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Preceding Breath Occluded Breath Evaluation
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(sec) (m¢) (cmH,0) | (ecmH20) (sec) (em-H0/m¢) | % prolong.
Av. 0.64 25 5.8 24.8 0.78 0.99 21
Sleep
Preceding Breath Occluded Breath Evaluation
TI VT P100 MIP TTocc Ers TI
(sec) (m¢) (cmH,0) (cmH-0) (sec) (em-H,0/m¢) | % prolong.
Av. 1.%4 15.4 1.2 5.4 1.24 0.35 - 22

TI : Inspiratory time, VT : Tidal volume before occlusion, P100 : Occlusion pressure at 100 msec, MIP : Maximum inspi-
ratory pressure, Tlocc : Inspiratory time of the occluded breath, Ers : Effective elastance of the respiratory system

THE LUNG perspectives

Vol8 No.2

77(213)



BHE 21HiCOERR ERFEREES L QOL —

glial cell line-derived neurotrophic
factor (GDNF) @1z TV ICBI$ % #is
bHBNS, 72, neurturin (NTN)
BETYYLHESDLEEZLN
TWwb,

VNV #>F4—X -kl aX
TV TIERE

PLEWCHRRz 2 00REE AL 72,
v @ % Ondine-Hirschsprung syn-
drome (OHS) & FEiZ 4 5 JiE 5 5 37
T 27, 200HBBRTOREE
MR O B\ TH R T 5 TR
LHEICEITLIIDEEZON, —f
|~ neurocristopathy & FEEh T2,
B O VTR TR HE 35 0 At oD R S A Ml
HEROREZEHTH2IDOIRDLN
%'7, OHS IE XERIICIZ30BI L Lo
WEDIDH LYY, ERICIBIZTHRE
PATbNIFERIZE {ldev e Bbh
575, B TERFINS T TIC 4B
H &N, RET HIEFOEEBIH 3
Bl (Zzd5 H 1HE HSCR % fEb %
) 1929 EDN-3#{EF D& R (S
DOFE HSCR bR V) A1 HITH
621)0

V RET &{GF &R
E DR

RET #ZFOEREIMD X, &K
%P 5w BE B (MEN 2A, MEN
2B) 22 %V R ik M B IR OB AR
(FMTC) 2 3 X 0F B 4K Bt 7L 56 9
(PTO)* 0EFTHE X h, Z0#
HSCR #E# T O REIEF O RFE O

78(214) THE LUNG perspectives

FaEELLBDODLNDL LI E -
721220 Burton 513, RET #fz
FOTRTOTIVBE I~ FT 55
GOy rTy Ry ARERL, B
S0 CONcnt T A RZMEBEL
7227, FEB X U~NF U RET #&fz
FOI) 92T rITRAIBVT, &
BILEE<Y A ICHENR, AT D
COUZH§ B BRZWIAEICED - 72,
L) REREHRT,

REEE DL AR BT ) EENE
—z2-aYiEWAF D COnEZMH
CESLTwAY, EHOBEMBZD
IR - TR T IL4) B2 IR S A e B
(SIDS)®R° CCHS 2B LT ENDH Y,
B ICB RO BEE T SIDS DR O
EXH 5P, RET #IZTF 3, re
ceptor tyrosine kinase % 2 — F L,
COJEAIMBOKEICEWT, M
A oDy 7 F VR RN Z 5B
ZHRAETHY, RET BEIIMKAELIC,
AORIFRRRRIC T BB L, MM
ROEERBEEICEE2EFHLH-
TW2HDTHAHZ EXRDPoTW
630)0

bhbhA§ TliHE L7z OHS ©
BIZFEREF TIZ, RET Bz FT”
v » 12 112, heterozygous @ mis-
sense mutation (T706A, ACT =
GCT) 3w 51722, Zhid de
novo mutation TH-7z (R 1 A, F
7z, BOEME L7z OHS Ol % fl T
3y, RET#ETFT 7V Y11 EICEE
2 (G691S, GGT = AGT) #7272,
# % 1% homozygous DEERTH 1),

Vol.8 No.2

KPBA~NTO, BEPFEOEETH
o728, WOmEF LY, disease-
causing 7 2 £ Ti& % < polymorph-
ism TH»AH LELIZ(X1 B), T
2 1 B0 RET EIZFOERFIDOH
B H B A5, = O Bk HSCR-
CCHS #IT&H » T, RET &z TFH T
Z Vv 1912 HA R (P1039L, CCG =»
CTG) % #®, [k |2 GDNF #fzF
12 % R (RI3W, CGG = TGG) %
HDLDOTH2Y, Z0ERTIX
RET #z T OZERIIIEFE 2 LB HE
THo7zo 72, CCHS DADFEHIT
FULERZZEDLHALIFIALNTW
%9, %52, EDN-3®ETFOLER
A1 FRDLRTVEY, Z0f
1% HSCR % #Eb %\ CCHS Bl T -
T, EDNS3#E{xF @ frameshift muta-
tion T& %%, EDN-3i% EDNRB ®
UHYRFD12THY,
in coupled pathways @ £% % neuro-
cristopathy DK IZBH > T 5 D
DEBbNRB, ZDEHNZ, CCHS H
HMTORMETFERDOBRERIZOWVTII,

Bolk 5010810 BEHEDHENH LN
575 WIFhoflizd RET &z 10
ERIFD LN TRV,

Burton & 0% % A O EBR &R &
CCHS EFI TOBIZFERBI LD,
CCHS o 5 K i3 fi#E s Ml D A1 T
DRETHY, ZOOFRAHK, 5
WZHE B BIRE D COU 3 5 2
PMETFTTLLEVIRETHEHNLZOTHY,
FNREZEARTHS RET ER L L
DY) H Y FEADERENTERER-T

Z OG-prote-



T706A
2116A—G

G691S
2071G—A

; I

}
Y
‘ \ |
LM
)

N

TCAGCTACTO CCTCTTCCAGTGCCCGT CCG

E1. OHS IZHF 3 RET BIZTFOEEEHRS
WLZEPHEHEINEDTHSE, L R Ondine's curse with Hirs-
Lo s OB EE T ClEs chsprung’s disease. B ] Neurosurg
. . 4:87-94,1990
Ao 229", CCHS OREIIZIZ 2B '
Waohy R 2 B 2 ) De La Motte Fouque FHK : Undine :

BIZFRMOBEROHEF 25 L Tw»
HEEbN5,

A miniature romance, Translated
by Rev Thomas Tracy. London,
Stanford Library, W Smith, 1-32,
1839

3) Giraudoux JH : Ondine, a romantic

X Bk
1) Fodstad H. Ljunggren B, Shawis

THE LUNG perspectives

4

fantasy in three acts. English ver-
sion by M Valency. New York,
Samuel French Inc, 1956

Nattie EE, Barlelett JD, Rosycki **
AA : Central alveolar hypoventila-
tion in a child ; An evaluation using

a whole body plethysmograph. Am
Rev Respir Dis 112 : 259-266,1975

5) Severinghaus JW, Mitchell RA :

79(215)

~

Vol8 No.2



BE 21tRROERRF ERFRESC QOL —

8)

9)

10)

11)

12)

13)

80(216)

Ondine’s curse ; Failure of respira-
tory center automaticity while
awake. Clin Res 10 : 122,1962
Fagenholz SA, O'Connell K, Shan-
non DC : Chemoreceptor function
and sleep state in apnoea. Pediat-
rics 58 : 31-36,1976

Gerhardt T, McCarthy J, Bancalari
E : Effects of aminophylline on re-
spiratory center and reflex activity
in premature infants with apnea.
Pediatr Res 17 : 188-191, 1983

DE, M,
Menzies L], et al : Congenital cen-

Wees-Myer Silvestri

tral hypoventilation syndrome

Diagnosis, manegement, and long-

term outcome in thirty—two children.

J Pediatr 120 : 381-387, 1992

Passarge E : The genetics of Hirs-
chsprung’s disease. Evidence for
heterogenous etiology and a study
of sixty-three families. N Engl ]

Med 276 : 138-143,1967

Bolande RP The neurocristo-
pathies ; a unifying concept of the
disease arising in neural crest

maldevelopment. Hum Pathol 5 :
409-429,1974

Romeo G, Ronchetto P, Luo Y. et
al : Point mutations affecting the
tyrosine kinase domain if the RET
proto-oncogene in Hirschsprung's
disease. Nature 367 : 377-378, 1994
EG, Hosoda K,
Washington SS, et al : A missense

Puffenberger

mutation of the endothelin—-B recep-
tor gene in multigenic Hirsch-
sprung’s disease. Cell 79 : 1257-
1266,1994

Edery P, Attie T, Amiel J, et al :
Mutation of the endothelin-3 gene
in the Waardenburg-Hirschsprung

disease. Nat Genet 12 : 442-444,

THE LUNG perspectives

14)

15)

16)

17)

18)

19)

20)

.

21)

1996

Angrist M, Bolk S, Halushka M,
et al : Germ-line mutations in glial
cell line-derived neurotrophic fac-
tor (GDNF) and RET in a Hirs-
chsprung disease patient. Nature
Genet 14 : 341-344,1996

Greedon D], Tansey MG, Baloh
RH, et al : Neurturin shares recep-
tors and signal transduction path-
ways with glial cell line-derived
neurotrophic factor in sympathetic
neurons. Proc Natl Acad Sci U S A
94 : 7018-7023,1997

Kotzbauer PT, Lampe PA, Heuc-
keroth RO, et al : Neurturin, a rela-
tive of glial-cell-line —derived neuro-
trophic factor. Nature 384 : 467-
470,1996

Haddad GG, Mazza NM, Defendi
R, et al : Congenital failure of auto-
nomic control of ventilation, gas-
trointestinal motility and heart
rate. Medicine 57 : 571-526,1978
Sakai T, Nomura Y, Yoshino H, et
al : Congenital central hypoventila-
tion syndrome and Hirschsprung
disease — case report and review of
the literature — . J Kyorin Med Soc
28:73-79,1997

Amiel J, Salomon R, Attie T, et al:
Mutations of the RET-GDNF sig-
naling pathway in Ondine’s curse.
Am ] Hum Genet 62 : 715-717,1998
Sakai T. Wakizaka A, Matsuda H,
et al : Point mutation in exon 12 of
the receptor tyrosine kinase proto-
oncogene RET in Ondine-Hirsch-
sprung syndrome. Pediatrics 101 :
924-926,1998

Bolk S, Angrist M, Xie ], et al:
Endothelin-3 frameshift mutation in
congenital central hypoventilation

Vol.8 No.2

22)

23)

24)

26)

27)

28)

29)

syndrome. Nat Genet 13 : 395-
396,1996

Muligan LK, Kwok JBJ, Healey
JK, et al : Germ-line mutations of
the RET proto-oncogene in multi-
ple endocrine neoplasia type 2A.
Nature 363 : 458-460,1993

Hofstra RM, Landsvater RM, Cec-
cherini I, et al : A mutation in the
RET proto-oncogene associated
with multiple endocrine neoplasia
type 2B and sporadic medullary
thyroid carcinoma. Nature 367 :
375-376,1994

Grieco M, Santoro M, Berlingieri
M, et al : PTC is a navel rearranged
form of the ret proto-oncogene and
is frequently detected in vivo in hu-
man thyroid papillary carcinomas.
Cell 60 : 557-563,1990

Edery P. Lyonnet S, Mulligan LM,
et al : Mutations of the RET proto-
oncogene in Hirschsprung's disease.
Nature 367 : 378-380, 1994

Attie T, Pelet A, Edery P, et al:
Diversity of RET proto-oncogene
mutations in familial and sporadic
Hirschsprung's disease. Hum Mol
Genet 4 : 1381-1386,1995

Burton MD, Kawashima A, Brayer
JK, et al : RET proto-oncogene is
important for the development of
respiratory CO2 sensitivity. ] Auton
Nerv Syst 36 : 137-143,1997

Filano JJ. Kinney HC: Arcuate nec-
leus hypolasia in the sudden infant
death syndrome. J Neuropathol Exp
Neurol 51 : 394-403,1992

Folgering H, Kuyper F, Kille JF :
Primary alveolar hypoventilation
(Ondine’s curse syndrome) in an
external arcuate

Eur Phisiopathol

without
Bull

infant
necleus.



Respir 15 : 659-665,1979 31) Bolk S, Angrist M, Schwartz S, et

30) Takahashi M, Cooper GM : Trans- al : Congenital central hypoventila- C B BE
forming gene encodes a fusion pro- tion syndrome ; mutation analysis of HEFIS84E FRH KFEFIPREE
tein homologous to tyrosine kinases. the receptor tyrosine kinase RET. BE, BMAEEZIRE 2 4L 2
Mol Cell Biol 7 : 1378-1385, 1987 Am ] Med Genet 63 : 603-609, 1996 : :

WM E 5T EwE

-

THE LUNG perspectives Vol8 No.2  81(217)



	21 The Lung 2000 1.pdf
	21 The Lung 2000 2.pdf
	21 The Lung 2000 3.pdf
	21 The Lung 2000 4.pdf
	21 The Lung 2000 5.pdf
	21 The Lung 2000 6.pdf
	21 The Lung 2000 7.pdf

