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[Name of the disease/symptom]

[Number of Patients]

[Background]

[Cause]

[Major symptoms ]

[ Major complications]

[Major treatments]

[ Contact information]

Disease Summary

non-classical 21-hydroxylase deficiency

unknown in Japan (ranging from about 1 in 30 among Ashkenazi Jews to 1 in
1,000 non-Jewish Caucasians of mixed ethnicity)

21-hydroxylase deficiency (21-OHD) is the most common type of congenital
adrenal hyperplasia (CAH), a group of autosomal recessive disorders
characterized by impaired cortisol synthesis. Unlike severer forms of 21-OHD
called "classical type", patients with milder form, "non-classical type (NC
type)" are rarely diagnosed in their childhood because of a lack of obvious
symptoms in infancy. However, from childhood to adolescence, 21-OHD NC
type is a potential cause of various endocrinological disorders, such as
precocious puberty, infertility in male and virilization, oligo-menorrhea,
infertility in female patients. In spite of its estimated high prevalence and
substantial symptoms, no large scale clinical investigation of NC type have
been performed in Japan or any other countries. Therfore, standardised
procedures for diagnosis and treatment are not well established. In 21-OHD
NC type, appropriate treatment is crucial, because under-treatment could
cause any symptoms as mentioned above, whereas, overtreatment could
increase the risk of adrenal insufficiency caused by suppression of
endogenous adrenal function. Taken together, it is important to perform a
large scale clinical investigation and to establish standardized clnical
guidelines of 21-OHD NC type.

autosomal recessive disorders of 21-hydroxylase deficiency (severety of
enzymatic activity impairment is milder than classical type)

No treatment:
Male: Precocious puberty
Female: Virilization (hirsutism,oligomenorrhea -amenorrhea)

After treatment:
Adrenal insufficiency (gastroenteral symptoms, general malaise, general
weakness, hypotension, shock)

Short stature caused by precocious puberty, infertility, adrenal insufficiency

Glucocorticoid replacement thrapy: It is reccommended to administrate
glucocorticoid for patients with syptoms of virilization in female. However,
appropriate dosage/timing in female patients and necessity in male patinets
are not determined yet. ’

yukihiro_hasegawa@tmbhp.jp
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AAREWITHIARMICH T TR 21 KBRIEBRRBEORBLELLH -2
BIEHOERIZHY. SEETITRESNFHREDOBEEFEEXHBITERR

L. Z0BEEFHERBREOMEBICOVTHELL, TORRFETHBELEDONLESE
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mEEE ChmErs NERD

B —ER (ESTRREE) I NRRRE PSR
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A HIRER

ARG DORACE 72 BB, AFIZIT B I fam
21 KEMLEBER RIRE (LT, AUE) DEBHE,
DEERLITR L, 207 - AERIEHEERT B &
ThD, '

FEE AT ISV TCIE, BRI T — &, FTRN LT
Ot R (R & R B T L.
B, BICAMERER F RS RV BB T,
Ly EEERES, TRIIEERBOESLE LT, M4
BRI BMEALBENBE S TRV, LW T EREEN
TWAENR, BRIZBWTCIIZOFEEMD Z & B HE
e ThD, 21-0HD IZRBW GEEFEITFREA L
BB L —BT 3 2 LML TR Y BRETRE
EFREBHIC BV TREEARERN IRV ED
EEZBNTNS,

Z L TAEEOHERT L LT, SEREIC g
DEETHETES, BETHLEEXRBOEE, L
BERRENFETREODEICBW TR TEEIC
SVWTHE L. 5% OBWHEEHER O F EA T 24T 5
ZrERAMELE,

B. IEAHE

A FECHREINTIFHHABERIT OV TR
FAEZITV, ZNOLOBREORRA L OME, £7oF
BRI L DF—NR—F v TOFRIIOVWTHEELIT-
7o
(REE~DERE)

XEEOBEELEL LIEFETH Y BICHEETO
BLEII TR0,

C. AE#ER

RMEDOL ZAFFTHADOEEALEY D 5L Eh3
FRIINTHEI A BV AZRTHY , Fhebok
LTIERUTOLORHEINTWDS (1,2),

P30L, H62L, K121Q, V211L, V281L, V304L, R399H,
R341W, R435C, P4538S, P482S

TN OERIINT I HEER ORFEMED 20-50%
BEL SN, EHRTIC BT Ol REEFRICL S
FHIEEBORBRR L II-KT 5D, TO—F T,
21-OHD IZ8 W T, BEFR L REMB - LRWE
BIRnHDZ LU E D Wb TR Y, JERBREICE
WTHRROHEZRNBO LN D,

ENHIEH AL L 2 L FRISHLDEREEZ b DE
BIOH T, EROERBE TII L BEEEMBEE
BLBEFANSH—EDEIETND I ERREIN
TW5 (P30L, H65L %) (3,4,5).

72 R356W EEIT, BEEREMILTOERE
EDEEER A L 5 2 EATFRISh, FEFELA T
ZLBOOLNAIERTHD, L LEEDOTFH L DHIT
HL—fl, TOERELOLORBEDOLN, FBICH
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FEREROFRBRENTWD, L EX Y RERIZASHTR
WH OO, R356W ERITEOERTFEEREMNEN O T
INBEETRLRD I VBERRBEE % & 27k
LdHBEEZDLND (6), :

IO LB ETFHERABOMENREEL D0
WCOWTIEHARBARERE N, ZO—D2DHA L LT
£ in vitro T, BEDHEALAEDRICL T, b4
EDEEBHILT LIV DR BRFRTFEERIEME 2 I+
BDEERHESNTND (7)., T OMEILRERD B
WET VVOBRFEREEORZ > TRER %
FRITDZEDEYSLTZRVERND D Z & ERE
T2HDTH D,

D. %

Pk, MEORRE LV UFOZ EREX D,

1 EEFR L FEHAT 21-0HD OIEH Az
THEL DEFT—ETDHLEIDND,

2: L L—8T—BLARVEFNRD S, T
ENTIRBENER LV EERBE. BERBE. X5
BHEINTWD,

JFBEFREIFTHREOZH OB RFE LK
D 9 BIOBBHRREANRD DN, 2T E
HoTL T, FEHTHREDOBUW ORI L T 2 ITITHRFTO
RHAH Y | REF L OBEHEOBRIBREITLEIZR
o
4: BEFREEITIHEICE., BICHERRAIEC
DWTOEEPLEELRD, EDRIZBWTIIMORE
FAR. it B OB W EITOBRICHBIG DR EIZ DUV T
EFEIC O RBRERROENDEEBIC, FERFEHIC
DWTHEBEERRE 22 R HEE X - L TOMRIT
MRDHILD,

E. f&im

B IIE B ORI S v | B TFEITE
FARFELRY 550, TORRITITFICERE L O
BEMICEET OILERD D,

F. BEERIER
Bz L,

[(&ExX#]

(1) Gene Reviews
[http://www.nebi.nlm.nih.gov/books/NBK1171/]

(2) UniProt [http://www.uniprot.org/uniprot/P08686]
(3) ] Clin Endocrinol Metab. 2001 jun;86(6):2845—8.
(4) J Clin Endocrinol Metab. 2001 Jan;86(1):207-13.
(5) J Clin Endocrinol Metab. 2008 Jul;93(7):2891-5.
(6) J Clin Endocrinol Metab. 1997 Jul;82(7):2350-6.
(7) J Clin Endocrinol Metab. 2008 Jun;93(6):2416-20.
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Ao FRT LOWIC2REOFHRERZ RO 723 B —KEE{b
2T uA RRKEBRKIBEO L. 545 A AR
N MFEEZNES  2011410A6-80 KB

HEE, ARAE RETET. ®mEE, ARET.
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HEFEE

BATE GRRE L NEREER T Z— A
WA

BERE—-CGERERERRE NEM)
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A HIEBH
FET LAY 21 JKER{LEESR RIBJE (nonclassical

21-hydroxylase deficiency, LA F NC210HD) 1%, &8
R 21 KERLEESE RIBELIL RV, FAERSPILIR
H BHNITEER T, Z0%ICT VazLFalkR
ZRVWLAIB T RS v BRIOWT NN ERIETD
FEETHDD. NC210HD OHEEICELTIT, FiER
< AAT)—=2 7 (MS) Inb BTSN I ERI DR R
2, TAYHTIE 20094642 1/130,000?, FdSE TITH
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W5, AL, 2T - IBEEH A ERT A L
B8 L, 2011 £OFNEICIT S NC21OHD H 4

DERE, TEREERZLETOILEZEMNLTD.
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DREBIEL, ERFRAEIR - AR R - IRREBIZ OV THE
ELTHboT.
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AA/NERNSWFRFTRERER D% (22/135) 1D
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CYP2IAZ AR FRRITEAT DI T2V, FRot e
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735, NC210HD LHIWrL7-. MEEFEHEA A HEET
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