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ventriculostomy) (2L - T, JERDOSEELERD-,

PRI IR & ML 23R 72 ACH2 4 1238\ CHAENES MRI AL 23 326 S v7- 59, 1 4 1,
KIRFYERD B BT EM% T 2 AT, MRI B TR, REFHFAIRAEZFR D,
MEEE =2 U > 7 CHETLEZR O, &9 1413, SHEFERRLONTAR 1T » AD
BIR T, MRI M CIMEEILR, KRBEAFLRZAEZ GO, IRFI2 4 TR ER 2. IM=EEE
=2V T THETCEZRD T2, 24 & bM=IERE (VP) v v & M X VIREMET L7,

VLEX D | s IRe/KEEDRIEIZIL, B MRI &R A I TH 5, 7272, MRI Fr
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OB TIERITADBRTE D DT TR W2 | HERFAIIZERAM L, AT 00 BEPHHL RO
RAEIRD A ME L T, Bl 2 Z ENRETH D,
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CQ4 M=|HLRIZHKT L TY ¥ v MFEHTHEITIIEZD
HELE  FRREIR B £E O NI R OKEREE) I LTy v > MR 2 H#HERE9 5 (10)

W EAE (ACH) TIIIMEILRZRD D Z ENZ, NIEHEbEEIC X 2 HE
JETERAED T, FEARFLIZED 2 B i, M REIR ORETR AN EREC D, BIRERRIE £ O
ERVLMEILRICFHEG LT D & S D 189, ACH OISR, —RBIIIRBEETH Y |
BELOKIEME (HRIEIR 2 £ 9 IMEIER) 13FmThH LN, BERAIMEO—>TH D 2, /KA
FEDFEIR & LT, G, RRMIME, BaMioR, BUm. MR, O o M¥LEA, SMEArRR R
JLLORRREL, EGRRETE . ME R BRI EN S D, BEBHTER & IMEILR SN DFER A Z L
VKBESE ClE, — AT =EIEE (VP) &% & MEHEAT SR, v v v MIFHE T O%E
BIOFIEIT 4.3~50% & HREICL VIENRH D 17, £io, AEREENLETLEEN & 258
¥ v M4 D slit ventricle syndrome 853 572912, flow-regulated valve ([ 8] 25
PLSNT) AT AR programmable valve (JERJER/ LV T) AT A2 WD DM L0
D LILZRWY,

Mk s U < EIAREARYR & MR 2 22 i/ ACH2 4 (4 7% 2 72 H & 4 5% 8 7
A) LT VP vy FERITLIZE 2 A, IEROHKEZRDT- 59, BIEMRITZNE
WAL 2 ThH T,

FIEETE OO A /SR A B MEEIER 238072 ACHL 4 (15 7%) IZXI LT VP v v v b
ZRAT L, SERITIHSR LT 59,

M2 ETES ., AN &5 S M= DJERZB O ACH2 4 (125%. 14 5%) [ZBW\W T, N
B — =R KB ZIT  (endoscopic third ventriculostomy) (ZX - T, SEROLEEFED
7~ 52

JKEHAE & 589 A4 R D TIEBNZ I T, WHBEAYEE — M= BRI o TIEIRASVH R L
Tl EE SN TND 17,

DEDOFEFREDNBIR SND DHTH LM, MRIERDOHEKZRDOTEY VP v b
FARRRIEIR 2 P O IMEILRICAN TH D & E X biLDH, WNIHSIAIE — M= KB 220 D A %)
PELRRER SN D 19, 7272 L, MRERDPIMEILRICER T 2008 2 &2 Faic+olomet
THMEND D, 7o, RIEFHEAIRZEE AT HKIREDREFNI S LT, REZEFAFLBIEMIZ X
S THEBILRDPLE LI EWIERRH D~ FH T, HELEZLEWIFlEHY 40, ok
Y RF/F LT,
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CQ5 HEIRFFERER DHELRR X B 2W B )»
IR HEAEBERELRY VA VS5 T7 4 —2RAIGCTEIRT S (10)

R I BUE (ACH) ORI T, MEARFEIEMEL (SA) b 5 o 72 AEAR R R e 2 1 %
30~60%IZ RO D L SN TWD 189, ACH BE DI O CHMOJRE & LT SAnE
Z BTV D, SA IZPAZEM:, XM, IRAMEICHEIN D, PHXCPEREIR ;IR (CSA)
IIREFAFLIAZT K 2 BREERETE G 5B O F I8 OBRIEMT LI T o o TIEFNC L < B
Nz L EINTND 10, SADFHiliE LTHRY VYA 7T 74— (PSG) MERS LT
DM, NRTERTE DiiaRITD 72 18, PSG Tl, FEEAFIE (Sp0s2) . &L N DX,
WONE ., RO, B & B oM GESh, LEX, M, IRERIEENX, A4 N A R E
B, AEE MR EX AT 5, —F, BSMERRA TlX, SpOE=4—, A7 L
v —t RS, 5 RERMRA CrX, A & PAZEMEOXBINX TE vy, B E
TH, /WO PSG NEMTE DMEHIZRONTWA -0, 2, B8, FELT AR
W ASNVAFHR ARV IREDA T Y —= 0 TREICK D BRERIHET & & ZiTn
BN, HERBRED T—/L FAZ 2 — RIZPSG THHZ EICHETNETH S 50, flisH
IEIRRA & PSG ORICALE T HIERMENEM SN D Ebd D,

884 M ACH ¥ (b 4 DR EUIBANE T, T4 DBMFARGPOBELET) (HREE
n o 1.25%) (ICRWT, PSG & fifT L7z 57, PAZEMEREIRFFHEERELL (OSA) [H1%od il
O [FI/FE (#EPH : 0~19.2), EEEILFZ2£E 5 CSA 1% 0.5 [EI/faA (0~49) . #IK SpO:2 i 91%

(50~99) Th -7z, K 48% ACH /NEICHEIRKF OMEL O RE (LICERESE) BALI
7z EEREEMEGIID 72 < e EFEERS T TV B,

22 4,0 ACH B3 CEXAER - £ 3 %) 2BV T PSG &% L7z 59, JEkE LT, 44
BRI, 15 A4ICHITIRZE . T4ITSA, 6 IR, 14T T /) —EBZ2#H, 19
& CEAHIEE DK T, 14 T CSA, 84 T O0SA 207,

46 4,0 ACH B CEXJEE : 3.975%) 12T PSG % % L 7-AF58 Tldk. MEER OIE
BlbEEI, 32 ZIZWOEEZROI 59, DR, KEREE, BROMEIROES S H -7,
25 412 OSA Zi8 7=, OSA fEHoFJefEix 0.8 [FI/Kf (FiFH : 0~28.5), HARPEMEIENL 5
$01% 0.8 [A1/BF (0~6.2) . apnea—hypopnea index (AHI) X 6.5 [Al/FF (0~33.5) TH -7,
AHI <5 73 21 4, 8 OSA (AHI: 5~10) 7134, W% OSA (AHI: 10~15) 287
4. HE OSA (AHI > 15) N 54 Th o7z, 4 46 4D SpO2 D FHAKAE D H JLf 1% 88.0%

(72~96) TH-o7=,

43 4D ACH B (CEHFEE : 3.9/ T8\ T, MEIRMRAE (414) X PSG (24) 2
Fihe A7z 60, 43 4 DHFITIE, 7T /A kLT (64). 77 /A R (944).
JSMERFIN (6 4 : £ DM, 54 KEBFHFLIBUEN) 23 MEIRRRARTIC I STz, 24 4
\Z OSA 238, ZOWiRIE, BE (AHI1.5-5) 28 134, F4E (AHI5-10) 2844, &
JE (AHI10 LA L) BN T4 ThoT-, HIE SpO2 (%) 1%, BJE OSA BET8T + 7% (FHy
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+ SD), HEJE OSA T86 = 6%, HJEOSATT5 £ 14%Th-oTo,

174D 1 AN FERIEIR 2380 7= ACH B (P fEFES : 11 » A) I2BW T, ERE
e, MEARBERERA, FHEEERA SR Sz 29, Sk - M s LT, OSA, #hEIR, A
FEIEKRFRO Lz, EHNCHEIRMEA T OSA 278D 7=, 4% D SpO2 (K Flal%kix 0~82 [al/
A, BEARH O SpO2 28 92% A0 % 15 6O 2 FI G 1% 0~95%, CSA 1% 0~5 [Hl/l# Th > 7z,
ZOROEEDORR., T4 TTT /A4 FRHEELN, 2 4 CREBEFLBEM AT Sz,

LLEXD ., ACH @ SA OFHIIC PSG IZTAHTH 5, WatlliZd e iy, il 5 B RERR i
TBHLSADRI ) —=2 7L L THHTOHLAREMEDRH D, SAZRDTELE, 77 /A4 R
R DIER . KL EDOJRRRBENEE TH L,
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CQ6 FAZEMEREIRFHERER (25 U CIHR BB ERKIRIEITA A 2
HELE PAEMMEIRRETRIC Y L COFREBHBERIFIEZIRRT D (20)

HE R AOE (ACH) M3 |2 PAZEMERENRFEERE (OSA) 1ZE <A bi, 50%LL Lok
FAPFL TV D L REINTND 19, EGE, Bl P IREBOBIER. HEROKT A
R & E 2 5TV 5, IR #5051 (non-invasive positive pressure ventilation:
NPPV) & LT, ZEIZ continuous positive airway pressure (CPAP) & bilevel positive
airway pressure (BiPAP)MdiF X CTu 5 61,

30 4 ® ACH B3 (PRMEFH @ 6.6 1%) 1BV CHRAZMEIRFRA & ST FH R B AL
1T . 17 ZADEERMEL Ll S 7= 62, 13 44723 nasal CPAP %, 3407 7 / A NREHk
i, 1 RSB AT L7c, £ ORR, MEREEE R &REAE) - TERE, PAZEMED A
¥ ERUEE LT,

45 4D ACH B¥E (CEHFE - 3.9 5% ICBWTARY YA/ 7T 71— (PSG) THEl
SHU. 25 £ DSPHIEVEREIR R BEREL & 2 S 7z 59, O, 9 441238\ T nasal CPAP 73
Thodv, FPRFEE. REEfEE. SpO2 OUGEN b7,

4340 ACH B3 (CEXFHE : 3.95%) ICB W T, MEIRKRAE (414 : 55 A MEIRFR AT
24 : PSG) MERINIZ 60, 434DTIE, 7T /A FREkRELT 64). 77 /A4 8
T (944) . IAAELFT (64 DN, 5 A KILBHFLIBIENT) 23 MERRRR A FTIC FE i <
NTWz, 24 412 OSA Bz, 77 /A4 NEtkfg et T 6 EiE OSA (apnea—
hypopnea index (AHI) 10LPLE) 1TV edro7z, CPAP #iifT L7z 2 41342/ D SpO2
DEEZBOT-, OSA ZFRORMN>TeH, MBI ZFR 072 1 4IZB W T, CPAP 737
DI, BEERDT,

74 u—0 30 4O ACH B4 (PRIEFE : 3.0 ) O, MlKHRKS Fikid 5 5
ATk LT NPPV 3 if7 3417z 69, 3 4413 E5GE Tt & &K PSG DR T LN FRE L
T, I 14121 CPAP %, ZDOfthod 4 4121% BiPAP (2 X 2 K MfiBh 21T -7, =D
fEd, AHI R Sp02 DX FAkE LTz, I HIT, FinDdiE, £ T OBREDL
=N d W e

LIEX Y ACH #54 T NIPPV O A4 it L7OEFBITZ < 137y, ok oI
HIMERRE SN TWDHT=8H, OSA DIRFIED—>2 & LTIRET S,
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CQ7 PAZMEREARRA PRI L CRIEHINST 7/ 4 FEIBRINIZHE A 2>
HELE  PASEMEEIRFFEEREH Y Bhk- 7T /A4 FEXREZRD 558255
RERRTD5 (20)

E I RE (ACH) BEICPAZEMEMEIRFFIENTEY, (OSA) 13 &L < A Hiu, 50%LL ok
BEEAIE (ACH) BEFICAUL TS E@REINT\WD 19, FHm PR OIKERL, FExt
77 A RRRUEDIERBEZEL TWDHER LZZ BN TND D, 77 /A Rk i

WL LS BOST BIER S HIE, IFRICEMEYOUEZRBO 2o T2ER S H 5 Wb S
TW5 9,

43 40 ACH B3 (CE¥FHE : 3.95%) ICB W T, MERRE (414 : 65 B EIRMR A,
24 RV L TT 74— (PSG)) MIEMIALIZ 60, 434 DOHIZIX, 77 /A4 NRbkeHE
ke (6 44). 77 7 A Rl (9 44) . WAEFFIN (6 4 : ZDN, 5 AN KRG
) PSHEIRFR AT ATIC SEHE S LT e, 24 44102 OSA #5387, 77 /A FmbksiHikbes 715
\ZHE OSA (apnea—hypopnea index (AHI) 10 LA E) 13Wigdo7z,

84 » ACH B (FFIEEE : 2.0 %) IZBWT, PSG %, 77 /A NEHE T
MEAT EAVT2 57, TR OMERIEEICA B AZN R Do 72D, 2 < ORERIL, 52478 CSA T
1272 <, FAEMEEHBRS ThH o7, BIED 4 4 (ZFnFi. AHI 28 11.9, 25.8, fH{& Sp0O2
73 33%. 53%) 1% AHI % Sp02 DA E Rk #EE DT,

22 44D ACH B3N H SIAER CREZ T 72 69, TOWN, TANRTT /A FREkEH
Wiz 7o, AN, 2FIRRIET 7/ 4 FIEREZRBD, 5412 PSG THRELRDT, F
Mrtk. 4 4 CHERMILGEZ RO TN, 2 4% OSA 3EfE L. 1 £ 13101 Sk rEn 53 18 5iE
# (ARDS) D7t LT,

TF A FEHIER, PSG O R 237~ 4 4D ACH BFIZK LT, k77 /4 F
T 21T > 72 59, FAite. AHL IR ARWEEZ RO 2o 7278, Sp02 & TpCO2 Dik#
T,

bV, ACH B#ETT T /A NREHkdE o h 5K 4 Gt U7 iEfEIEZ < 1T 03,
FRO X ITHEDERRE SN TWDETZD, k- 77 7 A4 FIEREZZH D OSA OIRFFE
D—oL LTIRET S,
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CQ8 HREEMEAE T i MERE %2 RIES 5 H
HeLE 2L D

WOE I AUE (ACH) A IZ381T 2 i ML FEE OB IEA 52> Tidde vy, EAGEPAZE,
PefsR, TAXPERERE KA R N E N ERRE STV % 69, ACH 3% i I
FERERB O TREFNT A STV D3, Wb 1 AHE Th o7 6966067, 3 4 & b iR
FaO Tz, 24 (Filiv: 11 7 A, 18 » A) IFRBEILBIEINIC L > T 6960, 14 (4
fn bk 1277 A PRI Ko T 6D i fEREDOSER R ST,

VLB S | BEEIEBIE DN D72 Tzh HERE L e o 727y, ACH M TIIMEIRIEE . K%
SHALIRZAE, 77 A R« RUCIERIC & - Thtim i EE 2 S AES 2 WREMED N H v | TEE 2 2
Do
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CQ9 FHEBIRAE A D FHERREM I H 202>
AR PRRREIR B AL O FHEEBRAE I LT, FHEREMR2HET 2 (1B)

FHERAEIIFER PR A OE BEASE (ACH) BETIIALND Y, FHEK
ZEREDFEIR & LTI DA, L%, Wi /KT, B, RIRVERAT, BEEERGEE 7
EEET D, 20 5 E TIZ 6.5%DEED, 40 5% £ TIZ 17% 0 BIE DEREIAIE OB W %
ZUF, ZOWN, K 40%DBEN T 22T T D LG ST 5 19, Blo#HE T, ACH
B D T8%\ M DT FEF AR L D IR A5 . £ DN, 1/3 DEBE THRHIINT AN
VEThHoT- b EIN TS 8, ACH BE TIiX, MESROEHE (RrloHfEmE) . o
HEF AR ERBE DI, HES DRI Ko THEHEPRAHEOHENHML TV D & S d 69,
FEH BT, ACH & DL  ITMEEO S RIVEFHAESRA2T & 2 M RPEBAT 2 EFF IS IR st
B ka2 d 0t BELTCND, £z, BEOELEFFZ 5O BE T, Mk ~Ho
FALE DOEMEMSZE (degenerative narrowing) N L FBO LN D EHMEL TV DH, T DI
K& LT, HERIPIEIDIEE, S EMEOILE, HEFRZEESFER S T\ D, FHEHES DIBR
i, RRBREE ZRABEIC L o T, FHEO R AR e EENE Z 2N TS5 2 & N
LWV,

PRRRIER 27 3 D A EIAE D ACH B3 49 4 (%46 « 9 38 7%) (kL T, #E
SR &2 Fhi L7z 70, JER B TR E COMMMNEO T, ST O SERE N X
D BIFCThoT-, i, JERHEE 6 20H £ TIC TN &2 fifT L7=JEH] Tl Rankin level (&
REEEORE) OUGELZRDT-MN, 7 1 A UBRIZ T2 51T L7ER] CIIdGE LB 05
72 K B1%IZAR LI BA 72 & O DA GHE 22 K 41%IZ RS 72 & DIfite DB PHE 2B T,

PRRIEIR 2 3 2 FHEEAED ACH B 44 4 CEEF#G « £ 13 %) 1ZHBW T, 60
[0l DFFHEFRIEMN A FEfl S ALz 70, 43 [ O FHIIEBLSN OFHEFRIEMN T o 7=, EITH
FRIEAR DU FENTRD Bz, 11 BISHTAN, 43 [ENIFHEB SN & MT Sz, 7 4 IR
U7 EOEPHENRRD b,

FRELIEIR 2 459 D B A e iE D ACH B 36 4 (10~73 %) 2BV T, HESM
BRIEMNT 24T - 72 72, 25 ZITAPRIER D2 RITIEA L, 8 LITEIR Ok EERBD T,
2R 1 AITT +n—T&ERrole, 1 AITHEESMLFEZ RO,

FREEIR 2 A 2 M A S 42E D ACH B3 30 4 CE4EHED « 15 i) 12k
VT, MHERRIET 2 S L7z 69, 2% < ORERI TRER OUEZ RO . MR ERMEBAT I
e UTo, —EBOIEFITIE, RS R, B2, 50, MRRIES . M IR T35 F L7,
13 ARG 72 & OB OHE AR D1,

ZOUL EORREIR 2 AT D M EAESARE D ACH B 20 4 (P4 « 51 %)
W2k LT HESBIBRIT & U < IIHER FEIBRIEMNT &2 HafT L7z 69, TR BRASE O o0 N A
TIEETNER, ETHEBICEEE L., EERAGINERR OGN R o7,

FRRRIENR 247 3 D A EIRASE D ACH /N 10 4 CEX4FED © 15 sifRE) 12k
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T, b~8 HHEOHESUIBRIN 2 HifT L7z 7, itk 10 »» H ~2.6 FEiC, BFIHEB ZR O, F
HEE I A AT ST, b FHELL EOMES BRI 2 329~ 2 5613, [AIRHCIFHERE SN H1T
STEHFRL D L7,

VLR | PRI 2 £ O FHEE BRASE I L T, BHERIEIRIZAI TH L B2 6
%o FHEEEMIZOW TSR OB LETH D,
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CQ10 R EREEDHEEIT L ORED
HELR RFEOBNILD 25%RBEICEOLNS (10)

B MERIE (ACH) DK~ %Y A v MIOWTRH SN CHRTiE, ACH IcB W\ T
HLUKTEE) O FZEORIITIRO D45, HEEH TOEIUIELL ek &h, FiEOEN 25%,
(R PEERE 40% L FH SN T WD 9, ACH OFEICET 2 A 1L, ACH Zxf4%s LTH
MR CRHMIZ AT O IRDOA—A T U T b0 3 HOBEMIENH 5,

2 ETD204 D ACH ROFEICE L T HKENEMIZEZ DB TE & D7eb DT
HKHES), 2 2=/ —Ta Uil BRENICEL TORNERDIZA, M iES IR
L COBEITRD RN E S TS T,

F7o. 484D ACH RITHT 5FHl CTid, HREH I NaIa=r—va VEhilE
WT, ¥ANVA M=V EOENZRDIZEREIN TS 13,

BT, 3~T DM JFAUE T 85 4 12x LTIt L72AFZE Tk, BAroF ol o 2
xR ZRTEES. BEIRES., #ESRMICB W TENR DD EHE STV D ),
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CQ11l MBFERM DHELR S 5 Flmid s>
HEE HIERMIZ. A 74— N 7y FRWRER 12 RUBROBHBEZRE
4% (2D)

FHVAE AT DR ERFRIEIC I 1T HFEHE & L C Lengthening index: LI X Healing
index: HI %2, ZHHIZWTNE lem OERICHEZRBIFE L TEESN
%o

251 44.3~50 5% (%) 15.8 1) DVE RISV T LI ZFH 725 30 T,
LI ZE#, & RRERR L OSRENLIZ L > TR . Fl 2 12FEKB]TiE, 3~9
% C 1.4 7 Hlem, 10~17 % T 1.6 » Hlem, 18~21 % TiZ 1.7 » Hlem, 22~
50 M Tl 2.4 » Alem &, FEAE VT E LI MEL , T72bbIiER L3,
BB OB FCITHE BIERE (ACH) (X 1.2 » Alem L5 ST 5 39,

58 £ (2% L C 111 [B O HFERAT 21T - 72 % OB I OB I SOV TR S vz
ik TIE, E R O BRAHEERIE 10.1 & (range: 2.1~20.3 ) & HE I TV 5D
76)

F o HWERMICBET 2 12 MO CHRICET 5 AT ~T 4 v 7 LEa—|l &
% & MHIERBGOBEEREIIBFB LG TITO 2 NEE L, BEREN A
REL 72 DM ZEE L, 12 LSRN HERE ST b 39,

36 4 (N 3 472 ACHDHEFIIH L THIIER 24T - 728 & TiE, 11.1 %
(range: 3~18 WIZBHAE S TUNT= 7D,

6 4 DBFEWN 2 45 ACHIZHBWTHIE & 2 [BIH OFifi TOEPHE 2 Hrifk L
TR, FIRBEREMNIE Y 8.5 ik, 2 BB IX - 11.5 1% CRALA & A S
NQAYAREN

58 4 M ACH (2%} 2 HUE AT O #iE Tix, Bi#A4FE#ENL ACH 16.7 + 0.49 7%
EHE I TV D 19,

18 MWDK E FTe v AT~ T 4 v 7 LE 2 —TlE, & 547 4 IZxi LT
1581 [l DOHIFERATHETT S 4v, BOBEFIT T 4.3 R 2R T, ZDON ACH/HR
BIRERYE (HCH) JEMNIE 367 4. 1111 [HIOEREM (KE 620 [, KR 491
|, EH 41 ED T +u—Th o720, ACH/HCH JEF DL R o B AR 1%
W) 14.5 5% (4~35)TH Y. FH 9.5em (6~12 cm)DIER . HI 13F#) 30.8
H/cm (24~41 cm) & A5 STV 5 36,

HWAEIZ X0 BRI IS IXIE 2N B 0 | LI B X O HI 2 B EFR CORMA L&
BENDHTD, AROHA RTA L TEA T —L KTV IRESND &
EBEZOND 12 IEEIRET 5, MIERFIIRBIFICOIZ20ETHY . &0F
JESCIT R ISR D FIED Z L P Fix 0BEFE L BRI D & WEENZ2%1 5
CLICHTZRERBEOBEERRTERERNEEARDLEND S, TGRS
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W, BBERAN OREER S e R BETEAARHE & A0 ISR L B %< DREBTICIE T
RETHZENEELY,
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BMER & BR R DWW T REHE N 72 < . perinatal lethal form, infantile form. juvenile form, adult
form LELHE S CWD Y EESRMERIT, AR OB IEEERRER ETEEEABE SN
5 Emn, FEETIE LIX LI benign “prenatal” form & FEIXAL S 16, HPP IZH W TIH4FEEIIZ LV
B2 DIERDAFEIE L, TR ChVTE EH EERXIZIE R, FIRBITK RN BT T 5 &
B ZBHILTWD, 2016 D Whyte © OFa U KAUIE, TEIENITOIR ) o T JE FEEMIEIER 72 L
FLRB DJER] 48 44128V TL VAFEAEFRIT 42%, 5 FAEFRIT 271% Th o 7= L, ORI O A 4
FTRIZEATH D08, HIREERESATE O (Quality of life; QOL) (T2 %A LI L 5 2 AHEIZ 2
TORMTEZY 25, 2017 FITHE S 4172 38 4 DRLATL HPP Z 5t 5 & L 7214 5 (A BLE AT 4T
IRV T, BIED 39%I2, M0 K HERE S 55%I12, MV K THINTE A 61%IC, HEERM N
TR 25 11%1Z, BRHEIR DY 47% 12780 Havie 18, F7o, B EARFAITEFH T, MAEIC b A4 —
N—=TF T ERODLH, WIRFHEIZ GBS TOTIERD BRI EERZE TS L, RiEfiz
RN T HZ b d D 13,

# 1. HPP Ol & 3 GE R JEdR. T1&

e P ST
T O F RO . TS . e
. e . :
gﬁﬂfﬁmw W 2 2~ 395 2 2 B2 S BB KTV LA
R ST AL A 1 LIS LI B T
T e e A 0o g

A fn TR IT B A
HEEE, < WHEELEL. ;UL UL

(Benign prenatal)

| IF 7 MLES 77 V2 7 B RIE | B #6510
(*‘m’f;:ae) %6 r HET Bk
TRIEMT O 2T 0E, K 50%1E FE 254
OHED 7= FHIIZ 1T
AN Kt 6 5 A~18 mk | WHREBLE. < DAL, SARE
(Childhood) s Efn T 1% RAF

BT, BRI, BERILE, BEERT. #

DN s MR, fhdE. BEEVR. 5. sRHER .,
(Adult) 18 mUAR 1% R

Bt T 1% BAT
S R FLoE RIS . AR L ERITE D
(Odonto) b R0 HlzLEED

A TRITE A




CQ2: HPP DH#EIE SN DM HIEIZED X 572 b Dh,

[H#E2%]

HPP [ ZE& ARSE R . HOHBR AT s K VL F AT b2 s b, miET A A YRR T
7 4 —F¥ (ALP) {EMEME O FIXEEZRFT R CTH 208, Fl-CERNC IS U7z ZEYEE & bl 4 2 42
Wb D, EEZWOIZDIZILALPL BEFREZITI) Z BRSNS, R L—F1, =
7 A LUl B)

[z ]

HPP [ ZEGARIE R B BRI AT AL, bR AEIT RS2k S i, < 29, BEILE. B
RAEJEZR E OO FHEE & O A ET 5, MG ALP IEMEEOIR FIXEE 2T Th 523, Flin
ROMERNTIS UTo BB & He L2 < TR B0 B, E72, HEFEIOWEIC XLV | i ALP 1&ME
ERFIAE T2 R 2 L 2T O20ENDDH, ALP EDOK TIX HPP LIAMT & REREE, #Hin
KRZ., 7y o 7GR, HEHERERIER ESEIERFRICHEI D, TDEHRNT D
ZLHHEBETH D B, HPP [T W TiE TNSALP OIEE NI 5 7=, R+ PEA HIZE, ML+ PLP
RETOI D B, PEAIXT X VEBOTOHBIZHEENTWD, PLP IZE X I B6 O —Fi T,
WA TIE—IRICRE SN TEY . HPP OZMICB W URERS W EEZZ 5N TS, LaLan
b, AARDHMESIMTIX, BX I B6 HOMELITOBE, B Bl THrORET S0,
PLP & vV R4 —/ L (pyridoxal; PL) 23X T& 72y, M8 L~V TlX PLP & PL Z X5 L 72|
ENTOILTWS, Eal Ut ALP ORE TH 223, JIEMEI AR & FLERFE ] TIE2 iz o,
HEVZEIZHN LN TR, HPP OfEEBET O 701213 ALPL B FREZ1T O 2 & 2 S
S B BWAEICBWTIHRREM & 72> T 5,

JE A G788 T A E Al Bl B S PR R B S IR R TR T + R 7 7 & —BIE OB ks
PRI AN 72 SERE R BE R O RR B BE (PR3 - KA —) ICBWTRE LWL (Tis
) N, EERTEWRtE 2 —0O Web 4 N TAB STV S,

(AR A 7 7 & —B5E D S W L vE)
FIEAR
1. BA KA bkEE
HHM X BATR E L TEOIRAIKIE, BEEEOEE, < 2O T @I RES
2. FLth O BHAMLTE (4 AR O BLE)
TRAET R
1. ME7 VBV ARAT 7 Z—F (ALP) EAEVY (FEERI O EFAEICEE « &5k OaEER]
EFECHET D, EMO/NEOMmE ALP fE2Y 300IU/L Rii TH 2541, AIEA

BEOWMEND D)
2 EFTRIN

1. % 22 B KEMIT W ILA
2. UG, B

ZE AT



L R ARAREZ ) =T IO EF (RPT7 I/ MBAFrOHAICHY)
2. Mife vl ERED k5
3. FLIRICB T 2mA vy v AfUE

BB
1. feEZW. WA O 7= OIS IER 27 ALP (TNSALP) BB E 42179 Z & NEE
L

2B
1. K
2. WEOMmE ALP LOIK T *
IR B W CIE, BB kO ALP 72 ALP EAR EH-9 %

2o T I —
FHRER 1 2OLL k& ifiE ALP EARE S & IVIEANE & B VBB T REZ TV HEZKT 2
(Definite), 45 E#ERF 5\ Tik, Definite fl &2 %5 &35,

CQ3: HPP O ABHEIZIZED XL D b DN dH 5 D,

[HELE]

HPP A IR W TIX, BT, BEF., MEALE, T\ A, BEEEREEYBE. iy
AIEIE B V> T NRAE, BATtEA KA, SLth BRI 72 EomBER ., IR, EE R
W7p L xR AIHEEZRO S, (R L —F 1, =57 AL ~L B)

[ fizwi]

HPP 2B W TiE, IS L TCUTFTD LI R & EF I F R AOHELZFRD 2 151924 5 BEELR O
BT 5T AN, FERER R, MHRRR. BIMRER R Y. BAMER IS b ERERIERE AT,
B O RHEEERL QOL IC #2842 B LIET,

# 2. HPP 12 BT 5 & OHE

A i & DFIE
MR~ | BT, BER., MR, FFlRE, FRREREGYE, TV, BHEFES R
FL UL e, MRREIAHE. mA LYY AERIE, BAKIE, BEEE

ANE B, CBEE. B, PR, BEEE. BT, EBERE, Ry, B
7y L GEBNS RN T B RS REIR T, B R AR TE B {E (ADL; activity of daily living)
PR FLog RN . ERE, BHEERS RHES. T, 7 U HFF,
VYT SRR, B A KA

fifc A1 B AT BELE. BERY. BER. B, KE R, HiRE. B,
VKT, A% E, SRR, EEMEIN T, JARMEREIK T, ADL FE5E, KA
LR, s R, B AL, B, B RERE




CQA:HPP IZED X S EHML MU REAT 50

[HE5E]
HPP BBF I3 B 5 HMl X SR EICE W TIE, FIMSCEEEICL Y, S EIERBREOFTAIK
bREE, < 2WRE 2L, BRI aKbEE, B, 5. eI oA zR0 5,
(RIS L— R 1, =TEF XL ~LB)

(5]

Ja Ve~ /N HPP B3 129~ 28 Bl X MMRAE IS WX, \EEEICEY, S EIERR
BEOFAKACIES . < 2WEE 2, BER., K& 5 0808 w5k o &R A KL (tongues
of radiolucency) 7¢ & O R 2 /-9~ 1325 J8 pE A FESE B Tl LK LIZRECWEE 12 spur & FEIZIL D
FERDS 2, AUFEETH-TH, BHICID XBBIIZENH D 25, F/-, HETHRLEE
B A TR B AT X AR CHIERIREZ 2T 256085 5, MAHO HPP B3IV
T, BHAM X AT, B8, EARRRP RGO ITEIT. 54T (Looser’s zone) . FEER
KREREE 70 & OFF LA D 5 132,

CQ5: HPP DMK « JRIRAEFT RAZIX E D K 5 RFHED B 5 D,

[ HELE]

HPP B35 12 W Tk, IfLiE ALP JEPEE S #R-CMERINC i U7 B IS i L TIR F &3, JR
1 PEA HEIESCIL T PLP fEEINT 5, F72, @A T AMIERCE IV T ARIEZ R THE
Nhb, HEISIL—R1, = EF 2 L~UL B)

[ iz ]

HPP EFE T3\ CUIIMIE ALP fEME T 27~ 132728 Sl o M i & CHlE S 415 ALP EIXIE
HETH D, I ALP fEOEAEMITEGHOMER TR D Z LITERE L Tx b2y, F£70,
TNSALP OJLE THh 5 PEA, PLP, B r U U0 S VTITHENICERE T 5720, JRY PEA
SCIfL A PLP E72Y B5- 2 R4 132128 PEA (I7 2 /BT OEHBICEENTE Y . RPPEIE O
MO dITiX@E, 7 V7 F=VRETHIEELZITS, PLP XX I B6 O—FE T, FAETIX
IR~ TORENTOLNT NS, vBr ) UBREOREITHE#ENER O, HEVITbil
TW2RW, £72, HPP BRZFICB W TCIEE~DO I LT T AOEBNEEI N TWAHTZD, @by
U AMAERE VT T ARIEEZ R THERS D 13,

CQ6: BB FHMRAE X HPP ORI L TR U ED 2D ITHELE S5 ),

[#E2E]

R RS WA & D RIS HPP O RLRHR - PRUGEIC SN D B b, HiESh
b, (#FE7L—K1, =T ALULC)



[ 5]

JE S FEE R SO JE BE ) B O HPP I, BRI IR IS TR A RS, BEE OREMES
BIEBRHAGEETH Y, RHIZWICHE M TH 5 1829, RFrlcEAES HPP EFIZ BV Tik, 2 M
DEHNER N AL LOTHREGEIC SN s LS, BIEEEEREICNA, FERBOGFES
WEL O Mg ALP AR FIXEZERIER E 2D, MIREMOMMIEIZB VT, BER ALP OF/ED
7O, MG ALP EIEMEIRKF LV b &SEA R T 2 & 2 RBHICB MEDRH D 28,

CQ7: BAnFHRALIT HPP DREE RZIr-° BAE L HIE D 72 O ITHELE S D 7

[ HE5E]
B FHAEIT HPP O EZBCEB v v ) o 7 owlcfiitins, Bhiiick 5 HE
JE S E D IEMEMEICIERAN S 5, HLEI7 L — R 1, =BT A L1 B)

(il

HPP 1%, BRG] T o A ITER ARG & X BT L. Ek?’f’\ﬁﬁﬁﬁ# PWARETH D, LA LR
5. MiiF ALP 1%‘®1EETiHPP PAMZ S ST S ERIFBICHED oo eEZW &R Y 27 TR,
BIEH T Y 7O ®ITIE ALPL @{B%Tﬁﬁ?ﬁ%ﬁ“éﬂé 13,3031,

Ji 3 L RE R oL ﬂ%@éf’?& HPP (i@ . gt ikt {Eﬁ/iv&rb 7 LT AR B
R 5, —7. /J\LE'JJ‘,Q UGN ﬁﬁﬁ%ﬂiﬁkwﬁf@ HPP IZRB W\ Tid, W eaARSIEEsE
KR TFRITMA, @ﬁif@%iﬁ%%iﬁ%%@‘%%%ﬁﬁﬁéo - T, ﬁ(ﬁ%*ﬁﬁ“@ﬁ?
L LD Il ”7“5\:7%%&)7‘_ JiE, @mE, BIETHLIENTHISND, 20X, BlIaTH
BEOMENS, HDOERE] if‘x DT B FEETH 2 03, ﬁb@fﬁ%@%ﬁﬁ‘éf{ﬂf%of%r
WO EZBOLHENH Y 32, B FRAS & 25 BAEEHE O EMMEICIIRAL D 5,

CQ8: ALP F# 32 fi FE MR 1% DI Sk D HHE I AT 20,

[#E5%]

HPP IZREE L TW\W5b Z k#%%f Mo, FPERARETHL Z ENTRISNDHAICIE, ALP B
FMIIFRIEOBIS LD, o, AMTHREGRFEHN TH - TH, BRI NK T 72 £ HPP (I
ESIERDEFLET 256 H%M%ﬁé/ﬁ K OUWENIIFFCE ., IREOMABZREINE 72 %
%, (RIS —FR1, =EF L ZAL~ULC)

[z ]

BA~OBFMEEL SO ar B b ALP BERMRIET AR L —ET V7 7 O HPP BF T
T HAEET, 2012 FITHRONCEE Sz 10, £ 0% O EBELFETRBRCENM 8RR AR T, &
P3E T 2015 FFICARKF OBIERTE N AR I AL, A R Py 7L 09 g TR B S
iz,

ALP BEEH FEIRIE 2T 9 72 DITIL HPP O [EFER 2T S ZH T o 5 38, 1fL i ALP fE DK T Idkk ~



TRIRREICFE D T2, ENH EBRINL 72K TE7e 572\, ALPL 15 T-HRE X HPP OMEEZ WA
HATHD 3% 7=72L. ALPL BEFICERENH > TH, HPP BEE THD LIXR O\ LTk
BELARLS T by, FRaERAEBBEERE R TFZR05E, BFEOBIX ALPL O—FD7T
VIVICERZGT 20, BEIEREAE S RWVRRETHY . BEETIERV, REETH-T
b ERFER R R CBREOEREZHEIGAENH D, ALPL Bl IZEREEZHB L., 7»>, HPP IZ
AT DR B EZTDHEAIC, HPPREE TH D LS b %,

BENHPP BEEZE THLZLNHEETH Y, 2o, FAEHEER-CILIEAM 2 CAEMTHART
HDHZENTRENDEEITIL, ALP BER M FERIE Ot A 70 & 72 2 1, Z DO DJEH T &
S Th, BIEROH KT 72 LI L 0 EEBKEES QOL MK T L TWaAEEIE, BERM A
LV IEROLENPHIFTE, MG E 720 2508 7, B S CHRE OB B 2 I 72 3
372 <, Ml x DIEFIZDONT, MIRFSNDEEDIR L VR ZEABTRET HXETH D,

CQ9: ALP % 32l Fo ki D R I HELE S 2 1B D,

[ HELE]
HPP (2%} 7% ALP BERM FEE O EHE L., BRERSCE X BAT R OSEICE S W T Th
N5, RIS L —R1, = EF U AL~UL Q)

[ 7]

HPP |Z%f9 % ALP BEEMimAEIEO R RIT, BRATERSCE X BT R O W EIZE SV CHIE S 1
% PSS IR OFHMIZ A AN A~ — T —E, BUED & Z AN L TR,

JEFEM AR N W TIAEFWIR O IE R | FERERE D UGE BRIk O UGE, iR HE OUE,
FEHEB R EOLRE, TWHADI Y ha— LR PICkVREEZHET S, /NEHICBWTIL,
EEREOSGE, BIEROWE, KEOSGE, KEHFEEOUE, BaKbo TRz Ly
MR HEST D, AMIZEW T, BIEEodE, FIEEOK T, BEdrofRd . AT
RBITOHER LI L VFHMET 5, &2 TOFEEIZIB VTR AS QOL OFEM & HELE X 5 71135,

B X BREICBIT S AWBELSLONEIZOWTIE, K AWEIEED AT THD Rickets
Severity Score (RSS) <> Radiographic Global Impression of Changes (RGI-C) 2SS0 TV 5, iEH)
FERERIARIC DWW TIZ 6 0 HIATT A MR ENAM TH 5 111235,

CQ10: ALP BEZE M FSHEIEIL HPP D AM T HRILED - O ICHER S 5 s,

[ HE5E]

FHRARTHDL ZENTFHRISN DB EMEER, IR L Tid, ALP BERM RBIEEZ1T
LAV EMTHRUENESICHG T RIS, R L—-F 1. =T U AL UL B)
[ s ]

pEde, R PEM EIER I IE 20, FLIRTUER B MR 2D 72D S IR EHIZAE TS LT 7228,
T AR =T N7 7 & ALP BEEMFTRIEOE ALY . 2 b O EIEF O LM TR ITH

10



#zLOoOb 5D,

E L FERBR O R A2 £ L D72 2016 FEOF LB W TIL, T AR E —EB T V7 712 K HBEEHEA
FeIRE B 2T 72 37 44 O JE ERAEIERL 72\ ULV BRUE G (FRFE o b fif 2.7 ) OAFHIM %
A8 4 DEIRFEOE A RN Y v ay b — LR E L T\ D, SEIRFOEFRIZ, A MY L
a2 ha— LD 27T%IZK LT, BERMARIEEZZ T TRETIE 84% LEL TN, £/, &
ALY ary ha— L HETIEREPICN TR EERZZ T I2ERO 5B 5% LAER Lo
T-DICx LT, BERMIIRIEZZ T 2T 76%NAEMFE L. D 95 75%IE N TPk 4 B 4 Bt il
TETWE U FPHRARZFAICENTH, B2 WR X OBESRE M R E0 RHIBMGIC LY
N8 B 70 & ORI & B 5 B O EMECA M TR OBGENRIIfFFTE 5 W, IAEICK T
% ERI FEEIRBRICIB W TIL, JREBRAAREIC 5 A OBEN AN LR ERZ . 3 4 ORBENBRIERY
EZT TN, TAKRF =BT VT 7 OEHIZL 0 2F CHERBEREN L E L., 3 Fl TIEFEN
R—=IPAREL o7 12

CQI11: ALP FEZE M REIEITEFEH BRI B W T HHERE S D H,

[ HELE]
JE FEHR B HPP 12542 ALP BER M REEO A>T, BHESCiZoeET v AN
R, S JEROEBEMITNALETHDL, HERITL—-FRL, TET AL C)

[ 7]

JEEM B YA (prenatal benign form) (X, HARICEER A 2T 508, BAKILEEZXIZEA L
L, EMTPREBIFRFRTH D, HAN HPP O TIRELBAGBEEE AN & < . 1996 4F I f] DIE
BN ST 37 AR RN E BRSNS N D IS E - 72 D% 2011 FEITHE S = A R A B
7% literature review LARE Td 5 8, B AT B ERBRA R EI2 X0 AR OB FTRETH
HEZANDL, ARIFRILHEGETIT “prenatal” benign form & FEEXILD Z & A\ 16 J& FE ] B4R
2%t 9% ALP BER i RHIEOFHMEIZ OV TIE, BIRF R TIXFESD RRF D 2 SN TR0, A
ANTIER CTH LIX LIRARICHIEROSEEZR D, £, BRBIC S IR VER] 2> &
FRIGEUZITWIEG £ TR & 272 18, 5%, BERMIILEIATHI L OFERATH] 42 EHE L TR
W4 oM o5,

CQ12: ALP BEF M ST IEIL HPP OHH E TS F MM A OWED - OITHELR I 5 h,

[HE42]

HiIE S Tld. ALP FEEM FEIEED HPP OFEE B HRA R Hm A IC KT T
Wr7Lr—RL, =87 2L~ D)

FAHTH D, (HE

mrf‘ﬁ

[ s ]
FIEM HPP IZX T 57 ARY —BT VT 7 DR ER LT RHIOmLIZBWT, 6 » HETOD
BT, 114 T 24 CHERRESFMBAZROIZEMESNLTWD 0, 7~12 » A B OIEEN
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ITONTZ 10 /ICHOWVWTIE, 209 L AANHEFEFRAGFIESZEL, 24D FiEE L 10
TDOZENE, HPP OEEE A R A OVTH\TXT&~t7W77_i5%$ﬁ%E
FITER RN 22 O ATREES B, T E TIT b Stk AL E E A RIS O TIE, 0
NH34EETOD 134 O HPP BED 5 b ik 868 H OIRFEHIM T ICHBE @RS R EEZ R L
THEBIZ 24 THO ., 96 L AXRKEOBEENRBINT 2, TARZY—ET VT 7 OHE

EA BB A I KIETREBIZOWTHERSIT 2 720I1id, & 5725 RBHIE LIEFOER—N M
HThD,

CQ13: ALP B#F A S IEIL HPP O IEENFEEE D D 72 DI HELE X5 7>,

[HELE]
ALP EZ M FE L IX, HPP IZB U 2 EEREDUEDO =D ICHER I NS, (7L — K1, =
EF 2Ll C)

[ 7]

HPP /N H (6~12 ST 5 5EMD T AR Z —B T L7 7 $ 52 L HEEEM B IEDOR)
REF LD LITBNT, 6 HHBITREIZES T 52 THBOLER, EEEEDOFETH D
Bruininks-Oseretsky Test of Motor Proficiency™-Second Edition (BOT™-2) D A 27 O, L (AR

2R % /N > QOL D FRIE T ¥ % Childhood Health Assessment Questionnaire (CHAQ) @
BREOUWENG LN Z ENRESNTND B, 16> T, ALP BRI FERIEIL HPP B&F 2B T 2
HEERIK T2 8GET 5 Z LRI S D,

CQ14: ALP B FTIEIE DRI A KRB TH 5 Z & BNHER I N D H,

[HE2E]

JE FE M RSP AL D HPP D56, M TR ZBGET 572 OI2iE, AT &Y RN B 7o 5
LA T D2 ERHEREIND, MFREENIET 5 F TITER-Z 200 . 2O/’ E£HIEFE
EETLGALH L0, IR RIICHEBMTE LG T 2 2 LRI NS, (R L — R 1
TETF ALl B)

[ iz ]

CQL0 MIETHRMM L= L H iz, EHEELFERBROMRICINE, TAFRE—EBT L7 712 L5
%ﬁﬁ%&%xTtuﬁﬁirﬂﬁéwi%mﬂﬁm@5ﬁﬁ@$ﬁ$ﬁM%f\ﬁ%ﬁ@tx
cUAvay ha—no221%cxt L TERICEKELZEREIN TS L, 2, BaKIbD®k
TFE S TIERARRE & 8 L, FERMRIEE 2 T T2 RECII N TR B & 52 1 T2 IE B O 76% 703
EFEL. TDOH D 15%IE N TIFIRAE R 2 Bl C& Tz 1) =72 L, B AR L O EIC TR 2
WD T, IREBMGRFIIMER EHE A2 B S 20 FEF OIS X, 5B MG B IR RE A3
B L TR N TR E B2 E LU ER S AT 5, o T, i NTTHRAREE X LNDIE
BUZHOWTIE, BERMFFIEORGII TR ETH L Z LRSS, Rl 722l X O
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AL RIIPAAIC L 0 | BRI 2 E T 5 MR ORI A TR OSE S B TE D 1%,

CQ15: ALP BESE M LIt iE DR W ITIB R R T2 KT LG DD,

[HE5E]
INET ALP BEZEMFRIET AR Z —EB TV 7 7 O 58 L 1HESEICET 2 BEHT s 2
<, ZEFURACZLY, #HESL—F2, = EF 2L ~L C)

[ iz ]

EIEFNZBW T, BAIKIEREDSICHET HHIOT AKL —ET VT 7 OFESLCTIEIT, ER
EEAAIED LHEIND, EROUEZSCBIESIZISWTIL, TAKRY —ET7 VT 7 2 HEE
ToiXh B CE 2 AR B 2 23, HESLH W SRR RICKIET B OV TIINETHED
RS TEbT, ZET U RAIZZ LV,

CQ16: ALP F#E Al FEMRIE D BIE R LRI SR I D, F72, ZORISITITA R HELRE S D h,

[HE2E]

TARE =BT N7 7 OFGIZEIY, FERHEBVIEPIERT L2 EDBH 570, [A—5HA~D
FAETES 23, S 2 ER AT T 5 2 EnHERESN D, £, MEIL T T LMERY ME
WEBTLZENDDT2D, E=F ) TETHZENRHERIND, R L—R1, =7~
A L~ C)

[z ]

TARZ =BT NVT 7 OFGEIZED | EHBA S (RLEE, 5892, £, BEK, W, 15,
FEER. FEME, IEER L) BREIATLZEDRHEINTNDEDOT 108 [6— AL~ K 5 %
L S A BRI AR S 2 R IS, B EERNZBBT DN, EHOHTIEIZONT
BELFRDICHETHENEETH D, WO 15 5501 BRSNS, T2 BEEN S H LT
FIRICRT Z & TR R EORFTISOERMIETIK TS 5, 72720, WEENSH LA 7L
LRI L T b, TARZ =BT L7 7 OFEIZL D, BE B 5
FIREAE, B, B R, 7T 7 4 TR —ERBNL LA L H D0, BEOREL B/ IBIgl L,
ZOX D RMBSIENRO SN GEAITE DI Z R IE L, @YRAEEITY T, IRERA%
2, MiED VT T AMER) VMENEBHT L ENHDHOT, ML T LME, VU fEET=H
— L. %EIZSCUTHIEERIT D 2%, 7, BRMARIERICT ARE =BT L7 7I1Tx3 5%
AR BT 5 Z LR d D %,

CQ17: ALP BEZE M FEIET O F = # —IH B I A HER S 5 D,

[HE5E]
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HPP 2%t 3 % ALP BEZM FRBIETICIE, AME L B2 T =X —FT HXLERH 5, FIMITIS
T, b, B X S, PERBEREREMN ., mcR ORI, I8 0@ B RE O F A, ATE D
OFEAMm, o8 FHFEAM, ST A KL OF EOFEN 72 & 2 EHIICIT ) 2 ENRESN D, (HEES
L— K2, =BT ALl C)

[fizsn]

HPP (23§ DB R M ARRIEFICE =4 — T REHA M OBEIZ OV TIX, £ RHRF
DRI TND XN R RN, 2017 FICERER 728 =% A/ N— EXRK VI K DT A X ARHE
SINTEY 7, BEOEMICG CEEFNT —LL 70 —T v 7 & HRLTW5, %
RAE X BRAEICIN %, MERBERECRR . TR A, EENEEE, BT, M ). EIEOE e &% EH
FICFHE T 5, £72. 2O T, AMFrmAEHEE & LTiE, mH ALP IEME, PLP, B r Y
VR, IR PEA, vy L U B, PTH, BHEREREHE . 7 AR Z —ET7 L7 7 bk
7R ERFT TN D, BRI, B EM X BRI Z T, FERIESCHRA TILBEERAE (DXA)
AT O WRIHIFEAN ., IR R & O RFTEAIKALOF MO & L EE L 72 5, EEHEERE O T
21X 6 B TR R E AT 9. WA QOL ORI ITE MK ZEH T 5,

CQ18: HPP IZxf L TE AR AR R — MANIER L T 5 X ),

[ HELE]

HPP IZBWTEAKRARE— FBIEERKIREEFEZEMIEL L0 ET A ETZ LS,
BIER OB CE RV, BEZBIT A Z N HEREN S, RIS L—F1, =T
Z L~ C)

[z ]

HPP B2 W T, BEARZARR— MHIFEGRZITEERIEN L, FIFEMKBREFINEZ >
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LA, EARARR— MNEGERET D Z ERHERR SN D,

CQ19: HPP IZH1T B 1T W I AITK T 21 ITIT M B HERE I N 5 ),

[HE4E]

HPP {2k 1T D T W AldiEH . B4 I v BERFEET WA THY . B Y R (pyridoxine)
BHIZLDWEFEMTONDE R, RGBS FET S, R L —R 1, =72 1L~L C)
[figa]
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—IL TR ICKBIBMMNTOND 2, L LN, RN —K AER LA & F4E L
B AMOPUT WNAKOEENLEIZR DA H D, TOBRICIE, IEO RS BET 5 25
BEBMFIRIBIC LV, EX 0 B6 HGNPIETE A0 E I NZHoVWTIE, BEOLZATET
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CQ20: HPP IZH1F % @ A /v 3 7 A LE D E BLOTR IR D T DITIZI A HELE S 1 2 D,

[#E5%]

BB FERIENL HPP \C BT 2 @ AV v T AMUE DRARH 72 IBH & 70 D, — R 72 RHERE & L
T, BHAS T AINTOFERZED BN LEEGEIIE., @ik, L— FHRE, B b=
YOEGRENMTONEN, TNHIXEEREZBEAIEDLAEENRD D120, BRI L E I
HAT5ZenfERasnsg, ER7L—F1, =87 A L~LC)

[z ]

HPP 23T B @ v 7 MGENE VS v ARIED KT B AIRILEEICED L 7 L0
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VU LHIEEEET D 46,

CQ21: HPP IZHB W TITH B2 7 4 1o —CIR A HELE S 5 0,

[HE4E]
HPP IZIB W TIT B 22 7 4 o — iRt s o, R 7 L— R 1 =7 A L~UL 0)

[ fizsin]
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W, RIEAMLE S DA, BEAEFI TIIMOwE b ME T 5, BEEMO HPP TiE, =F A /VEFEEAR
EPWOHHEBIEZ RO A5G L H D, X BREICB W T, HE OB W BEFEOIEK % R
DD, KNHEDBFEERC R IIMIE MG STV D 48, FR L L CITHEREDEH N L & 72
5, PAFEfARE L ®HEBRICLY, BEE ThHoTH, KAHICKHBEI NS £ T3 th % Al
KBNZIRAFT D, Lok FWIMA I Uik, HFERMEOEIE, BEREOES, RELR~OKE
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Abstract Background: Thanatophoric dysplasia (TD) is a rare congenital disease of the skeletal system, with an incidence of
1.68-8.3 per 100 000 births, but statistical data on the estimated number of TD patients across Japan are not avail-
able. The aim of this study was therefore to investigate the prevalence and prognosis of TD in Japan.

Methods: A nationwide primary questionnaire survey was conducted.

Results: A total of 127 obstetric, 186 pediatric, and 115 orthopedic facilities provided responses. Excluding dupli-
cations, we identified 73 patients with TD. Of the 73 cases, 15 were abortions, four were stillbirths, 51 were live
births, and three had unknown details. Of the 51 live newborns, 27 died <7 days after birth, with an early neonatal
mortality rate of 56%. Of the 24 newborns who survived the early neonatal period, 16 survived for >1 year. All of
the 24 newborns received respiratory management and survived during the early neonatal period. Of the 51 live
newborns, 25 did not receive respiratory management and died <2 days after birth.

Conclusions: The prevalence of TD in Japan is estimated to be at 1.1 (95%CI: 0.84—1.37) per 100 000 births, but
the actual incidence is expected to be higher. To our knowledge, we have confirmed for the first time that newborns
with TD may not always die during the early neonatal period but can survive the early neonatal period with appro-
priate respiratory management. Therefore, the term “thanatophoric dysplasia” does not accurately reflect the nature

of the disease.

Key words epidemiology, newborn, osteochondrodysplasia, survey, thanatophoric dysplasia.

Thanatophoric dysplasia (TD) is the most common form of
lethal neonatal skeletal dysplasia.1 TD is caused by mutations
of the gene encoding fibroblast growth factor receptor 3
(FGFR3)? and is characterized by marked shortening of the
limbs, narrow thorax, macrocephaly with frontal bossing, and
a relatively normal trunk length. Infants with TD usually die
soon after birth without intensive medical intervention,® form-
ing the basis of the disease name (thanatophorus in Greek,
which means “death bringing” or “death bearing”).

The prevalence of TD is 2.1-3 per 100 000 live births
(1 per 33 330-1 per 47 620 live births) in the USA,? 5 per
100 000 live births in Latin America,* and 2.4 per 100 000
live births in West Scotland.” While there have been several
isolated case reports of TD in Japan,®™® a 1999 study reported
a comparatively low TD prevalence rate of 0.29 per
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100 000 births in Japan.g That study, however, was based on
surveys performed primarily at pediatric facilities and likely
excluded stillbirths involving TD that would be captured by
surveying obstetric facilities. Furthermore, prenatal diagnosis
on genetic examination for TD was not commonly performed
prior to 1999 and may have contributed to the underreporting
of TD prevalence.

Traditionally, postnatal diagnosis of TD was based on
radiographic skeletal abnormalities in the newborn. Patients
with TD have been classified into two types (TD1 and TD2)
based on the presence or absence of a “clover-leaf” skull or
presence of curved/straight femurs. The more common TD1 is
characterized by curved femurs (“telephone receiver appear-
ance”) and usually does not present with a clover-leaf skull.
In contrast, TD2 patients have relatively straight femurs and a
clover-leaf skull."* Molecular analysis of FGFR3 is also now
being used to confirm TD diagnosis in newborns. Owing to
the high risk of postnatal mortality, prenatal diagnosis of TD
is commonly performed using ultrasonography, 3-D helical
computed tomography (3-D CT), or mutation analysis of the
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causative gene FGFR3.[>'%'"] In light of these advancements

in genetic diagnosis and medical imaging technology, we
speculate that a new survey that includes obstetric, pediatric,
and orthopedic facilities would provide a more accurate esti-
mation of TD prevalence.

Furthermore, the Japanese term for TD, being a direct
translation from the Greek term thanatophoric, highlights the
lethal aspect of the condition and is a cause of great concern,
pessimism, and stigma among the family of patients with TD.
Although TD is conventionally viewed to be lethal in the early
neonatal period, several studies have reported longer survival
in patients with TD.'*™'* To date, no survey on the postnatal
course of TD has been reported. Therefore, a second objective
of this study was to investigate the prognosis of TD after birth
and to examine whether TD is in fact lethal in the early
neonatal period.

Methods

The study was performed within the framework of scientific
research for the diagnosis and prognosis of TD according to
the Ministry of Health, Labour and Welfare of Japan. A ques-
tionnaire was mailed to university hospitals, general perinatal
medical centers, regional perinatal medical centers, and chil-
dren’s medical centers, which were routinely involved in the
diagnosis and treatment of TD. The questionnaire was
addressed to 381 obstetric, 394 pediatric, and 381 orthopedic
facilities.

The questionnaire inquired about the number of patients
with TD managed at each department between April 2005 and
September 2010. Detailed information on the sex, gestational
age, methods of diagnosis, clinical findings, complications,
respiratory treatment methods, physical findings, and survival
time was also requested. Considering the issue of pessimism
surrounding the Japanese term for TD, we included a question
about the view of the respondents regarding the validity of the
Japanese term and the reason for each view.

Statistical analysis

Kaplan—Meier survival analysis was performed to evaluate the
effect of respiratory management on patients with TD. Statisti-
cal analysis was performed using JMP (SAS Institute Japan,
Minato-ku, Tokyo, Japan).

This study was approved by the Medical Ethics Committee
of Kyoto University.

Results

Responses were obtained from 127 obstetric facilities (33.2%),
186 pediatric facilities (47.2%), and 115 orthopedic facilities
(30.2%). A total of 85 patients with TD were reported: 53
from obstetric facilities, 30 from pediatric facilities, and two
from orthopedic facilities. Detailed data were not available for
five patients from pediatric facilities, and overlapping data
were obtained from multiple facilities or departments for
seven patients. These 12 patients were excluded, and analysis
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was performed using the data obtained from 73 patients
(Fig. 1).

Of the patients, 27 were boys and 38 were girls; sex was
not known in eight patients. TD1 was present in 43 patients;
and TD2, in eight; the type of TD was unknown in 22
patients. Eleven patients underwent FGFR3 genetic testing, of
whom eight had TDI1, with three having a cDNA 742 C>T
mutation (Arg248Cys mutation in amino acids), three having a
1118 A>G mutation (Tyr373Cys in amino acids), and two
having unknown/unavailable mutation data. One patient had
TD2 and carried a cDNA 1948 A>G mutation (Lys650Glu
mutation in amino acids). Two patients with unknown TD
type did not have a mutation in FGFR3.

Thanatophoric dysplasia was diagnosed at a gestational age
of <22 weeks in 19 patients on the basis of diagnostic imag-
ing. Intrauterine diagnosis after the gestational age of
22 weeks was made in 43 patients. The condition was diag-
nosed after birth in 11 patients. Of the 19 patients diagnosed
at gestational age <22 weeks, 15 underwent induced abortion.
The outcome of pregnancy in the other 58 patients was still-
birth in four, live birth in 51, and unknown in three. Of the 31
live newborns with available information on the manner of
delivery, 12 were delivered by cesarean section for reasons of
cephalopelvic disproportion (CPD) in six cases, breech presen-
tation in five, and mother’s strong desire for cesarean delivery
because of anxiety about the sick fetus in one.

The clinical findings from 51 live newborns with available
data are presented in Figure 2. Short limbs were noted in all
patients; narrow thorax, in 90%; respiratory insufficiency, in
84%:; and bowed femurs in 78%. The overall survival data of
51 live newborns are presented in Figure 3, Table 1. Twenty-
four patients died on the first day, three died on the second
day, and the remaining 24 live newborns survived past the
early neonatal period. Thus, the early neonatal death rate was
56% (31/55, including the four stillbirths). The cause of death
in the 33 patients, regardless of the time of death, was respira-
tory failure in 23 patients, heart failure in two, ileus/acute res-
piratory distress in one, and unknown in seven. All seven
patients in whom the cause of death was unknown died
<2 days after birth, and six were reported to have a narrow
thorax and respiratory insufficiency.

The postnatal respiratory management and survival rates
are summarized as follows: Of the 51 live newborns, 24
received respiratory management and 16 (66.6%) survived for
>1 year. Of these 16 survivors, seven underwent tracheotomy
and six underwent tracheal intubation, while detailed informa-
tion about the remaining six survivors was unavailable. Bipha-
sic positive airway pressure, directional positive airway
pressure, synchronized intermittent mandatory ventilation, or
high-frequency oscillation was selected as the mode of
mechanical ventilation, depending on the individual patient
condition. No attempt at resuscitation was made in the case of
25 patients after birth, all of whom died <2 days after birth.
Among the live newborns, detailed information on respiratory
management was unavailable in two patients, and both died
<2 days after birth.
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Questionnaires sent
n=1156

{ Obstetrics facilities (n = 381)
i Pediatric facilities (n = 394)

Orthopedic facilities (n = 381)

“Obstetrics facilities (1 = 127)

Responses received
n=428

Pediatric facilities (n = 186)
Orthopedic facilities (n = 115)

Cases of TD identified
n=285

" Obstetrics facilties (n = 53)
Pediatric facilities (n = 30)
Orthopedic facilities (n = 2)

Cases excluded due to
incomplete details and
overlapping data (n = 12)

Patients with TD

n=73
Abortion Stillbirth Live birth Unknown
n=15 n=4 n=51 n=3
Died < 7 days after birth Survived the perinatal period

n=27

through respiratory management
n=24

Fig. 1 Schematic diagram of subject selection. TD, thanatophoric dysplasia.

Of the 17 survivors confirmed at the time of the investiga-
tion, nine were receiving care as inpatients, and five were
receiving care at home; details about the remaining three were
unknown after referral to other facilities.

Discussion

According to the present survey, 73 patients were diagnosed
with TD during the study period, between April 2005 and
September 2010. Of these patients, 51 were live newborns
(9.27 births/year), which was greater than the number (16
patients, 3.20 births/year) reported previously in Japan for the
period January 1995-December 1999.°

Assuming an estimated total of 6 million births in Japan
during the survey period,'® live births with TD during this per-
iod (excluding seven patients who were not born during the
survey period) yielded a rate of 0.73 TD cases per 100 000
births. Combining the 44 live births, 15 induced abortions,
four stillbirths, and three cases with unknown details, for a
total of 66 cases, the TD prevalence during the second

trimester of pregnancy (when short limbs are detectable on
diagnostic imaging) was estimated to be 1.1 (66/60; 95%CI:
0.83-1.37 per 100 000 births).

This estimate is approximately equal to that reported in a
recent regional survey in the USA (2.1-3 per 100 000)* and is
consistent with the conventionally reported TD prevalence
(1.68-4.0 per 100 000 births), thereby suggesting the lack of
ethnic difference in TD prevalence.m’17 It should, however, be
noted that the response recollection rate was <50% in this sur-
vey, and some patients with TD may have been delivered, in
the case of women who decided to undergo induced abortion
after detection of a fetal anomaly (severely short limbs) during
the first trimester of pregnancy, particularly at facilities not
included in this survey. A recent study suggested that the inci-
dence is higher (4.7-8.3 per 100 000 births).'®'*2*! To our
knowledge, no national range or estimate has been established
for the incidence of TD in Japan. If one considers the possible
data from the non-response facilities, the actual incidence of
TD in Japan would be higher than that estimated in the pre-
sent study (0.83-1.37 per 100 000 births). Unfortunately,
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Fig. 2 Distribution of clinical findings in live newborns with thanatophoric dysplasia (TD) according to type (n = 51): (M), type 1; (M),
type 2; (=), unknown. Respiratory insufficiency is attributable to the narrow thorax. Bowed femurs are attributable to short limbs. Thus,
short limbs and narrow thorax were identified as the common clinical features of patients with thanatophoric dysplasia.
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Fig. 3 Distribution of surviving thanatophoric dysplasia (TD) subjects (n = 51) according to age.

owing to the limitations of the present low response rate, the
uncontrollable factor of induced abortion at an early stage of
pregnancy, and operational limitations of patient transfer to a
specialized medical facility, we could not perform a thorough
statistical analysis, because it may lead to a skewed represen-
tation for the incidence of TD in Japan.

Thanatophoric dysplasia has conventionally been regarded
to be fatal during the early neonatal period, and respiratory
insufficiency due to narrow thorax has been considered a
direct cause of early neonatal death in patients with TD.?* In
the present survey, 51 live newborns had TD, and 16 of the

24 patients who received respiratory care survived for >1 year,
while all 25 patients who did not receive respiratory manage-
ment after birth died in <2 days. Therefore, respiratory man-
agement appears to be necessary and indispensable for
prolonging the survival of newborns with TD.

The long-term survival of newborns with TD has been
reported in several isolated reports. Stensvold et al. reported a
169 day survivor, and Tonoki reported a 212 day survivor,
both of whom died from respiratory insufficiency.'®*
McDonald et al. reported the cases of 2 children alive at age
4.0 and 4.75 years, respectively, stating that respiratory
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Table 1 Thanatophoric dysplasia (n = 51): Kaplan—-Meier sur-
vival table

Age n Dead Censored Conditional Survival
probability standard
— deviation
of of
survival death
1 day 51 24 0 0.5294 0.4706  0.0699
2 days 27 3 0 0.4706 0.5294  0.0699
3 months 24 3 0 0.4118 0.5882  0.0689
4 months 21 1 1 0.3922  0.6078 0.0684
5 months 19 0 1 0.3922  0.6078 0.0684
6 months 18 1 0 0.3704 0.6296  0.0680
11 months 17 0 1 0.3704 0.6296  0.0680
1 year 16 0 4 0.3704 0.6296  0.0680
2 years 12 0 4 0.3704 0.6296  0.0680
3 years 8 0 1 0.3704 0.6296  0.0680
4 years 7 1 2 03175 0.6825 0.0761
6 years 4 0 2 0.3175 0.6825 0.0761
10 years 2 0 1 03175 0.6825 0.0761
23 years 1 0 1 03175 0.6825 0.0761

management was important in both patients.]8 Nikkei et al
reported one of the patient in ref.'® was still living and 28
years of age.'* In addition, the cases of 9- and 23-year-old
patients with TD in whom the condition was definitively diag-
nosed on genetic testing and who received respiratory manage-
ment after diagnosis, have been reported.'>'® These findings
support the need for respiratory management for long-term
survival of patients with TD. The present results provide addi-
tional evidence for the importance of respiratory management
by showing that all patients who did not receive any respira-
tory management after birth died in <2 days. In contrast, 24 of
the 51 live newborns who received respiratory management
survived the early neonatal period, and 16 (66.6%) of the 24
patients survived for >1 year. TD is not lethal under adequate
respiratory support. These amazing results highlight the neces-
sity of revising the Japanese term for TD, which emphasizes
the inevitably fatal nature of the disease.

Thanatophoric dysplasia was diagnosed on the basis of
postnatal radiographs in all cases of living patients, but we
could not perform postnatal radiography in the cases of abor-
tion. Furthermore, only a few cases could be diagnosed pheno-
typically without a requirement for radiography. Nonetheless,
because TD is attributable to mutation of FGFR3 and because
the mutation is concentrated at several sites in the gene,
genetic diagnosis is also greatly useful.'’ In the present sur-
vey, seven patients underwent genetic examination that identi-
fied an FGFR3 mutation: three TD1 patients with a cDNA
742C>T mutation, three TD1 patients with a cDNA 1984A>G
mutation, and one TD2 patient with a cDNA 1948A/G muta-
tion. All these mutations were previously known and were
concentrated at previously known specific sites.”> Information
on subtype was unavailable in 22 of the 73 patients in this
survey, but two of the 22 patients underwent FGFR3 analysis
that showed no mutation. The number of patients who under-
went genetic analysis was too small to allow analysis of the
differences in postnatal course depending on gene type. This

is one of the limitations of the present study, wherein we
could not diagnose all cases on postnatal radiography and
FGFR3 mutation.

The inherent limitations of retrospective studies also exist in
this study. Given that no TD registration system covers all births
in Japan, we mailed a questionnaire to individual facilities. Thus,
this survey cannot be considered to cover all cases of TD, in
view of the partial response rate and the patients lost before
birth. Future studies will aim to conduct a more detailed and
prospective evaluation of the prognosis of TD, including analysis
of the growth and development of survivors, to understand the
natural history of TD in greater detail.

The preliminary data of this study were used as reference
for developing a new system of Intractable Diseases by Min-
istry of Health and Welfare of Japan and led to the develop-
ment of the diagnostic criteria for TD in the System of
Designated Intractable Diseases of Japan. Furthermore, the
translation of TD in Japanese was revised from “lethal bone
dysplasia” to “thanatophoric dysplasia” in Japanese, this
avoids the ambiguity and is not offensive or distressing to
patients and their families.**
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