ERERAITBEREEFT L E LIcE
KEEDE=2) V7T AIHE

fiF A & EA
CGESERMERAS - HRaH - ARE)
T e f =

(A RHER AR H N AR

& U & [

EREHDE=2) v/ OlcdDEFVEEE L TRRE BT BIEM QL-kBLAE=XIE
iECARE) 2EOH, —FEEERS CICHEEEORESEY? K0T, 20FER<2 « =
7)) —= v OFEEPHEBEIC O TR, REEIZFOTEHELT, ML THTL
fow R« 22 ) ==Y P OEME ST L & O EELDBERL 5] £H 17 Radio-
mmunoassay (RIA) [T X2 FELCDODOLTHRET 3,

. ¥RELVICHE

1. BRESVICHRE

VR LRI HIMBEESX 2 e 7 L X & U, BRI564E 5 o B4R £ cofl9 »
AR A U FiA 820,975 28315 & Lice BIBIGERRBEFTELSDOR - =27 ) —=
¥ 7 Dz ORIBFRMIE PRI 250 3mm 4227 13 & Lo 272 511tk 5 RIA
OEFHBENICE, FERFRNDOMICIER/NRIES CIKHEEIND 2 DREBETOAERRS
gy

2. MEERBBUVICTR - AT U—= Tk

1) fEkE

EBREO <2 - 27 ) —= v S ORBHIBER? KHE L, ZOHMIERT EH, BHRE 3
mm DF 4 A2 13 EENS 17a-hydroxyprogesterone {E (Disc-17-OHP {&) % *H %
Fitye RIA K CHIET 2 DTH S,

2) RR AR —= VI

WE?Y [T T oo RISHOEHET o b 2 =T 2725 DICDONTIREZ L
W& O IS E TR Lo

3) [ %Fii 7z Disc-17-OHP fE OlE

i) HEE%

TR 27 ==Y RO T 35 ERBICFRINEHR S T ICEENES % b
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Sample (3 mm disc)
125_17-OHP 20042
Anti-17-OHP serum 200u¢

Mixfure
Incubation over night
at room temparature

The second Antibody 200u¢

Mixture
Incubation over night
at room temparature

2000g centrifuge for 30 min

Aspirate supernatant and count

Bl 1 Assay procedure of direct method

DTHY, FOBERICOLTRETORAEZRD 00, MEREZEERITIVIAERLIEE
WX B,

B2 DB E R Lico £ EEMBEHAD, H20ERED 3mm 7427 1 7% EH
EEEo 251-17-0HP ¥ GERF ICL 0E#Ic X 2) D200 (b 51213250) pl L4t 17-OHP-
3-CMO-BSA ME GrEMEsIE) © 80,000 (531213 100,000) fEAFUE200 (250) wl
OEFME TIC—BREL - RIS &, STz B2tk (UERER v-7' 27 ) vIE
D200 (250) wl ZINAEFL, 3WEHSHL L—BRKER 2,000 G 303 fEE O U itids O B
BENE M RE Lo

i) ik

BIKAERR, BHEEAZF L2 - F AT THRT 2 HETH 5. CICKOFERBICEE
BEE L 87 3 17a-hydroxypregnenolone-sulfate (17-OH-4°P-S), pregnenolone-sulfate (4°
P-S) % dehydroepiandrosterone-sulfate (DHA-S) 73 & @ WREEENEAN, HEMEOFOHHE
TEMEIREE 185

K 2% O ERLIzo RIA HEEOERRITEOBY 7o/, 373b 5 BEMHRA 7
4 A7 1AL ICHREADEYE (MTPEEICLDI/A0~4 57 4 2 7)) ZEH L+ v BEH
WiCeF vz — 50 4~5mlAiz, 308 vortex mixer [ T L < {BFIF 5. Emulsion 23
£ B EMEID, 47C, 2,000G ICT5 AfELE TEOE LK ZREL, FEK0.57
EMAOBMERL = -7 vEEKET 5. HAE 4°C, 2,000G [ T54M&ELER, HEOx
—FNBEMNGT F ARBECEL, BERELURHEE U, RERMHUBECRINEDG 95.4%
3.6 L +HTHY, HEBEDOBAZ2BLTTH /. £0DHD RIA ZEENE & AT
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Standard disc or
Sample disc ,

Elution with buffer 0,5al
v

Extract with ethyl-ether §gn!

Centrifuge for Smins
Wash with water 0.5al

Centrifuge for 5mins
y

Dry up

v

BL-17-OHP 250 u¢
Anti-17-OHP serum 250 «

Mixture
Incubate over night at room temparature

The second Antibody 250 x¢

Mixture

¥ Incubate for four hours at room temparature

2000g Centrifuge for 30mins

Aspirate or decant supernatant and count

2 Assay procedure of Disc-17-OHP concentrations by
ethyl-ether extraction method using 25I-17-OHP

37}:0

1. RX - Ry Y—=u¥

B 31, MROFER 20,9754D 5 5 *H I & BHERFEC THIE L 72 19,9484 @ Disc-17-
OHP DN %R Lice € OFEMHE - BRIRZERIBOBD 21.1 pg/disc & 9.65 pg/disc T
Hotce BIHRED20,975%1219% (1.04%) THO, O LEEREITS U2 b D136
LTELRIIO2.1BTHolco L LIEZEESELZD S BLIRHEKRE R I12464 & 38D 25
b, ZZRILTUSEL BBV ERLNS, =2 - 22 Y —= v/ HMPICAE L2 S h
7ZbDRZATHYD, LHCEEBERMTH >/, D134 ZICDOWTR, E%3 » A~1F
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T
4,000 _ N=19.948 19
(MAY1981~NOV.1982)
MEAN=21.11
SD.= 0.643
i
g 3.000r— 415
o -
w
J <
& £
u w
g 2.000} LK
32 w
< o
1.000% #5
PATIENT 2
PATIENT - 1
ol 0
0 10 20 30 40 50 60 70 80 90 100 200

DISC-17-OHP VALUE (pg/disc)

B3 Distribution of neonatal Disc-17-OHP determinations
by direct method using (*H)}17-OHP

%1 Clinical and laboratory data of patients

YS. K.T.
) Age in days | 31 27
Genetic sex Male Female
Regal sex Malé Male
Family history (+) (-)
Genital ambiguity (=) )
Vomiting () (—)
Diarrhea (-) ()
Dehydration () ()
Poor weight gain (+) (H0)
Hyponatremia (mEq/?) (+) (120) (+) (118)
Hyperpotassemia  (mEq/l) (+) (5.9 (+) (5.4
Hypochloremia (mEq/0) (+) (88 (+) (9
Dise Direct  (pg/disc) | 99.0%15088% | 12791320
17OHP | b iraction (ng/ml) | 165%1192% | 58.5%1>143%
Serum 17-OHP (ng/ml) §, 270*3 245%4

*1 at initial screening, *2 at recall (or second screening)

*8 at 31-day old by RIA,
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DHRTEIEREEEZ SN,

2. REBRELUICEFRECDONT

1) FAEBRICDINT v

F1T, BHEShAKRERE 2 AlOBRIE S SKREFRE R,

RIVIOBRIMIAREERRBEOMERRTHEICbhhbOT, REERLE, By
D MBI IASE DBEFRERICZ UL Recall BETHEINTOAOOTHY, ZBHICIHT
TIPS L IEEREEE LR L T, £% 5 BT Disc-17-0OHP {# itk 3 TIC 165
ng/mEFETHY, H%LE TRMIICT20ng/m EZ L DBEEAR L T,

E2H DRI HAER LD ERE (Genital ambiguity) % ¥, HEEMEENBEIR & IHTH
6OE%BE;DTﬁﬁ$ﬁL,E%mamumm%%ﬁ%ﬁEMﬁﬁmﬂﬂmx%oco%
T, WP EERICEBaELS, BREEDD -, KERD, BIELS ISR
HEF R, adrenal crisis ORBEEZ SNio Mrh 17-OHP 1344% 5 B cHHEIEICT
58.5 ng/ml L BT, HE%37TH TIIMIEIC T 245 ng/ml L E L WEEAT L T,

133 AR & SICEER, BEIZOCWKHE 2L F 24 F L AE0R5IC X0 IEECKE L
Tk, B2HTRENBOERETS>FETH 3.

2) FEEZHICDONT

VEEOREE? KL T, BBHERTERICIIHEROKRAM S SICEERCET 3
AbURNBBHBCLEEH Lo R 2WEGHEOHEMKRE, TEHRBEY, DG IR
FERMICKT 2 BROEBEER U, HAKREN?2,500 g Kigd 5037088 H37:8L
TOLONKEHELD, FTHHEMCHLPORFEEED-LDL82. 1Y EERETHOAE
BOWRREEIN.

&2 Problems at delivery and during early neonatal
period in recalled infants

Male |Female % Total
(I) Birth weight 2,500g> 45 39 2 86/210(41.0%)
(IL) Gestational age 37weeks=> 20 21 0 41/116(35.3%)
(I) and/or (II) 48 47 2 97/210(46.2%)
(I[) Problems at delivery 45 40 0 | 85/117(72.6%)
) E;gkgzﬁsgggfggg early 14 16 | 0 |30/116(25.9%)
(IM) and/or (IV) 49 47 0 96/117(82.1%)

K 4ICRBERE DI EERE D Disc-17-OHP HOE(LA TR Lz, B1EEDRET
BEZRLIbDDEL TR, E2HEURCIET UBBHECH 2 C EhREI N, L
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200¢

—>PATIENT 1. (988pg/disc)
PATIENT 2. (322pg/disc)

150F

DISC-17-OHP VALUE (pg/disc)
g
-

501

1sT 2xp 3rp 41y

DISC-17-OHP DETERMINATION

B4 Changes of “Disc-17-OHP” values of recalled
cases during infancy

D L—WMOFHERTEF2EE FER 1 » iR KRFICRELMSS FRERL, FBEE
FpEE Lich, 3 EHMUBCRIZZEPITE T LEY, #MREMCREEE SHW L. —
HAEBRZI2HESFE2EIEHICTELOLRARL, BBMEEEIYL KNI N .

3. I [Ck3 RIA

1) EBRIRET

B, RS S ZOFHMIOLTIIEIRT 208, B, FRER, EWE, BE
DL TRHIEBIZHEETE28DTH .

BEEEIC L % Disc-17-OHP & *H i X 2 1142 17-OHP EE L 0B (B5) 25 Ui
*H (€ & % Disc-17-OHP fE(E#HE) &0 (X6) &, £ eh r =0.6509 (p<0.005)
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ng/mé
100}
[ ]

S 50
.5 [}
"_- - P L N
g o
. zok T
2 ® o0
g . L4 °
a IOT o
I
(=] y =13.1943x+1.4600
,P_': 5 n=25
. 9Of . r =0.65086
g P<0.005

0.5 1.0 2.03.0 ng/m
Plasma 17-OHP concentration (*H, Extraction)

B 5 Correlation between plasma 17-OHP concentration
by *H method with extraction and Disc-17-OHP
value by 1251 method without extraction

1
Scale over E >
(ng/nt) !
120 < -
100} y =0.5886x—0.5635
n =88 *
r =0.9358 ¢
sor P <0.001 . s
125 e
o. M
| el
. [ ] o P .~ ®
]0 i . b . %
Az
5r o '... *
3.7+ 1 e }
| |
‘ * ®» 1
|
]
: )

r T I it X Scale over
S 0 2 3H 0 100 20 (pe/disc)v

B 6 Correlation between Disc 125 and Disc 3H

RO T =0,9358 (P<C0.001) LBRETX28DTH >0
F/cHEIC K 5 Disc-17-OHP {5 & *H [T & 2 1M4E 17-OHP EBE L OB (K 7) 755

UIC *H I &% Disc-17-OHP f (B3 Lol (K8) &, shZhr =0.7149(p<

0.005) 725 TNC T =0.9193 (p<0.001) &HBRTEXBEEDTH >lco T EICHHEIT DT
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DISC-17-OHP CONGENTRATION

SERUM 17-OHP CONCENTRATION
BY STANDARD METHOD (3H) (ng/mf)

200 o

Y = 0.59353X+8.10724 °.
100F = 071488 . °
N =36
0 p<0.005 .
20t ;,
101 . o’
[ 4
5 | L J
L
2 A L]
1t o b
[ J [ ]
¢ L]
05}
® ()
.‘ ¢
o .

0 05 t 2 5 10 20 50 100 200
DISC-17-OHP CONCENTRATION
BY EXTRACTION METHOD ('2%l) (ng/me)

B 7 Correlation between Disc-17-OHP concentrations by
ethyl-ether extraction method (*?°I) and serum 17—
OHP concentrations by standard method without
chromatography (3H) in patients with CAH.

1,000
°
500¢

§ 'y

L J

? 200 . oo, v

= 100} . . 3

S (X

= 501 s ~

Q P o %

o [ ] Y L4

I . &

F  20f s ¢

- X4

> 10 ...0.0 °®

o . .

=S
Q
3 ¥ o
L2 metfe o Y =0265138X+4263827
s ’. op By o° N =172
& cars’ 7 = 0919343

0.5¢ . P < 0.001

¢t & o
0 1 A 1 1 1 i 1. L il
0 2 5 10 20 50 100 200 500 1,000 2,000

DISC-17-OHP VALUE BY DIRECT ASSAY (°H) (pg/disc)

Ed8

Correlation between Disc-17-OHP values by direct
method (®H) and Disc-17-OHP concentrations by
ethyl-ether extraction method (%*I) in patients with
CAH.
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R 3 Disc-17-OHP values by *5I-RIA

Subject With extraction (ng/ml) | Without extraction (ng/ml)
Neonates 1.832+0.813 (n=50) 10.3£7.4 (n=200)
Normal children 1.157-+0.381 (n= 8) 37.8+2.93 (n=41)
CAH Y.D. 854.0 S.0.
Y.S. 214.8 S.0.
D.S. 491.0 S.0.
M.S. 192.5 N.E.
K.T. 143.0 S.0.

S.0. : Scale over
N.E. : Not examined

I TRPVEMEA L BZENARDE SO0, MIEEE - FIRFESICHET S,

125] |C & 5 Disc-17-OHP {E4 % 31CRT . 4 5 Hulth OB AR OBE LSS BT
WX BREMZ, BOB®DI0.3+7.4ng/m, 1.832+0.813 ng/mlThH b, EERBIIOLES
RoznB3EHEETE LA (MS) ORBREREET scale-over THD, HMHETIE 143~
854 ng/ml L FH L DEHEERL Tz,

m. % 7

FARIFRKIE O 17-OHP 2| L, FAERMICAED <X - 27 ) —= v /&7 58S
i, BELTOL OhOMETIThbN T, Pang 5% (3 Alaska #7510 TH130» AR
19,67TZDEHER <R - 227 ) — =V 75T, 5 ZOEAFEBERAERREL, Yupik Eskimo T
DOFREFEE GEEFHEE) 31:282 (0.059), Caucasian Tid1:13,733 (0.0077) TH5 &
L7zo 72 Cacciari 5% |3 Emilia-Romagna 7 (Italy) (€T 42,9302 5 &%2RHA L,
heterozygous carrier {3#91/50TH 5 & L, ES5TRAINLBRICIABRTEOZEAHBED
ZLOLRBEINTO/C EDS, BREBTEARED R « 27 ) —= v 7 OLEEGIE
FEL7zo LN DI 5 BRIORRE CI1320,975& R 2 L0 AEBRBOREDORE L AT
%, DPECBLTHRET LN EBHERSEY CHHM1/44,000L D ERETH 57
BEMEAURIE INce HNBRELMBET TRTRL AATEREDO R - 22 V) —= v 7 BiETEN
TED, 17,000 AT 1 ZOFENBERIN TN EY,

TR A7 Y ==V TS > TR, TOBLHOEEY XOEMBERIROBRORR
PEESBZECATH oo BEITOECALDFEMIFBRIN TR, FELHEES
Nz 2ERE 0D B ERAF (FRESZ0LIERE) 2EL Tl bhdrbod o
BEIR) (HER) 1SERCS L —BERIC THZHORESEFATH o T R3ERT &
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CETHY, RFERCBOTEA - 27 ) —=V I/ ORETH L ENHERIN.

BEBHEIZ0H Y B cut-off point DEICEY BIE SN B, bhbilid Recall OFEMEE L
T, KwRA 22 —=v 7 BRREBAILEDOTH DD EKFIC heterozygous carrier & [E{iE
INATHEELEEINIZC E LD, 99th-percentile Ll & Ui, MERMICEGHERIT 217/
20,975 (1.03%) & &L THD, —F heterozygous carrier & B3 & DBDEITNR G HE
ETEDHTZOERETRE > TOREL. HROLEL L TRERETE, £BRODH LK
Az T ACTH BEB” #170, [Mh 17-OHP % 21-deoxycortisol 5 W iZZ£iH D
R EY)TdH B pregnanetriol $ pregnanetriolone R ET 2 HEBEL SN LD,
FRERLIRETH S E0DIBEBIIN,

B ECRER S 5 DI HERCAL»OEMEEAET 20K EHC &3, D Pang
5 135 U Cacciari 5% bIERMLTHWE. ChoDERE L THRBE R EBROEE
(#1215 17-OH-£P-S, #P-S 726 ¢ DHA-S OFfl#H 5 i3 17-0HC £ B A DR )
P2 M LR LB EEREOBERBREIREIN SN, ME—IEREELEDHBRELELT
AR OBE RE ORBLEEOFMISRHBMBELIES D,

HATD H ik 3 Disc-17-OHP EO R E TR, HEHWELSS CICRERKDRE LY
NOETHABERS O, L0 BEHIDRENE HE, BENCE T P BERENEERD
BARAEEN T &7z, MBI OLTROADLIOBRIICLDT TR - 27 ) —= V7S
FTTHESERBE L 12D, BBICOLTRFENLY KL VMRS, BETOERICLOFIETZE
SR E Ute w2« 27 ) —= v FISHETENBICE S 2%

NV, #&

o

HRRFEOE=4) v/ OEFAREBELT, TOEEHED LT REMRR - BEOED
DTEERL Q- KB(BERBEZEVHT, TO<A - A2 Y —=v I/ OHE BRERSU
WA DWW TRz, BT &7 2EHID & b ICEREN T2 Uh s 2 oEh o EH
THoteCEd, AEOHFRBELVCEREOER &35 L1305, FH YL laboratory
data [t kB2« 22 ) —= v S OEREMERBRTEIEDTES S,

X [

D EARE, i BEEBLEEENRE, SAREFOE=%2) v /iCBlT 28, BERISS
FEEPIR#REE, p. 1564~163, 1981.

2) TEME : BABOIEENE, RREFOE=4% ) v/ CHT 2%, BERS6EE
TRRESE, p. 175182, 1982.

3) Pang, S. et al. : J. Clin. Endocrinol. Metab., 55 : 413~420, 1982.

4) Cacciari, E. et al. : Lancet, 1: 1069, 1982.

5) FeHE=, fb: HIREE, 85 :204~210, 1981.
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6) MEER  FLE.
T) FEEH  BAOKES, 28:117~125, 1980.
8) Arakawa, H. et al. : Chem. Pharm. Bull,, 30 : 3036 ~3039, 1982.
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