~ 7 — 27 —(JNCVD-ACHD: Japanese
Network of Cardiovascular Departments for ACHD) ZNNfis% % ¥4/ L ACHD F29E (A & e ST
9%, WATLTITH ACHD JERI LA R U —%H U U CEIERERRIIIE 2 326 EIF . ACHD
BIRIIARZE L WD ET VAEEET S,

[ 5]

2015 4= 5 H 8 HICH R K MPLERICBIT 27K38%., 156 bl Lo e R LR B EE % ACHD
BE LHE L, JNCVD-ACHD SMIFERX 2 — DXER T 7 A /L % BiAf (2018 FEHEESR) L,
K% TSI LT D ACHD FBE OB AT o T, B, Khiix X 0 24 BlaEsk
7 A L (PDF file) EEAIEREZR WK BEOZFEMT —% 7 7 A /L (Excel file) Z[EIUX L .
BEBE A (BPTEEE) B L OVREBICET 245 - T 21TV ERGET L 7z, 2022 428 H
12 2020 4E 12 A £ TOTF —Z W N F DIENTRE A2 AR T HICE-T-,

[#2R]

2023 423 H 31 HIFAUC, 7 W /iliiak &2 & Tedt 61 ik (RiAREE &L 0 4 FEax i) A3 JNCVD-ACHD
IR LTz, NERIE, 38 REFEmBEiEBRws N AL, 19 EWPE (14 TaBR#sNEL 3 /NEFRE 1
CMESMVEE, 1 NSRRI v & —) | 3 EBR A BT e B e P EL, 1 BB #e S Pk /)
RIEBRMACTH o7, LOLARRL, WEESNER N ENR L FEEL TWD (K 1),
20204 12 HE THOL YA MY —F —H % 2022 4£ 8 JJIZ Journal of Cardiology (fsff~

7 AN ~NART DICE S TN ASENTZFDOARE SN RZ50T, 2020 £ 12 A T
\ZHIBE L7~ JNCVD-ACHD54 fiigk Z#%t212, LA KN —F—& OEI & ffT 2 5617 LT~
2020 4= 12 H W 53C JNCVD-ACHD 2011 54 fitigk 1%, 47 #BENFIRH 32 #EF RIS /04 LT

7= (¥ 1a), NADZNERNHIZAN LIS CTEMREIEZ < . B30 16 B
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FTRTAH 300 TAREORTH Y, 100 HREORNZ < 2 L7 (X 1b>o
FaEk s IR BRPEGIELOFRH (4224, 048 f]: 32 1) A&V | 24 fak H O ILFEMT — & O
MR d o7 (4 9743 fil: 32 1,2), FEMlT —Z1 ﬁ%éht%h$% (INORBALES i
37.7+17. 1 B TH VD . LMEOFEHERIT 39. 1£17.5 & B L v HFEICE -T2 (G 1),
BIEPEEE I H O D EBOEIGIE, LFE P IRKIEAE (20. 5%) . L2 R KARLE (20. 5%) . 7

7 B —4 fE (12. 9%) . HLLERIE (6. 6%) DIETH 72 (32 1), 2 DEBEIZE > TWRNVE
FIL 3N TH Y | FrBAppRaE L LT, M@l E, 2 DEfERIK L3, Fontan
TEEREE T, FNEI 3. 0% (Eisenmenger JEMAEIT 1. 2%) . 2. 8%, 6. 0%% L7 (32 2),
DB LEASIEGNT, AEIERMEHALNZ D 61. 9%% &5 6.0 A A /%fﬁ?&@ﬂﬂ
EHANIN 38. 1% HD D LW O FERTH -7 (3¢ 2), Fontan JEER B D 86. 4%73 HLLZEIE
Bl CThoTz, FAERT & LT, MMERER - ZMEREREX. 24241 0.9%E 0. 7% A5
. PR/ B REICBE LT, 21-FY Y 2 — (X 7 U JEERE) -« 22q11. 9 KIBJE - #
—F—JEGERE « Marfan JEMEREIL. T4 4.0, 0.9, 0.2, 1.1 %CH BN (F3),
[#E7w]

HAIZIS T, ACHD #A 2 IRHIIL, INCV-ACHD 2338 /& L7- 2011 FELARE TR E S R L T X
7208, WETTHURR ZE 2 G5 & 13 S 2720, INCVD-ACHD S 0Ntk 1 L8 2023 4£ 3 H
FEAUC 61 fiipk & 72 0 R0E D N LTI » T2 AR S AL %z}”bfl/\éi)\ RIENTSIRR D3 R G
FAELTEY, ACHD BIEEHIORENBEIND, AEEEIZE W AE LI BERIT, &
ﬁ@@fiﬁwﬁmk%AmD%$$%@%&%%é IZBW T+ It Ex b
b, BHEHNRVEN & fLE - A4 « Fontan T OB - WSS E 72 Ytk /i85 1
WHEOAEPHIEL TOT =X DORRIZLY , AROBWTHLA5HOTET v AEE 0T

4 fE 50

TOLNERMIEDN D FIFICKE S BIRT 2 EE 2615,

A. MFEER

SR MR $GM$%®ME4iﬁ%
FHR W & VBRI OHEAIC K 0 | Bl
ﬁfi%@i&h&ﬁ&k&#éommﬁﬁ
F1 2007 4EME T 40 TABEHEE SN
LOBRKENZIIHAERTH D L 9O AN, F
7B 100 T AFEY O /2D Z LI
FBUTHE< T2,

2008 4F 4 H B K PR M BRI 3
VT, ACHD BEP9AE k2 H AR THIO THEER %
NEFEREFIE 2SBEER L7, T3 7bb, H
RIZBWTIL, RIZ/NY ﬂﬁ%ﬁkﬁ%ﬂm
@ ACHD B ORI E (BATIER) |
<éfgcfcwu\&&ﬁ@biw\ﬁu\&bva:
L BRIEIRIET %, Z DR TO RO
FRNEHERT O ACHD BRI X7 5 Bk <
202011 AR HIR KRZEN S OFFONFIZ LD
fERL S 4V ACHD *P3RZE B TERA AR

vk U — 2 —(JNCVD-ACHD:
Network of Cardiovascular Departments
mrmm)wﬁ@ﬁﬁ“’i%ﬁw:mwm
22[H 40 ftigk & M x5 sk ClaER an N E
E%#ﬁﬁ% ACHD BEZ =T AND L D
72572 % 2017 48 10 H . EASEE S
BATHIER EFEEICET 2@ER 3
TWA 25, CHD 238 Cidd CICBATHIER O
ZTFMOMERENHEA T2 L1275,

F 7=, JNCVD-ACHD Z:MNjiii 5% 13451 71 < 9%
%o 8O CHD itk =R (A D e SZIZ AN % . ACHD
PO RO BT BT R B
THZLEHLZDOIFREFO—ERE LTS, ZD
7o OIZIE, BRI BRI TE 2 e D EIFHEL
HEDTNWS ZEREETHY, 2D JNCVD-
ACHD & W) MRRIZ SRR v b T —
7 WE R R, ToE—A L LT, £

Japanese
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RILRIBFGE T COREBET — 2 L 72 DT
— B R— ZADFEGE A INCVD-ACHD 7 /v— 7" D
R & Loy, ZTORER%E 2022 AR T D
WZE o7z, AlEl ART —F Oz HiE
5L E BT, A% INCVD-ACHD DiESENIC
DNTHET 5,

B. WEFIE
1. SR HEsR
2020 4 12 H F TIZA AL KRR LR Bk 3R
ZEE-EERENER Yy T — 27 - (JNCVD-
ACHD: Japanese Network of Cardiovascular
Departments for ACHD) I(ZFTE L 7= 54 fitigk.
2. MEHEHE
FERMLR B4 - e 7R B ONTHVEHY
BRI E, FTED T 7 A IV A — T —
(ver. 11) 7 7 A JVIZB Gk T 5 (2018 4FJEH 2
EBM), TOFTAR T 7 A /L%, 2013 4E 10
APBIARAERRIZEA L, LY AR —7
7 A IVOVER A BFEV L=, 2015 45 7 HIC
B NN & BRI FER 70 i 7 — & (Excel
Ty ANT —Z)EFHC T D PR S
HRFTHGRAZT, LARE, FERFA s T o
EHBFE LD Too, T —ZEINEZITo 1=,
Aal, 2020 4 12 A 31 H E TITAA D>
524 BB E B (PDF 7 7 A L) (5 % BN
L7=& A, POF 7 7 A v (el BlEE )
DHBDOF —F BTGP FHIIARAETH
5728 50 gk HINENTE TV 5, Akl
DREFEMT — 22 BT M7 —4% 7 7
AV (Excel file) [FIIZRE LTl 24 fa%H»
HOT—ZUEN TN,
3. T
FHEBAIZOW TR EEZFEH L, M
VB EHLBR A AT - TV 5 (B[R O
BZAE ] L7t Rk A FoR LTV D),
4. REIER
AHEIZBWTEI L72EHRD 5 b &
RAZBT DR OFEFIER D Z (PDF file &
) OIS EB O REEREH T D
LOFEFENTELT MEEZAESH LI
IR EEZB S CTERET O LT TV ES
2 BN b, Excel file FEflT —H IO\ T

X, EAFRIZEEN TRV EDOO, i 4
DEFMERE A VX —F >y bEILTA
FT 5720, mEFAEBEZICINET S E L
TW5, ABFZEIE, EWFFEHE CToh 2 TR
B W CmELER 2 2016457 A @i L,
B IEFRAT 12 2020 45 4 A 2@ LT\ 5,
C. WrERER

1. JNCVD-ACHD fERfERRIB L UL TR

U —EIZEICEA LT

2020 4F 12 H 31 HM AT, JNCVD-ACHD Fif
B iR IE 54 figk T o 7=, EEFLEFIRIC
BT DMK GUCEI L TiE, X 1 iR ET
W5, BESENF R OREER (1 a) & A1 (M
1 b) & DX TIE, BARERF RO ANRITE T
Te PSR AL D 3 ATIRDUT 72 > TV D D3, A
[ 100 75 ALLF @ 10 JRiZds Wi 7 BTN
MR N ENFER L e o TN D, 2L D
N R it B A HE VY 8 BLiC B W T H A B
100-300 T DR TH - 7=,

Al 50 ik (31 KFIHBE, 16 A IEPL.
3 MEBR A Pk T BR AR N L, 1 TEER 25
fa/NEAEER AR 225 PDF file DA
H Y| Excel file fElT —ZIZBAL Tl 24
figk (17 KFIHPe. 5 A mbt, 2 EERar 5
FAfERR) 725 7 7 A VOENIE ST,
2. RALERELEED

JNCVD-ACHD &1 54 Jitig% ® 5 5 50 fipkZ
BOWTEH I TV K AR ACHD @[ H
FEICHET R ER LR T, B
24, 048 JERI Td - 7o, JEBIBITIX, LFE IR
/KHE (ASD) 23 4, 941 1] (20. 5%) L e b %< | fit
WD ER IR KR (VSD) 4, 920 441 (20. 5%) &
FIXFEE, 7 7 v —4 {#UJE (TOF) 3,093 i
(12. 9%) DNET & - 7=, BEHELAETE TIiX, TOF
(Zfe & BLDSR (UVH/SV) 23 1, 592 44 (6. 6%) &
PETHAFRITE o T,

WAZFEBI S 2 #2H L7 50 fEsk o 9 5
Excel file §ffliT — 4% #42H L7z 24 figk
9, 43 BlDOT — & DIgFt 1T -7 (32 2, 3),
Excel file FEfllT —ZIZEBIT B HBIER D H
FI AT (3 2) IZOW T, PDF file JEFID
R (F2 1) LB LT, REREWIEAR
WEEZ b,
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ACHD @ Bt £ 3 &K @ F ¥ 4 i 1X
37.6x17.1 i CTod VD | D ¥ T
39. 1+17.5 W& BMEL VW HFREICE N> 1= (52
1), F7=. ASD, KEWfJR 2 Zeop (BAV), =7
o # 4 2 (Ebstein) . BYIRAE BAAT (PDA) i
B EE OAEHR 40 2B 2 D EVWME T -
770

T — 2 & 9, 743 BICBI L T
SEHTERRIZ DWW T OfRT TlE. 2 LEBEE
FE1T5 DIEFIA 6, 131 41 (62. 9%) & %< &1
Wiz (3 2),

MBS T — T VR AT T IR i s I
JE (PAH) & 2 & 7= E BB K OV PR A 12

Eisenmenger SEMERE & 2 S ALTFEFI DG,

97270 ACHD-PAH AE I 4501E 292 1] (3. 0 %)
Th o7 (5 2), NiIE, v+ > MEERH] 101
B, v hREBEHFO 191 6T
Eisenmenger (ES) 7723 114 BilG £ CTEY .,
VLY v v MRAHEFID R %E D, %<
2N ES SER & WO FERIC e o7, FHEHTARE
I%. VSD IZBI L Tik, KRfE1E VSD-PAH 54 i
HHES A3 46 B &, Z2IT 85. 2% ES TH 7=
DI L, ASD (2 TIFARIETE ASD-PAH 69
Bl 20 $11(29. 0%) L 2> ES L L TR E vy
IMTHD,

2 DEJFREMER IS DS SIERL, 270 4
(2.8 W IO (F22), 2B, L RMEIEKR
MEHAAL (ccTGA) 23 167 51 (61. 8%) & K5y
57, F0 o 103 41(38. 1%) (X OEAA
> FHFEE D TCA JEFITH - 7=,

2 DEMBEEMNDHEAT S 4TV 2RWE fF
3, 604 51 (ACHD £fA D 37. 0%, £ 2)D 5 H,
HLLEEER (Fontan EER) SEFI1E 580 i ({4
D 6.0 % Thot=(F 2), Fontan JEERIEH)
DIFE A EITHLEOH/SY) THY, £
Fontan fEERJEMI D 86. 4 %IZ47- 5 501 il %
O DIZE ST, WIZ, UVH/SV D 80.9 %73
Fontan JEERIER] LWV H Z & THH -7,

WA NgsEN (heterotaxy syndrome: 4
JBUE « Z29E) 8 KX Ok - BB T R2E D
BPHCBET D ET 1T o 72 (5% 3),

Marfan SEBHE LSS BT BE OFnl AR
AR ME T 23 FL S 47z,

PIIREENOLIZ BE 9~ D M Cld. HEUEIL 83
11 (0. 9%) 12 5. 541,76 51 (91. 6%) A3 UVH/SV %
APEL UVH/SV D 12.3%% (56D HIZFE > TV
7o ZLUEIT 72 41(0. %) I L S, KI5
@ 35 B3C1E Y UVH/SV %, 18 1(25.0 %)
(22 g k4R (AVSD/ECD) % & HF L Tz,

A7 E (trisomy—21) 1% 388 51 (4.0 %) i
Lo, EREOHE & L TiE, 128 filiZ VSD,
114 f51](= AVSD/ECD. 56 fiZ TOF, 40 5] ASD
T,

22q11. 2 R4 91 $511(0. 9 %) IZ LB AL, 72
1 (79. 1%) 1 X TOF B fR (TOF J5 X OBk
BRI 0=8 T 4R 1 PA-VSD) DA BECTdHh - 7=,

H—F—JEEREEOHE 19 610, 2%) & /72
V=T 7 EERET 103 Bl h U —
WdoT=, 95 93 FllXTZIH{EZ CHD &
L CZ DAt (others) I STV iz,

EBE

AFHA 1L, INCVD-ACHD (ZfT)@d %4 EF
Pl s% OFFER 2R AL « ACHD HEFfiiak 280
T, ACHD BEMDENLS BWEFBH I TND
WERELZLOTHD, ZOREIZLY,
2[E @ ACHD REffazdids L NZE DA, %
L T ACHD fB& DR ANZRE~OBI TR
BLTHIFERNELND Z &L  FEFIC
ERROHERE 220 | AR (2022 ) 12
M s AFRITE S T2 DIFA % O S it sk i 7
DOHEHEIZ & o TIEFICEERER Loz
EEZ D,

2023 - 3 A F TORFTOEF TITHRER
30, 000 | ACHD FRE N LY A R —3IT
WA, FwSUb L7z 50 g2 & OFEf T
— 2T FAICEAED ACHD HAE DR b Sk
LTWHEZEZXBLND, 2008 4 4 A FHEK
TR E R PR B as PN AHZ ACHD BEFH 44
k& BHER LR, 2011 4F 12 H JNCVD-ACHD &
N SREABERCEZHTTHDH, 2007 4F
I 5 C ACHD BBEIIHI 40 TN RS T
WA ZEND, TAEYSTZD 1 T ADBRAET
& AUE 2020 A TIEAKI 53 J7 AFREED ACHD
BENND EHEEIND, SRIOATRT —X
X, BARIZEFLTCND EE XD ACHD
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EREFEOK) 4.5 WY TDHEEZHND,
AR BPEDS LB 7 SR DS ACHD #a5k D 1/3
ERET D E N BEDLE R BRERK
175,000 ANOK) 4% K 7= BET— 2 L&
Z6b, 7725, JNCVD-ACHD 7 /L—7'WN
IZBWT, WPEA e ACHD BB g %
HETHZ LI LTI, B 7k
EHETWDLEBEZLND

L L7 b BATIER O R OBLE G
X, ANODD7R2NRTH - T ACHD BEFF4L
KEATHRIILETHD L, LED X
PRAYIND NP Sl S 61 N i RS WAY D
b5, LT, Hb - BEE - defE & v o 7o
SOMDOHEENRTE L oW
WETLHIVLERNDH D EEZEZ L, FEEE+
YR RAIEE - TR, AR O 70 IR
ZHUNT, A% & B 7 DN MR OIS
HWThD,

ACHD 1@ S8 DR

ACHD @ e B ORI 37 %X & Ch
SN (EE D, 2T T bbb N TLlio3E
B L DRI OMENLDS 1980 FFHETHDH Z
L AREEAIUT, B LT W E Bbhus,
Z T, WIREENICEE A Yk - B R T
H (X7 UE, 22q11. 2 RIB) S OFRE DI
SRR MO ER R, /N R O R R S
Th ) FINEESE S @ T-o, Bz & ik
BIEOMENI N S DIZENTND Z ENRB X
HiLh, —J5. ASD, KEMK 2 L7 (BAV) . =
7'y aZ A 95 (Ebstein) . IR BATE (PDA)
TIE, EHEERRAY 40 ka8 2 TRV MEANIS
HoloMN, TOHEEE LT, ZNHOEMAIT
T LH/NEB RIS SLETR NG LT
HE PR B O AN ER T L E HH
MIZHDENI T ENBILNTZ, T,
ACHD 2= A2 3\ T & @ %) 4 i 1%
39.1£17.5 W & B L W HEIZE Do T2,
Z OB IIAIENDIIRHTH -7 (3 1),
WPHIZ L Th, EXACHD THMET 5
S TX 5=, ACHD @ E O L) F
IF5H%LEVELS RoTW LD EEZS
o,

ARLTUA R —(FDIZLY, HbE<@E
Bi L CWAEABIZASD (20.5 %) T, 1ZIEF
$C¢VSD (20.5 %) . RIZTOF (12.3 %) TH
D AZEAREONEA AT - BETH S, ASD
WZBE LTI, RO L S ualBe 3 2 051 &
B L 72 HAME CIT ER Y AR RS
B S LA VSD IC@ped e s LRk A
WZAEATZ S D EE 2 B D, TOFIZEE LT,
HAEBEEE 1L 3-6% & STV D8, IikIZIE
AHER NGBS NI E E X BN DT,
PR E KD 12. %% HDDICE-T- L%
ZoND,DFEN FT ) —BEETH D TOF
BTN RN E B 7B & = 2RO R
DA ZDNZ D2 L3 ETEN, 2 LT
07 EBEAS B 7R ACHD FBE 1L AR L 7= 42 CHD
BED1/3THDZ D EBEINEZZITT-
TOF X% D% BB N E & 70 D 2, 420l
BeREI 5 D EERPHAERDOK 3 %127
STEDTIE RNV EHEER SN D,

4 FHEITALET D UVH/SV B (6. 6%) (125
WTIEIXIET X TOREN 2 LEBEICE
STELPTCRIEE 9.5% #£2)ThHo., %
DIEE A E(UVH/SV @ 80.9 %) 25 Fontan &
REBETHHLENWIZLETHD, DV,
UVH/SV & O ABIIZIEIE Fontan fEER &
ThY, EY IO EREZEOTFTT /) —E ik
FLEBEZTRWEWSIHERNEY LD, ZD
SRR S 30 oA K< =R oL
RAPHEZ G, UVH/SV JERNIIARIZICEE
REEBES 2D,

Fo, E2IRENTWAH EHIZ, 2.0=E
P BRIE B TR L SR PR = (RS
) FillE ccTGA & DB AA » F %D TGA T
HHITWD Z L5, TCA DEETNIZ
B BB OER T KER-AHEIARA A~ T
it (57210 2 D EIEET) TH Y L LB AA
v T (FERERY 2 DSEEIN) 13RI T
IR E TR 620, —J7, ccTGA DfiF
HHH) 2 DEEEINCTHLIX TNVAL vF
WHTBAETH R TIERY, L7-> T,
1% TCA BRI O ML ELA EH OB AT
D72 720 | ceTCA T T DKL EAG = |3
FitLmoTN EBZOLND, 2H o7t
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RO RIEFNC BT D ARF TOOLRERE
DT 72 6 N IEAIN R BT 5 Lk
WIENASHEEND,

ACHD fEAETIZRE L T

Fontan/TCPC  (total  cavo—pulmonary
connection) fiffix, Ffi—OgICIZTAE-£v v
v AL ENC KT D0 TTFT ) —F
FTER L, — ARG TR (B CIIsERET
HO)ITRZDE LivZen, LU G,
VTN &5 W o AN 17 A =1 I A N
E 572, L72h o T, Fontan fifIZFEARIC
FEEEIR E L. REERICSEI AT S,
Z LT, mx b LITEERIC L VIRIFIES
722 DEME AT DIER & (2 L=R) BEN
H%eLT, ST LYRA RN —SNTIERNIE.
FEARMN I IEBE D LB B - T EFI A 5
WHEEZEZLND, I AHTH LT E
# . ASD R0 VSD & W\ o I HHI AR IC BV T &
ZHIEBERINENEI64.8 %L 52.4 %% 5
W (F# 2), ThbbiMAFROBEEKEE T
B> THRRAINAT S NORIEZ 8 2 Cil
FELTWDDONREBLLRNEWN S Z &M
Z 5, ACHD &K THR T HEBBIN 62.9 % T
HY ., 2 LBEEBERZREGE LTIR LR
EWVWH T EEEMIDLERLELE R D,

i N S Rk DR BB O EE R A DR
JiE
1) il 8 A M Ao i = (PAH:

arterial hypertension)
BRI E L ThRbEERFED 1 D
T D OMPHEEFFRE STV 2 Ml Eh ki il
s I E (PAH) Td %, PAH DR E LTids
Yo MECAETLDZLDOMEEALEEED, S
ElOLPA N =GR 51%, ACHD (KD
3.0 % PAH Z3Rb7= (3 2), 2 L=REHEE
ACHD TiX 1.6 %, AMEME ACHD TiX 5.3 %iZ
PAH 24 CTHY . REERERFIZISVT PAH
BEEEN 3 5L E@m v &V ) RS ST,
Yy v b PAH oA L H Wz D
Eisenmenger JEMEREIL, ACHD &K 1.2 %I
BT,
-1, 2 0EE1E% ACHD-PAH

{E18 % ACHD-PAH (2R L THE%i9 5 &, PAH

pulmonary

DSFRAT « FEIE LTV D AER] 101 i, ASD 23
&2 T334 & AR 32. 7 %% 57 (F2),

L L7256, SBEICEIT 5 PAH RBAHE
TlE, ASD TiX 2.6 $THHDIZxF L, (PA-
IVS 25, 0% IEBFIEL D D 70T d BB IT LD
SN EMEC AT PA-VSD 4.4 %. TAPVR
3.1 %, TGA 2.7 %& . 3HHELHFRICBWNT
{E1EHT#% PAH 8 A4E88E 28 ASD % E[E] - 72, =2
1%V . Post—tricuspid shunt (ZLFfpH > v
> 1) R I Ze il i e HE AN A k97 BT PAH
ETHRW D AR R AREENLE L
LT EHEBEMITIHMRLEEZD, 22T
\ZIEBIH T\ DN VSD Tdh - 728, PAH 3§
AHE X EROHEZ FHED 1.3 % Th-o 7,
Post—tricuspid shunt T& ¥ PAH #1728
WVSD Tidd 508, A RN DA ETIES
MESHERD 212, PAH Z3kT Lk o972 k&2p
VSD DIE & A ERNFHNTHE R S i EE D
A —T A —\ATOIVEE % OFET - AT
% PAH OFRAEMHEITZIZEEL e
Z b,

&1 % PAH OJEBIECi, ASD-PAH & VSD-
PAH CEAKDHH01F & % 8 TN 7223 TOF,
TGA, PA-VSD & W\ o 7= EHELHE b ZZE 1
LEIR#%Z O TEBY, B2 L TREICEL
T ASD 2 VSD & [ U TRWONE 9 Mk
RV,

EIE%ITFRAT - AL - FIHIRAE L TAEL S
RN PAH O FEH 70 FESERE T - B 1T AR 72
T & BBV BT T A R (2
ENECTBYEERICHETT LT D0
T2 nrEBzbhbd, 2F0 | EERH
DTSRI holzt VW) Z L THA
Vo AHTOMHALEEZ LD DHTZDITIE, v~
¥ o M EEEERFH R SICBET DR R
ENVELEZD,

1)-2  AAE1E ACHD-PAH

ARAEHE ACHD-PAH 1%, ACHD-PAH %L1
191 il (PAH (KD 65.4 %) Z 5D, KIEHE
ACHD AT 5.3 BIRAET D LWV I FER
Thol, TOREE ACHD-PAH @ H 5|
Eisenmenger JEMEREIL 114 ] CRIEHE ACHD-
PAH D#J 60%, ACHD-PAH A& 39. 0%) T K.
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S5AU, ACHD KD 1.2 %I Y47= 2%,

HRAEME ACHD (23T, RAEE ACHD-PAH @
JEBIECTIL, VSD & ASD T &2 Ho T
WA, AEMENIZIZENE 5.3% &
9.9%& 7 L A Pre—tricuspid shunt @ ASD |Z
BT PAH BIEBE N R W R TH 72, =
UL, B E TRIBE D VSD 0% < 1% PAH
ETLRWE S R/ REBHITH D Z &N
K &&EZ2 HiD 77 ASD IF K & 72 K48 (non-
restrictive shunt) 5l H HkS 7= F F ik
AN ZEDZ 52 EDRFHTClE vz IR
THEEZLND,

AAEIGH] T PAH FEIEFED i@ W R, AL
PA-VSD (40.6 %). AVSD/ECD (39.4 %). TOF
(17.4 %), TGA (9.8 %) THV ., ZOBH L
LTI, /DR EI O3 BURFIC 3 TIT PAH 2 58E
L. FiiEsHA TH o= Tidannt Bb
b, EBE, Z0lFLAEHLITETN
Eisenmenger JEERETH - 7-,

PAH TBEENZ < B S °. R TIE
ACHD %&b PAH 27 714 & I s
ENTWD 5 F L CU4E, PAH 1R E S
IZE Y ZHE TIEFIRAEE PAHBlIZ > v
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a) JINCVD-ACHD distribution

1. Distribution of the 54 JNCVD-ACHD institutions (3XER4&Y S| )

b) Population map

< 1 million
1< <3
3< <6
6< <9
9< <12
<15

Referred to 2020 National Census - Statistics Bureau,
Ministry of Internal Affairs and Communications.
https://www.stat.go.jp/data/kokusei/2020/kekka/pdf/ou
tline.pdf

& 1 Profiles of adult outpatients with congenital heart disease in the Japanese Network of Cardiovascular Departments for Adult Congenital Heart Disease  (3XHR4&YBIR)

PDF files Excel files

Main Diagnostic Name (Abbreviation) N (%) N (%) Female N (%) age (Dec 31¢t,2020)
All Male Female

Aortic Stenosis (As) 503( 2.1) 108( 1.1) 44 (40.7) 29.9+12.2 28.618.2 31.8+16.4
Atrial Septal Defect (ASD) 4941 (20.5) 1978(20.3) 1273 (64.4) 47.4421.6 46.2422.2 48.1+21.2%**
Atrioventricular Septal Defect/Endocardial Cushion Defect (AVSD/ECD) 1089 ( 4.5) 366 ( 3.8) 228(62.3) 35.8+15.4 33.8+13.8 37.1+16.2
Bicuspid Aortic Valve (BAV) 951 ( 4.0) 381( 3.9) 147 (38.6) 44.7420.0 4454203 4494196
Congenitally Corrected Transposition of the Great Arteries (ccTGA) 589 ( 2.4) 219( 2.2) 102 (46.6) 39.0+14.8 37.5+14.1 40.8 +15.4
Coactation of Aorta/Interrupted Aortic Arch (CoA/IAA) 807 ( 3.4) 343 ( 3.5) 162 (47.2) 29.8+10.8 29.3+116 30.4 £9.9%**
Ebstein Disease (Ebstein) 390( 1.6) 187 ( 1.9) 105 (56.1) 422+17.9 40.6+18.1 435+17.8
Mitral Valve Disease (MV) 287( 1.2) 116 ( 1.2) 76 (65.5) 30.849.7 29.3410.1 31.649.5
Pulmonary Atresia with Intact Ventricular Septum (PA-IVS) 334( 1.4) 124( 1.3) 68 (54.8) 28.0+6.8 26.4+6.5 29.3+6.7**
Pulmonary Atresia with Ventricular Septum Defect (PA-VSD) 599 ( 2.5) 260( 2.7) 131 (50.4) 31.149.8 31.1+10.2 31.2+9.3
Patent Ductus Arteriosus (PDA) 599 ( 2.5) 256 ( 2.6) 192 (75.0) 44.1421.9 30.3+13.3 48.7 £22.3*
Pulmonary Stenosis (PS) 630 ( 2.6) 282( 2.9) 161 (57.1) 32.6+14.2 31.1+14.4 33.8 £13.9%**
Persistent Traucus Arteriosus (PTA) 91( 0.4) 22(0.2) 9(40.9) 29.9+6.5 29.545.2 30.4+8.2
Total Anomalous Pulmonary Venus Return (TAPVR) 292( 1.2) 98( 1.0) 46 (46.9) 29.5%9.7 28.2+6.8 31.0+12.0
Transposition of the Great Arteries (TGA) 993 ( 4.1) 414 ( 4.2) 132 (31.9) 30.148.7 29.8 8.0 30.8+9.9
Tetralogy of Fallot (TOF) 3093 (12.9) 1360 (14.0) 662 (48.7) 36.4113.2 36.0+13.2 36.9+13.1
Univentricular Heart/Single Ventricle (UVH/SV) 1592 ( 6.6) 619 ( 6.4) 275 (44.4) 29.5148.7 29.4+8.7 29.6+8.7
Ventricular Septal Defect (vsD) 4920 (20.5) 2135(21.9) 1178(55.2) 35.1+14.7 34.2+£15.1 35.8 £14.5*%
others 1348( 5.6) 475( 4.9) 247 (52.0) 37.8+16.9 35.7+16.4 39.7 £17.1%*
Total 24048 (100) 9743 (100) 5238(53.8) 37.6£17.1 35.8+16.3 39.1+17.5*%

N: the number of patients

The Kolmogorov-Smirnov test did not showed Gaussian distribution in the data of age.
*p<0.001, **p <0.01, *** p < 0.05 vs Male by Man-Whitney test
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%82 Clinical Status of adult outpatients with congenital heart disease in JINCVD-ACHD. (3XERa&EYSIFA)

Dx Total PAH 2V-ICR non 2V-ICR (palliations, Fontan, no cardiovascular repair) SRV
N (%) N (% of Dx) N (% of Dx) PAH (% of 2V-ICR) N (% of Dx) PAH (% of non 2V-ICR) ES (% of Dx)  Fontan (% of Dx) N (% of Dx)

AS 108 ( 1.1) 1(0.9) 73 (67.6) 0(0.0) 35 (32.4) 1(2.9) 0(0.0) 0( 0.0) 0( 0.0)
ASD 1978 (20.3) 102 (5.2) 1282 (64.8) 33(2.6) 696 (35.2) 69 ( 9.9) 20(1.0) 0( 0.0) 0( 0.0)
AVSD/ECD 366 ( 3.8) 17 (4.6) 333(91.0) 4(1.2) 33( 9.0 13 (39.4) 12((3.3) 0( 0.0) 0( 0.0)
BAV 381( 3.9) 1(0.3) 143 (37.5) 0(0.0) 238 (62.5) 1(04) 0(0.0) 0( 0.0) 0( 0.0)
ccTGA 219( 2.2) 4(1.8) 116 (53.0) 1(0.9) 103 (47.0) 3(29) 1(0.5) 20( 9.1) 167 (76.3)
CoA/IAA 343 ( 3.5) 6(1.7) 317 (92.4) 4(1.3) 26( 7.6) 2(7.7) 2(0.6) 0( 0.0) 0( 0.0)
Ebstein 187 ( 1.9) 0(0.0) 60 (32.1) 0(0.0) 127 (67.9) 0( 0.0) 0(0.0) 5(2.7) 0( 0.0)
MV 116 ( 1.2) 1(0.9) 41(35.3) 1(2.4) 75 (64.7) 0( 0.0) 0(0.0) 0( 0.0) 0( 0.0)
PA-IVS 124( 1.3) 1(0.8) 4(3.2) 1(25.0) 120 (96.8) 0( 0.0) 0(0.0) 53 (42.7) 0( 0.0)
PA-VSD 260 ( 2.7) 23(8.8) 228 (87.7) 10 (4.4) 32(12.3) 13 (40.6) 7(2.7) 0( 0.0) 0( 0.0)
PDA 256 ( 2.6) 11 (4.3) 187 (73.0) 2(1.1) 69 (27.0) 9(13.0) 7(2.7) 0( 0.0) 0( 0.0)
PS 282( 2.9) 1(0.4) 162 (57.4) 1(0.6) 120 (42.6) 0(0.0) 0(0.0) 0( 0.0) 0( 0.0)
PTA 22(0.2) 0(0.0) 22(100.0)  0(0.0) 0( 0.0) 0( 0.0) 0(0.0) 0( 0.0) 0( 0.0)
TAPVR 98 ( 1.0) 3(3.1) 97 (99.0) 3(3.1) 1( 1.0) 0( 0.0) 0(0.0) 0( 0.0) 0( 0.0)
TGA 414 ( 4.2) 14 (3.4) 373(90.1)  10(2.7) 41(9.9) 4(9.8) 6(1.4) 1(0.2) 103 (24.9)
TOF 1360 (14.0) 17 (1.3) 1337(98.3)  13(L.0) 23( 1.7) 4(17.4) 3(0.2) 0( 0.0) 0( 0.0)
UVH/SV 619 ( 6.4) 10 (1.6) 3(0.5) 0(0.0) 616 (99.5) 10( 1.6) 7(1.1) 501 (80.9) 0( 0.0)
VSD 2135(21.9) 68(3.2) 1119 (52.4) 14 (1.3) 1013 (47.4) 54( 5.3) 46 (2.2) 0( 0.0) 0( 0.0)
others 475 ( 4.9) 12 (2.5) 234 (49.3) 4(1.7) 236 (49.7) 8( 3.4) 3(0.6) 0( 0.0) 0( 0.0)
Total 9743 (100.0) 292 (3.0) 6131 (62.9) 101 (1.6) 3604 (37.0) 191 (5.3) 114 (1.2) 580 (6.0) 270(2.8)

AS, aortic stenosis; ASD, atrial septal defect; AVSD/ECD, atrioventricular septal defect/endocardial cushion defect; BAV, bicuspid aortic valve; ccTGA, congenitally corrected
transposition of the great arteries; CoA/IAA, coactation of aorta/interrupted aortic arch; Ebstein, Ebstein disease; MV, mitral valve disease; PA-IVS, pulmonary atresia with intact
ventricular septum; PA-VSD, pulmonary atresia with ventricular septum defect; PDA, patent ductus arteriosus; PS, pulmonary stenosis; PTA, persistent truncus arteriosus; TAPVR, total
anomalous pulmonary venous return; TGA, transposition of the great arteries; TOF, tetralogy of Fallot; UVH/SV, univentricular heart/single ventricle; VSD, ventricular septal defect;
Dx, diagnostic name of congenital heart disease; ES, Eisenmenger syndrome; N, the number of patients; PAH, pulmonary arterial hypertension; sRV, systemic right ventricle;

2V-ICR, two ventricular intracardiac repair.

2 patients with residual shunt-associated ES after 2V-ICR for TGA were included in 6 TGA-ES patients, while other ES-patients were composed with those with non-2V-ICR.

Table 3 Developmental/Chromosomal/Genetic Disorders of adult outpatients with congenital heart disease (XMRa&Y 5| )

all ACHD Heterotaxy Chromosomal/Genetic Disorders

Total Asplenia Polysplenia trisomy 21 22q11.2 deletion  Turner Marfan
Total (%) 9743 (100.0) 83( 0.9) 72(0.7) 388 ( 4.0) 91( 0.9) 19( 0.2) 103 ( 1.1)
Female (%) 5238 (53.8) 42 (49.4) 39 (54.2) 178 (45.9) 46 (50.5) - 58 (56.3)
Mean age (yrs)
All 37.6+17.1 26.9+7.6" 28.8+7.8" 30.4+9.9" 26.6+5.3" 30.5+9.4 40.9+15.0%"
Male 35.8+16.3 26.0+6.9 28.8+8.2 30.2+9.3 27.1+54 - 38.7+15.0
Female 39.1+17.5* 27.8+8.2 28.7+75 30.7 £10.6 26.2£5.1 - 42.6+15.0

N N(% of eachDx)  N(% of eachDx)  N(% of each Dx)  N(% of each Dx)  N(% of each Dx)  N(% of each Dx)

AS 108 0( 0.0 1(0.9) 0( 0.0) 0( 0.0) 0( 0.0) 1(0.9)
ASD 1978 0( 0.0) 3(0.2) 40( 2.0) 0( 0.0 2(0.1) 2(0.1)
AVSD/ECD 366 3(0.38) 18( 4.9) 114 (31.1) 0( 0.0 0( 0.0) 0(0.0)
BAV 381 0( 0.0 0( 0.0 1(03) 0( 0.0) 6( 1.6) 0( 0.0
ccTGA 219 1(0.5) 0( 0.0) 0( 0.0) 0( 0.0) 0( 0.0) 0( 0.0)
CoA/IAA 343 0( 0.0) 1(0.3) 2(0.6) 7(2.0) 5(1.5) 0( 0.0)
Ebstein 187 0(0.0) 0( 0.0) 7(3.7) 0( 0.0 0( 0.0) 0(0.0)
MV 116 0( 0.0 0( 0.0 2(17) 0( 0.0) 0( 0.0 4(3.4)
PA-IVS 124 0( 0.0) 1(0.8) 0(0.0) 0( 0.0) 0( 0.0) 0( 0.0)
PA-VSD 260 1(0.4) 0( 0.0 3(1.2) 29 (11.2) 1(0.4) 0(0.0)
PDA 256 0(0.0) 0(0.0) 24(9.4) 1(0.4) 0( 0.0) 0( 0.0)
PS 282 0(0.0) 0(0.0) 0( 0.0) 0( 0.0 0( 0.0 0(0.0)
PTA 22 0( 0.0) 0( 0.0) 1( 4.5) 1( 4.5) 0( 0.0) 0( 0.0)
TAPVR 98 1( 1.0) 2(20) 0( 0.0) 0( 0.0 0( 0.0) 0( 0.0)
TGA 414 0(0.0) 2(05) 3(0.7) 0( 0.0 0( 0.0) 0( 0.0)
TOF 1360 0( 0.0) 2(0.1) 56( 4.1) 43(3.2) 2(01) 1(0.1)
UVH/SV 619 76 (12.3) 35(5.7) 4(0.6) 0( 0.0) 0( 0.0 0( 0.0
VSD 2135 1(0.0) 2(0.1) 128 ( 6.0) 9( 0.4) 2(0.1) 2(0.1)
others 475 0( 0.0) 5(1.1) 3(0.6) 1(0.2) 1(0.2) 93 (19.6)

AS, aortic stenosis; ASD, atrial septal defect; AVSD/ECD, atrioventricular septal defect/endocardial cushion defect; BAV, bicuspid aortic valve;
ccTGA, congenitally corrected transposition of the great arteries; CoA/IAA, coactation of aorta/interrupted aortic arch; Ebstein, Ebstein disease;
MV, mitral valve disease; PA-IVS, pulmonary atresia with intact ventricular septum; PA-VSD, pulmonary atresia with ventricular septum defect;
PDA, patent ductus arteriosus; PS, pulmonary stenosis; PTA, persistent truncus arteriosus; TAPVR, total anomalous pulmonary venous return; TGA,
transposition of the great arteries; TOF, tetralogy of Fallot; UVH/SV, univentricular heart/single ventricle; VSD, ventricular septal defect;

Dx, diagnostic name of congenital heart disease; N, the number of patients. *p < 0.001, ** p < 0.01 vs all other ACHD by Man-Whitney test; * p <
0.001 vs Male by Man-Whitney test
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Background: The Japanese Network of Cardiovascular Departments for Adult Congenital Heart Disease (JNCVD-
ACHD) was founded in 2011 for the lifelong care of adult patients with congenital heart disease (ACHD patients).
This network maintains the first Japanese ACHD registry.
Methods and results: From 2011 to 2019, the ]NCVD-ACHD registered 54 institutions providing specialized care
for ACHD patients in 32 of the 47 prefectures in Japan. The registry collected data on the disease profile for
24,048 patients from 50 institutions and the patient characteristics for 9743 patients from 24 institutions. The
most common ACHDs were atrial septal defect (20.5 %), ventricular septal defect (20.5 %), tetralogy of Fallot
(12.9 %), and univentricular heart (UVH)/single ventricle (SV; 6.6 %). ACHD patients without biventricular repair
accounted for 37.0 % of the population. Also examined were the serious anatomical and/or pathophysiological
disorders such as pulmonary arterial hypertension (3.0 %) including Eisenmenger syndrome (1.2 %), systemic
right ventricle under biventricular circulation (sRV-2VC; 2.8 %), and Fontan physiology (6.0 %). The sRV-2VC
cases comprised congenitally corrected transposition of the great arteries without anatomical repair (61.9 %)
and transposition of the great arteries with atrial switching surgery (38.1 %). The primary etiology (86.4 %) for
Fontan physiology was UVH/SV. In addition, developmental/chromosomal/genetic disorders were heterotaxy
syndromes (asplenia, 0.9 %; polysplenia, 0.7 %), trisomy 21 (4.0 %), 22q11.2 deletion (0.9 %), Turner syndrome
(0.2 %), and Marfan syndrome (1.1 %).
Conclusions: Although the specific management of ACHD has systematically progressed in Japan, this approach is
still evolving. For ideal ACHD care, the prospective goals for the JNCVD-ACHD are to create local networks and
provide a resource for multicenter clinical trials to support evidence-based practice.
© 2022 Japanese College of Cardiology. Published by Elsevier Ltd. All rights reserved. This is an open access article
under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Introduction

In Japan, the number of adult patients with congenital heart disease
(CHD) in 2007 was >400,000, which accounts for >50 % of all Japanese
patients with CHD [1]. However, only few cardiologists specialized in
adult CHD (ACHD), and these patients were thus primarily treated by pe-
diatric cardiologists. Until around 2010, this care model resulted in pediat-
ric cardiologists caring for most ACHD patients, particularly those with
complex CHD and/or severe comorbidities, such as residual cyanosis, crit-
ical arrhythmias, heart failure, pulmonary arterial hypertension (PAH),
and Fontan physiology [2]. Furthermore, in many cases outpatient care
may be discontinued for ACHD patients because of improper transfer to
this care setting. In an ideal setting, the care for ACHD patients would be
provided at ACHD-specialized and well-equipped institutions with a
multidisciplinary team comprising ACHD specialists or experienced physi-
cians, including adult cardiologists, cardiac surgeons, pediatric cardiolo-
gists, and interventionists, and other medical staff such as mental health
specialists and nurses specializing in ACHD [3].

Because the lack of cardiologists interested in ACHD was a critical
problem [3], we undertook a project to provide cardiologists specialized
in ACHD. To meet this goal, we founded the Japanese Network of Cardio-
vascular Departments for ACHD (JNCVD-ACHD, https://www.jncvd-achd.
jp/ and https://www.jncvd-achd.jp/english/?1=en_US) in 2011 with 8 in-
stitutions, which has since grown to 54 member institutions by 2019
(Fig. 1). All member institutions complete the uniform registry file to pro-
vide their data on ACHD patients. This article summarizes these data.

Materials and methods
JNCVD-ACHD institutions

The criterion to become a member institution of the ]NCVD-ACHD is
that the institution should aim to provide a multidisciplinary care
system for ACHD patients with care provided by cardiologists who are
willing to specialize in ACHD and cooperate with pediatric cardiologists.

Registry file and data

Each JNCVD-ACHD member institution received and maintained an
original registry file (FileMaker Pro, Apple Japan, Tokyo, Japan) that is
used for the collection of their data for ACHD patient age 15 years and
older (Online Fig. 1). The 18 categories for CHD diagnosis were: 1) aortic
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stenosis (AS); 2) atrial septal defect (ASD); 3) atrioventricular septal de-
fect/endocardial cushion defect (AVSD/ECD); 4) bicuspid aortic valve
(BAV); 5) congenitally corrected transposition of the great arteries
(ccTGA); 6) coarctation of aorta/interrupted aortic arch (CoA/IAA);
7) Ebstein disease (Ebstein); 8) mitral valve disease (MV); 9) pulmonary
atresia with intact ventricular septum (PA-IVS); 10) pulmonary atresia
with ventricular septum defect (PA-VSD); 11) patent ductus arteriosus
(PDA); 12) pulmonary stenosis (PS); 13) persistent truncus arteriosus
(PTA); 14) total anomalous pulmonary venous return (TAPVR); 15) trans-
position of the great arteries (TGA); 16) tetralogy of Fallot (TOF); 17)
univentricular heart/single ventricle (UVH/SV); and 18) ventricular septal
defect (VSD); and others. Patients with previously diagnosed double-
outlet right ventricle (DORV) were recategorized into one of the 18 CHD
categories or others because DORV comprises several anomalies such as
UVH/SV, ccTGA, TGA, TOF, and VSD.

Registry protocol

The original registry file data were created by retrospectively collecting
the data on new patients. To transfer the data, PDF and Excel files were cre-
ated from the original registry file. The PDF file data (Table 1) contained
only information on the number of adult outpatients in each CHD category
and were transferred annually to the ]NCVD-ACHD secretariat at the Uni-
versity of Tokyo, Japan. After obtaining approval from the ethics commit-
tee of each institution, password-locked Excel file data containing
anonymized patient information (Online Table 1) were also transferred
to the JNCVD-ACHD secretariat via the internet. These data collected
until 2020 were used for analyses in the present study.

IRB approval

This study (reference no. 10680) was approved by the Ethics
Committee of the Office for Human Research Studies, Graduate School
of Medicine and Faculty of Medicine, the University of Tokyo, Japan.

Statistical analysis

The statistical software Origin Pro 2019 (LightStone Corp. Tokyo,
Japan) was used to determine mean age differences between the
groups. Because the Kruskal-Wallis test did not show Gaussian distribu-
tion in all the analyses performed, a p-value of <0.05 by Mann-Whitney
test indicated significance.
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a) JINCVD-ACHD distribution

-

Referred to 2020 National Census - Statistics Bureau,

b) Population map
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Ministry of Internal Affairs and Communications,
https://www.stat.go.jp/data/kokusei/2020/kekka/pdf/ou
tline.pdf

Fig. 1. Distribution of the 54 Japanese Network of Cardiovascular Departments for Adult Congenital Heart Disease (JNCVD-ACHD) institutions. (a) The 29 of 47 prefectures in Japan with
JNCVD-ACHD institutions are shown (green), implying the lack of an ACHD-specialized institution in 18 prefectures (white). The number of JNCVD-ACHD institutions is in red. (b) The
population for each area is shown as colored. The 29 areas with one or more institutions shown in panel (a) covered all densely populated (23 millions) areas, whereas the other 18

areas had <3 million people in each.
Results

JNCVD-ACHD registry outlines

Fifty-four JNCVD-ACHD institutions were located in 32 of the 47 pre-
fectures in Japan, covering all densely populated areas in Japan (Fig. 1).

Datasheets provided as PDF files for 24,048 adult outpatients with CHD
(ACHD outpatients) were collected from 50 (92.6 %) of the 54 [NCVD-
ACHD institutions (Table 1). On average, 480.8 4= 626.4 (37-4021; me-
dian 319.5) ACHD outpatients received care in each institution. For the

anonymized patient information provided as Excel files, although the
collection rate of 44.4 % among 24 institutions was much lower than

Table 1

Profiles of adult outpatients with congenital heart disease in the Japanese Network of Cardiovascular Departments for Adult Congenital Heart Disease.
Main diagnostic name (Abbreviation)  PDF files Excel files

All All Female Age (Dec 31st,2020)
N N (%) N () All Male Female

Aortic stenosis (AS) 503 (2.1) 108 (1.1) 44(40.7) 2994122 286482 318 + 164
Atrial septal defect (ASD) 4941 (20.5) 1978 (20.3) 1273 (644) 47.4+£21.6 462 +£222 481 +21.2"
Atrioventricular septal defect/endocardial cushion defect ~ (AVSD/ECD) 1089 (4.5) 366 (3.8) 228 (62.3) 358+ 154 3384138 3714162
Bicuspid aortic valve (BAV) 951 (4.0) 381 (3.9) 147 (386) 447 +£200 445+£203 449+ 196
Congenitally corrected transposition of the great arteries (ccTGA) 589 (2.4) 219 (2.2) 102 (46.6) 39.0 £ 148 375+ 14.1 408 + 154
Coarctation of aorta/interrupted aortic arch (CoA/IAA) 807 (3.4) 343 (3.5) 162 (47.2) 298 +108 293 +11.6 304 + 99"
Ebstein disease (Ebstein) 390 (1.6) 187 (1.9) 105(56.1) 4224179 406+181 435+178
Mitral valve disease (MV) 287 (1.2) 116 (1.2) 76(655) 308+£97  293+101 31.6+£95
Pulmonary atresia with intact ventricular septum (PA-IVS) 334(14) 124 (1.3) 68 (54.8) 28.0+6.8 264 + 6.5 29.3 £ 6.7**
Pulmonary atresia with ventricular septum defect (PA-VSD) 599 (2.5) 260 (2.7) 131(504) 31.14+98 31.1+102 312493
Patent ductus arteriosus (PDA) 599 (2.5) 256 (2.6) 192(75.0) 441+£219 303 +£133 487 +223"
Pulmonary stenosis (PS) 630 (2.6) 282 (2.9) 161(57.1) 32.6+142 311+144 3384+ 139"
Persistent truncus arteriosus (PTA) 91 (0.4) 22(0.2) 9(409) 299+65 295452 304 + 82
Total anomalous pulmonary venous return (TAPVR) 292(1.2) 98 (1.0) 46 (469) 295497 282 +6.8 31.0 £ 12.0
Transposition of the great arteries (TGA) 993 (4.1) 414 (4.2) 132 (31.9) 30.1 +£8.7 29.8 + 8.0 308 £9.9
Tetralogy of Fallot (TOF) 3093 (129) 1360 (14.0) 662 (48.7) 364+132 360+132 3694131
Univentricular heart/single ventricle (UVH/sV) 1592 (6.6) 619 (6.4) 275(444) 295487 294 + 8.7 296 +£8.7
Ventricular septal defect (VSD) 4920 (20.5) 2135(21.9) 1178(552) 3514147 342+151 358 & 145°
Others 1348 (5.6) 475 (4.9) 247(52.0) 37.8+169 3574164 3974171
Total 24,048 (100) 9743 (100)  5238(538) 3764171 3584163  39.1+17.5%

N: the number of patients, The Kolmogorov-Smirnov test did not showed Gaussian distribution in the data of age. * p < 0.001, **p < 0.01, *** p < 0.05 vs Male by Mann-Whitney test.
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that for the PDF files, disease categorization was similar between the
Excel and the PDF files.

Patient characteristics

The mean patient age was 37.6 & 17.1 years, and female patients
were significantly older (Table 1). Slightly more than half of the patients
were female (53.8 %), and female predominance (>55 %) was observed
in ASD, AVSD/ECD, Ebstein, MV, PDA, PS, and VSD, whereas male pre-
dominance was noted in AS, BAV, PTA, TGA, and UVH/SV (Table 1).

Two simple CHDs, VSD and ASD, and two complex CHDs, TOF and
UVH/SV, were the four most common ACHD, in approximately 60 % of
all patients (Table 1), followed by TGA, BAV, AVSD/ECD, CoA/IAA, PS,
PA-VSD, PDA, and ccTGA, ranging from 4.2 % to 2.2 %; biventricular in-
tracardiac repair (2V-ICR) was performed in 62.9 %. Almost all patients
underwent 2V-ICR for cyanotic complex CHDs (87.7 %-99.0 %), includ-
ing AVSD/ECD, PA-VSD, PTA, TAPVR, TGA, and TOF, but not UVH/SV
and PA-IVS (Table 2).

Serious anatomical and pathophysiological disorders

Pulmonary arterial hypertension

PAH, including Eisenmenger syndrome (ES, Online Fig. 1), was ob-
served in 292 (3.0 %) patients, including 101 patients with 2V-ICR (1.6 %
of 2V-ICR) and 191 with non-2V-ICR (5.3 % of non-2V-ICR; Table 2).
Most (58.2 %) of those with PAH had ASD (102 patients) or VSD (68 pa-
tients). In 114 patients (1.2 %), ES was observed, primarily VSD, ASD, and
AVSD/ECD. Among 54 patients with unrepaired VSD-PAH, 46 (85.1 %)
had ES. In contrast, among 69 patients with unrepaired ASD-PAH, 20 had
ES (29.0 %).

Systemic right ventricle under biventricular circulation

Of all patients, 2.8 % had a systemic right ventricle under
biventricular circulation (sRV-2VC), comprising ccTGA without ana-
tomical repair (ccTGA-sRV, 76.3 % of ccTGA; 61.9 % of sRV-2VC(C) and
TGA with atrial switching surgeries (24.9 % of TGA; 38.1 % of sRV-2VC;
Table 2). Patients with ccTGA-sRV consisted of those with classical 2V-
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ICR (functional repair, 29.2 % of ccTGA) and with no significant surgery
required (47.0 % of ccTGA).

Fontan circulation

Fontan circulation was observed in 580 (6.0 %) of all patients
(Table 2): 501 cases (80.9 %) with UVH/SV and 53 (42.7 %) with PA-
IVS (Table 2). Of the ccTGA cases, 20 (9.1 %) underwent Fontan surgery.

Developmental/chromosomal/genetic disorders

We investigated the incidence of heterotaxy syndromes (asplenia,
polysplenia), trisomy 21 (Down syndrome), 22q11.2 deletion, Turner
syndrome, and Marfan syndrome. The mean age was significantly youn-
ger in patients with versus without asplenia, polysplenia, trisomy 21,
and 22q11.2 deletion, whereas patients with Marfan syndrome were
significantly older (Table 3).

More than 90 % (76 of 83) of asplenia cases (0.9 % of all ACHD pa-
tients) were categorized with UVH/SV, representing 12.3 % of UVH/SV
cases (Table 3). Polysplenia was most common in UVH/SV (48.6 %), rep-
resenting 5.7 % of UVH/SV cases. Of those with UVH/SV, 17.9 % had a
heterotaxy syndrome. Less frequent but noted were asplenia (0.8 %)
and polysplenia (4.9 %) among AVSD/ECD cases.

Among the studied chromosomal/genetic disorders, trisomy 21
was the most common (388 patients, 4.0 %) (Table 3), especially in
AVSD/ECD (114 patients, 31.1 %), whereas most (128 patients) had
VSD (6.0 % of VSD cases). Moreover, trisomy 21 had a high preva-
lence in patients with PDA (9.4 %), PTA (4.5 %), TOF (4.1 %), Ebstein
(3.7 %), and ASD (2.0 %). The presence of 22q11.2 deletion was most fre-
quent in TOF (43 patients), with the highest prevalence (11.2 %) in PA-
VSD, both of which accounted for 79.1 % of the patients with 22q11.2
deletion-ACHD, whereas VSD and CoA/IAA accounted for 9.9 % and
7.7 %, respectively. Turner syndrome was not often observed (19 patients,
0.2 %). This syndrome mainly influenced the incidences of BAV and CoA/
IAA (Table 3). Patients with Marfan syndrome accounted for 1.1 % of the
total population (Table 3). These patients were mostly categorized into
others.

Table 2
Clinical Status of adult outpatients with congenital heart disease in JNCVD-ACHD.

Dx Total PAH 2V-ICR Non 2V-ICR (palliations, Fontan, no cardiovascular repair) SRV

N (%) N(%0fDx) N (%ofDx) PAH (% of 2V-ICR) N (%0fDx)  PAH (%ofnon2V-ICR) ES(%ofDx) Fontan (%0fDx) N (%of Dx)
AS 108 (1.1) 1(0.9) 73 (67.6) 0(0.0) 35(324) 1(2.9) 0(0.0) 0(0.0) 0(0.0)
ASD 1978 (20.3) 102 (5.2) 1282 (64.8) 33(2.6) 696 (35.2) 69 (9.9) 20(1.0) 0(0.0) 0(0.0)
AVSD/ECD 366 (3.8) 17 (46) 333 (91.0) 4(1.2) 33(9.0) 13 (39.4) 12 (33) 0(0.0) 0(0.0)
BAV 381 (3.9) 1(03) 143 (37.5) 0(0.0) 238 (62.5) 1(04) 0(0.0) 0(0.0) 0(0.0)
ccTGA 219 (2.2) 4(1.8) 116 (53.0) 1(09) 103 (47.0) 3(2.9) 1(0.5) 20 (9.1) 167 (76.3)
CoA/IAA 343 (3.5) 6(1.7) 317 (92.4) 4(1.3) 26 (7.6) 2(7.7) 2(0.6) 0(0.0) 0(0.0)
Ebstein 187 (1.9) 0(0.0) 60 (32.1) 0(0.0) 127 (67.9) 0(0.0) 0(0.0) 5(2.7) 0(0.0)
MV 116 (1.2) 1(0.9) 41(35.3) 1(24) 75 (64.7) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
PA-IVS 124 (1.3) 1(0.8) 4(32) 1(25.0) 120 (96.8) 0(0.0) 0(0.0) 53 (42.7) 0(0.0)
PA-VSD 260 (2.7) 23(8.8) 228 (87.7) 10 (4.4) 32(123)  13(406) 7(27) 0(0.0) 0(0.0)
PDA 256 (2.6) 11(43) 187 (73.0) 2(1.1) 69 (27.0) 9(13.0) 7(27) 0(0.0) 0(0.0)
PS 282 (2.9) 1(0.4) 162 (57.4) 1(06) 120 (42.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
PTA 22(0.2) 0(0.0) 22 (100.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
TAPVR 98 (1.0) 3(3.1) 97 (99.0) 3(3.1) 1(1.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
TGA 414 (42) 14 (34) 373 (90.1) 10 (2.7) 41(9.9) 4(98) 6(1.4) 1(0.2) 103 (24.9)
TOF 1360 (14.0) 17 (1.3) 1337 (98.3) 13(1.0) 23(1.7) 4(17.4) 3(02) 0(0.0) 0(0.0)
UVH/SV 619 (6.4) 10 (1.6) 3(0.5) 0(0.0) 616(995)  10(1.6) 7(1.1) 501 (80.9) 0(0.0)
VSD 2135 (21.9) 68 (3.2) 1119 (52.4) 14 (13) 1013 (47.4) 54 (53) 46 (2.2) 0(0.0) 0(0.0)
Others 475 (4.9) 12 (2.5) 234 (49.3) 4(1.7) 236 (49.7) 8(3.4) 3(06) 0(0.0) 0(0.0)
Total 9743 (100.0) 292 (3.0) 6131 (62.9) 101 (1.6) 3604 (37.0)  191(5.3) 114 (1.2) 580 (6.0) 270 (2.8)

AS, aortic stenosis; ASD, atrial septal defect; AVSD/ECD, atrioventricular septal defect/endocardial cushion defect; BAV, bicuspid aortic valve; ccTGA, congenitally corrected transposition of
the great arteries; CoA/IAA, coarctation of aorta/interrupted aortic arch; Ebstein, Ebstein disease; MV, mitral valve disease; PA-IVS, pulmonary atresia with intact ventricular septum; PA-
VSD, pulmonary atresia with ventricular septum defect; PDA, patent ductus arteriosus; PS, pulmonary stenosis; PTA, persistent truncus arteriosus; TAPVR, total anomalous pulmonary
venous return; TGA, transposition of the great arteries; TOF, tetralogy of Fallot; UVH/SV, univentricular heart/single ventricle; VSD, ventricular septal defect; Dx, diagnostic name of congenital
heart disease; ES, Eisenmenger syndrome; N, the number of patients; PAH, pulmonary arterial hypertension; sRV, systemic right ventricle; 2V-ICR, two ventricular intracardiac repair.

2 patients with residual shunt-associated ES after 2V-ICR for TGA were included in 6 TGA-ES patients, while other ES-patients were composed with those with non-2V-ICR.
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Table 3
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Developmental/chromosomal/genetic disorders of adult outpatients with congenital heart disease.

All ACHD Heterotaxy Chromosomal/genetic disorders

Total Asplenia Polysplenia Trisomy 21 22q11.2 deletion Turner Marfan
Total (%) 9743 (100.0) 83(0.9) 72(0.7) 388 (4.0) 91 (0.9) 19(02) 103 (1.1)
Female (%) 5238 (53.8) 42 (49.4) 39 (54.2) 178 (45.9) 46 (50.5) - 58 (56.3)
Mean age (yrs)
All 37.6 +17.1 269+ 76" 288 +787 304+ 99" 266 + 53" 30.5 + 94 409+ 15077
Male 358 +£16.3 26.0 +£ 6.9 288 +£82 302 +93 271454 - 38.7 4+ 15.0
Female 39.1 +17.5* 278 +82 287 +75 30.7 + 10.6 262 +5.1 - 42.6 +15.0

N N (% of each Dx) N (% of each Dx) N (% of each Dx) N (% of each Dx) N (% of each Dx) N (% of each Dx)
AS 108 0(0.0) 1(0.9) 0(0.0) 0(0.0) 0(0.0) 1(09)
ASD 1978 0(0.0) 3(02) 40 (2.0) 0(0.0) 2(0.1) 2(0.1)
AVSD/ECD 366 3(0.8) 18 (4.9) 114 (31.1) 0(0.0) 0(0.0) 0(0.0)
BAV 381 0(0.0) 0(0.0) 1(03) 0(0.0) 6(1.6) 0(0.0)
ccTGA 219 1(0.5) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
CoA/IAA 343 0(0.0) 1(0.3) 2(0.6) 7(2.0) 5(1.5) 0(0.0)
Ebstein 187 0(0.0) 0(0.0) 7(37) 0(0.0) 0(0.0) 0(0.0)
MV 116 0(0.0) 0(0.0) 2(1.7) 0(0.0) 0(0.0) 4(34)
PA-IVS 124 0(0.0) 1(0.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
PA-VSD 260 1(0.4) 0(0.0) 3(1.2) 29 (11.2) 1(0.4) 0(0.0)
PDA 256 0(0.0) 0(0.0) 24(9.4) 1(0.4) 0(0.0) 0(0.0)
PS 282 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
PTA 22 0(0.0) 0(0.0) 1(45) 1(45) 0(0.0) 0(0.0)
TAPVR 98 1(1.0) 2(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
TGA 414 0(0.0) 2(0.5) 3(07) 0(0.0) 0(0.0) 0(0.0)
TOF 1360 0(0.0) 2(0.1) 56 (4.1) 43 (3.2) 2(0.1) 1(0.1)
UVH/SV 619 76 (12.3) 35 (5.7) 4(06) 0(0.0) 0(0.0) 0(0.0)
VSD 2135 1(0.0) 2(0.1) 128 (6.0) 9(0.4) 2(0.1) 2(0.1)
Others 475 0(0.0) 5(1.1) 3(0.6) 1(02) 1(02) 93 (19.6)

AS, aortic stenosis; ASD, atrial septal defect; AVSD/ECD, atrioventricular septal defect/endocardial cushion defect; BAV, bicuspid aortic valve; ccTGA, congenitally corrected transposition of
the great arteries; CoA/IAA, coarctation of aorta/interrupted aortic arch; Ebstein, Ebstein disease; MV, mitral valve disease; PA-IVS, pulmonary atresia with intact ventricular septum; PA-
VSD, pulmonary atresia with ventricular septum defect; PDA, patent ductus arteriosus; PS, pulmonary stenosis; PTA, persistent truncus arteriosus; TAPVR, total anomalous pulmonary ve-
nous return; TGA, transposition of the great arteries; TOF, tetralogy of Fallot; UVH/SV, univentricular heart/single ventricle; VSD, ventricular septal defect; Dx, diagnostic name of congen-

ital heart disease; N, the number of patients.

p <0.001, T p < 0.01 vs all other ACHD by Mann-Whitney test; * p < 0.001 vs Male by Mann-Whitney test.

Discussion

This study presents data from the first national ACHD registry in
Japan, including diagnostic profiles and clinical characteristics of outpa-
tients treated for ACHD at JNCVD-ACHD member institutions, which can
be a resource for ACHD clinical studies. Based on the CHD diagnosis,
even patients with severe ACHD, including complex or cyanotic CHDs,
Fontan circulation, and developmental/chromosomal/genetic disorders,
were transferred to the outpatient setting without restriction for treat-
ment by adult cardiologists in cooperation with pediatric cardiologists.
Now that a Japanese national resource for ACHD care has been created,
the next step is to assess JNCVD-ACHD for points of improvement.

JNCVD-ACHD and other registries

According to a report by Shiina et al. 1] the number of Japanese
ACHD patients was approximately 530,000 in 2020, including 175,000
moderate to severe cases, such as the outpatients in the current study.
Based on these data, approximately 26,000 ACHD outpatients, repre-
senting 0.02 % of the Japanese population, are cared for in 54 JNCVD-
ACHD institutions (Table 1), suggesting that the national registration
data are sufficient to represent the profile of all moderate to severe
cases. However, in terms of transfer to the outpatient setting, only 1/7
(14.7 %) of patients with moderate to severe CHD have been transferred
to the JNCVD-ACHD institutions. This estimated low rate of transfer can-
not be explained by the lack of JNCVD-ACHD institutions in 18 of the 47
prefectures in Japan (Fig. 1). As previously reported [4], the referral re-
lationship between regional ACHD centers, such as the JNCVD-ACHD in-
stitutions, and local facilities in each prefecture (a local network) is
thought to be relatively important for the proper transfer of ACHD pa-
tients in each prefecture.

The Netherlands CONCOR registry, founded in 2002, has similar
criteria for voluntary participation as the JNCVD-ACHD registry. The
CONCOR registry has collected data for 17,198 ACHD patients from
107 hospitals till date in 2020, approximately 0.1 % of the total popula-
tion (https://concor.net/en/). This registration rate (0.1 %) and the num-
ber of voluntarily participating hospitals (107) were five times higher
and two times larger than those in the JNCVD-ACHD registry, respec-
tively, suggesting that the JNCVD-ACHD registry has much room for
improvement.

In this context, the next step is to encourage the JNCVD-ACHD insti-
tutions to make a locally suitable network for CHD care in cooperation
with local facilities in each prefecture, in addition to establishing more
JNCVD-ACHD institutions in the areas of need.

Patient characteristics

The mean patient age was 37.6 4 17.1 years, with younger patients
who had AVSD/ECD, CoA/IAA, or complex/cyanotic CHDs often
requiring 2V-ICR/Fontan surgeries (rather difficult open heart
surgeries), such as for PA-IVS, PA-VSD, PTA, TAPVR, TGA, TOF, and
UVH/SV (Table 1), especially among those with an additional develop-
mental/genetic/chromosomal disorder, such as a heterotaxy syndrome,
21 trisomy, and 22q11.2 deletion (Table 3). This young mean age of the
ACHD outpatients may reflect recent (these 40 years) advance of
medicine and surgical technique to allow most of infants and children
to expect for their adult lives. In another word, it was quite difficult
for newborn babies with CHDs before 1980, especially those with com-
plex CHDs, to survive in adulthood.

Regarding ACHD outpatients with 2V-ICR, it is understandable that
those with complex/cyanotic CHDs and/or valvular CHDs require
ACHD-specialized care for postoperative concerns and various comor-
bidities that occur later throughout their lifespan. Notable, however, is
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the large number of ACHD outpatients requiring treatment for simple
CHDs, such as ASD and VSD, who visited the ACHD-specialized institu-
tions (Table 2). This rate may simply reflect the high birth rates of VSD
(30%-40 %) [5,6] and ASD (4 %-35 % of large variance caused by a large as-
certain bias due to low disease detectability) [5-8] (35.2 % and 19.3 %, re-
spectively, in Japan, Online Table 2). For those with repaired ASD, we
speculate that they may have had, in addition to PAH (Table 1), other con-
ditions such as RV dysfunction, symptomatic arrhythmias, or stroke in
adulthood [9]. Concerning VSD, the infundibular/conus/subarterial VSD
type that typically does not close naturally [10] may account for 30 % or
more of VSD cases in Japan [11], an extremely high rate compared with
the Caucasian population (approximately 7 %) [12]. Also in this type of
VSD, residual or postoperative aortic valve disorders may require medical
follow-up, contributing to the large number of adult outpatients with
repaired as well as unrepaired VSD in this study.

Pulmonary arterial hypertension

Epidemiologic data are lacking on the prevalence of PAH in ACHD pa-
tients. A European survey reported a range of 5 %-10 % [13]. However,
the data were based on echocardiograms as well as hemodynamic
studies; thus, overestimation was inevitable. Our rate of PAH was
based on PAH/ES diagnosed by hemodynamic criteria (mean pulmonary
arterial pressure 225 mm Hg and mean pulmonary arterial wedge
pressure < 15 mm Hg, Online Fig. 1) and clinically diagnosed ES,
guaranteeing the reliability (3.0 % and 1.2 %, respectively) for PAH/ES
and for ES only. Until adulthood, unrepaired post-tricuspid shunts repre-
sented by VSD was a more likely cause of ES (46 of 54 patients; Table 2)
than unrepaired pre-tricuspid shunts represented by ASD (20 of 69 pa-
tients). Based on an estimated 175,000 patients with moderate to severe
CHD, approximately 5000 ACHD patients with PAH/ES and 2000 with ES
may exist in Japan.

Systemic right ventricle

A CHD-specific pathophysiology is sRV, and these patients are at
high risk of heart failure and serious arrhythmias [14]. In this study,
sRV-2VC was observed in 2.8 % of all patients, including those with
ccTGA without anatomical repair (61.8 %) and TGA after atrial switching
surgery (38.1%). These rates may correspond to the estimation of nearly
5000 adult patients with sRV-2VC in Japan, strongly supporting the
need for a treatment algorithm specific for sRV failure in this population.

Fontan circulation

The proportion of ACHD patients with Fontan circulation was 6.0 %,
about 1600 of those among all 54 JNCVD-ACHD institutions and approx-
imately 10,000 in Japan. Most patients (86.4 %) with Fontan circulation
were in UVH/SV, resulting in the fourth highest composite rate (6.6 %,
Table 1) of UVH/SV in this study, despite a low birth rate of UVH/SV
(1 %-2 %) [5-8,15] (Online Table 2). These patients may develop
Fontan-associated liver disease in adulthood and are at high risks for
heart failure, valvular disorders, serious arrhythmias, venous thrombo-
sis, congestive organ failure, and protein-losing enteropathy [16]. Fi-
nally, some patients become candidates for heart and/or liver
transplantation. To date, no surgeries have replaced Fontan surgeries,
so effective treatment strategies must be developed to address such ad-
verse events in adult patients after Fontan surgery.

Developmental/chromosomal/genetic disorders

Heterotaxy syndromes

The heterotaxy syndromes of asplenia and polysplenia are strongly as-
sociated with complex CHDs [17], represented by DORV, including UVH/
SV [17]. Although UVH/SV accounted for most asplenia cases, only 50 %
of the study patients with polysplenia also had UVH/SV (Table 3). Because
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we did not include DORV as a diagnostic category, as described in Mate-
rials and methods, the high prevalence of heterotaxy syndromes in
UVH/SV is understandable based on previous reports [17].

Trisomy 21

Trisomy 21 is the most common chromosomal disorder, approxi-
mately 1 of 800 births worldwide [18], with CHD found in 44 %-66 %
of these infants [18,19]. The highest rate of trisomy 21 in this study
was in patients with AVSD/ECD (31.1 %), followed by PDA, VSD, PTA,
TOF, Ebstein, and ASD. These findings are consistent with the previously
reported prevalence [18,19].

22q11.2 deletion

As a rare disease, 22q11.2 deletion is estimated to occur in 1 in
4000-6000 live births, frequently with a cardiac malformation
(60 %-80 %), most often a subset of conotruncal malformations (TOF,
PTA, or IAA), VSD or ASD, and aortic arch anomalies [20]. In this study, pa-
tients with TOF and PA-VSD—which are developmentally similar—were
79.1 % of 22q11.2 deletion cases, whereas those with VSD and CoA/IAA
were 9.9 % and 7.7 %, respectively. Thus, the distribution of 22q11.2 dele-
tion in ACHD likely takes over its characteristics at birth.

Turner syndrome

Turner syndrome is rare, with a reported birth rate of approximately
50 in 100,000 girls [21]. Determining the precise prevalence of CHD is
challenging because Turner syndrome itself is difficult to diagnose be-
fore elementary school. The most common CHD comorbidity is BAV,
and CoA is the second most common comorbidity [21]. These rates are
consistent with our findings.

Marfan syndrome

Marfan syndrome is also rare, with a prevalence of 1 in 3000-5000
individuals. It is commonly associated with an aortopathy syndrome
due to a genetically malfunctioning transforming growth factor-{ sig-
naling cascade [22], and reported to not accompany any CHD except mi-
tral prolapse (approximately 50 % of cases) [22] In this study, patients
with Marfan syndrome were mostly in the “other diagnoses (others)”
category, whereas 4 patients had an MV diagnosis. One reason for the
low prevalence of MV may be because the physicians ignored the mitral
disease as a minor comorbidity. Based on these findings, it is important
to recognize that patients with Marfan syndrome in Japan, regularly re-
ceive care in general cardiovascular or Marfan syndrome-specific outpa-
tient clinics but not in ACHD-specialized clinics.

Study limitations

This study had several limitations. The JNCVD-ACHD registry data
were collected through December 2020 and do not include the survival
and mortality information. Therefore, we calculated patient ages as of
December 31, 2020, assuming that all were alive. Although the numeric
data for each study variable are not as precise as would be provided by a
transverse survey at the specific time point, the prevalence for each con-
dition and comparison among ACHD patients most likely reflects the
real-world setting.

Another concern is the possibility of multiple counts of one person
reported by different institutions, although no cases showed the same
birth year and month, sex, and diagnosis in the Excel file data (9743 pa-
tients) of patient characteristics, suggesting that even in the PDF files
(24,048 patients) of the diagnoses, the number of duplicate cases is neg-
ligible.

Finally, the diagnoses of genetic disorders were based on not genetic
tests but instead on the physician's choice of the listed diagnoses.
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Conclusions

The JNCVD-ACHD registry data represent ACHD patients in Japan
who require specialist care and have been transferred from pediatric
physicians to outpatient clinics operated by cardiology departments
for adults. These data may represent the diagnoses and patient charac-
teristics for moderate to severe cases of ACHD, including PAH, sRV,
Fontan circulation, and developmental/chromosomal/genetic disorders.
Although the JNCVD-ACHD system still needs to incorporate local net-
works for CHD care, in addition to adding more institutions in areas of
need, it is ready to serve as a resource for national multicenter clinical
trials for various challenges in ACHD, thereby contributing to establish-
ment of the Japanese evidence-based guidelines for ACHD.
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