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Objectives
The purpose of this study was to investigate the current status of interventional clinical trial registration for

children with precocious puberty and to secure basic data for the design of clinical trials for traditional Korean
medicine treatment of precocious puberty.

Methods

The following resources were used to search for data: Clinicaltrial.gov, World Health Organization International
Clinical Trials Registry Platform (WHO ICTRP), and Clinical Research Information Service (CRIS), using the search
terms, ‘Precocious puberty’, ‘child’. All clinical trials which were registered as of June 2022 were used.

Results

For the intervention and clinical trial design, gonadotropin releasing hormone (GnRH) analog was reported in
41.7% of trials, and single group assignment was performed in 66.7% of the studies. Prior consent had not been
reported in 50% of the studies. Tanner stage and GnRH stimulation tests were reported by multiple trials as
inclusion criteria, and prior treatment experiences for trial drugs were reported as exclusion criteria. The peak serum
concentration of luteinizing hormone following GnRH stimulation test was used as a primary outcome in 45.8%
of clinical trials, and other growth-related indicators such as growth rate, height, and predicted adult height were
also reported.

Conclusions

In consideration of the design, eligibility criteria, and outcome measurement of the existing clinical trials
identified in this study, it should be referred to in the design of clinical trials for traditional Korean medicine
treatment of precocious puberty.

Key words: Clinical trial, Interventional study, ICTRP, CRIS, Precocious puberty

* Received: July 7, 2022 * Revised: August 24, 2022 * Accepted: August 29, 2022 (© The Association of Pediatrics of Korean Medicine. All rights
*Corresponding Author: Hye Lim Lee reserved. This is an open-access article distributed under the
Department of Korean Pediatrics, Daejeon Korean Medicine Hospital of Daejeon, 75, tenus of the Creative Commons Attribution Non-Commercial
Daedeok-daero 176beon-gil, Seo-gu, Daejeon, Republic of Korea License (http://creativecommons.org/licenses/by-nc/3.0/), which
TEL: +82-42-470-9138 / FAX: +82-42-477-9007 permits unrestricted non-commercial use, distribution, and
E-mail: hanilim03@gmail.com reproduction in any medium, provided the original work is

propetly cited.



2 The Current State of Registration of Interventional Clinical Trials for Children and Adolescents with Precocious Puberty

I . Introduction

< st B dA% AAAS
Hapa, &8l AT Fale sl AT
AP EC] AHE AL Jlom, A vkt A3 dT
E HA2Eg7} /e o] LFE I AP, FA %
NEGTE HAERZE vl FYRAY (National
institutes of health)oﬂ/“] Y= Clinicaltrial.gov, A
HA7)F (World Health Organization, WHO)l A 24
sk YA EEEEZNFE (International Clinical Trial
Registry Platform, ICTRP)®] 7} o] o] &5l §lo
o, FfelA s Ay SHRAATANA &
G AT HAIH]Z (Clinical Research Information
Service, CRIS)7} ©]-8-=|a1 I},

ZobE UG Z 3 AR ARl visl 7t

whS Hom, ks 28l AL kA B

3 BAZ Q) PPAGNA Al B35} g,
g, Aok Rme] Fol7h glofol GGl ol
g % gt FREL Aol YAl Holshe
2 Bk ARde] QY Helol B8 Aeishs 42
£ 20} Tl YgAIBe) mAo] ofALP. Aok YA
Ho) BE wgol] 41e slEow /e opgo] <
Y AFE ARNA e A 2olol] AgEE 297
BEOLY, dioks ofe] AelA] 413} ThE RS 1t

o

3, ek il wet of=e) oFeshE Hheol
ARl tr2r] wEel eFEsiNtee] f1gol =t
. zoellAl bkl an]l A 5E AlEs] 9
8l Zob Tl AR B R 55 3]
S3ep.

aopgidofA] Qbstal aazl X EE Al
&3] HsIAM sof T A E PFAEOl O B’
o] o]fo1d Favt Slrk 2019\ 3t Lo} B F
A ATl Tt FFRINA= 2018 109714
CRISOl 554 37| Lopdad oY TAAT &
@ 37A%ke] jejA 58 EFrhal Husiloy. 3ol
A 7o) AE AR o7 FHstee Al o
g F4fo] FopAaL o, ofA7tA] aobgad T
& AR PAATE Bol HEsinh AR A
A sof FofH 5 FAAT} A A= 54

o] Fgsjrk
BEESE AT ABA B0l ZoAlE Ao,
FRAMAPEZHA S Aol wad Hxas a4}
010 28,2517l 4 2021'A 166,645 -2 &fn}
SN, dFBRNAM x5 FAAEE
il 2kejol2r]doll Welshk= Akl =3k S7kskaL 9
L, dxas FeA s adtet Al st
REAEe Z &S dHE 7L A, A
P& Tl Axss AT a3} e dF
& davt oy, ob7AA SiellM AldE FAA
T= SUERIE AQSHA Folny] JETE AT F
ot Ade FTHoE BT x5S A5 HE
D AT T A0l EH JxsFl Tl
A5E A o Frofgk &35 AR A7 A
= £Y a7t v stk AEE o e ¢
Ae Ao RN JxaF x|l of
o} kS A dart Atk
2004 Ao SFetEA TR AH ]3] (Incernational
Committee of Medical Journal Editors, ICMJE)Oﬂ A A
7kl AR S FrsP7] Hsl A AREES
3| FAIShEA] Wxo] BFQ1 07 A o]FY
ENE AT TS A &2 A4S =AIskeA] =&
AR AFE T QTP o]9} e FgellAl, Aot 4
z55ol et A Pe Agsta WaYstr] fls)A]

oY

[\

o

[o do & rlr AL
O E“

o
(o

[

L
~
k<

J 3

o

430 2 Bart Ik ol ok HxsFol Ui
AAE 5% BFS FUHOE sofstel, FF
%% 2olPAYe o FolXE QA
3 /) NEZASE BEF F YT had B
g stk

II. Material and Methods

20223 69714 Clinicaltrial.gov, WHO ICTRP, CRIS
o] 559 EE YHATE o E ANE Al



0x

o, 2022 7€ 195E 67 A4S AASIATE

A R = A0F, child + “AJF2EF, ‘precocious
puberty' & HA Yol SER FAst] AHESITH
Clinicaltrial.govoll A<= ‘precocious puberty’ & A=
AHE31 2 M, [Age Groupl child (birth-17)2 A3}
31, Study type©]U Recruitment status©l] A|$HS FA
31 AAE AlSEIATE WHO ICTRPOIAE “precocious
puberty & MO E ARESIH O, [search for clinical
trials in children}ol] A T3} AolE o= 3 A
TS AAEATE CRISOIME AT S HAMol=
ARgBIA oM, (A E S 184 mtke s A48t
of ZAEIGIT A Aol M Hxsmse 71X 4o}
AAAE WFoE A FAATE A Ve =
Abol BA it AFE MASIRUTE Lok iAo
2 34| %2 I, ISE 97 T AT, A9
T A5Y HxH 257} HHo] opd A= A9
Eiriss

i Ao A 9 e F A7AE (AR, o
A3yt YA oz AFgslen, A4 7]l
1A @ ATE Afsilth AT A 3 olA e
YA G HIE = ARA AR (Aot 3 B
olato] s Ast3dt

259 FE& F A7 TR, Adahel o)
o]FojF i, F2Hd AEE A Microsoft, Redmond,
WA, USA)< ©|-&ste] AP A2k dloly] 5= &
Aol NEHAT, A5 FEeIAe] HEFol AuA
A7 cldlgolel oy e ol siashain

A% FE The} 08 Azl Het ol Lol

ules

718 AR . AT AE, HA2ED 5F AT,
o A 7] B TR, QAR A AY, 2R

= s
W, 428 AT 49 ANET off 1 AT A3

X

2) A7 Au: AT A, AT WA, T4 2L o
27, WA 5 A BOM A ol B oy,
PR, QA %7} ol

AT A R : A, P, TYIE D A

N e

71

>
o
B~
=l
o
0z
o
=
0
P
el
10
on
it

&i8t |1 —Clinicaltrial. gov, WHO ICTPR, CRISE &Alo=2- 3

III. Results
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Records identified through registry
searching

CRIS (n=1); Clinicaltrial.gov (n=50);
WHO ICTRP (n=56)

Identification

Records after duplicated (n=43) removed
(n=064)

Screening

Records screened

Record excluded (n=26)

(n=64)

2

= Full study description assessed for
=) eligibility

53] (n=38)

Y

-Observational study (n=22)
-Do not report age of participants (n=1)
-Not for precocious puberty (n=3)

Record excluded (n=14)
-Purpose of the study is diagnosis (n=6)

Included

Full test articles assessed for eligibility
(n=24)

Y

-Purpose of the study is prevention (n=3)
-Purpose of the study is basic science (n=1)
-Duplicate with different title (n=4)

Figure 1. Flow diagram showing the results of the clinical trial search

CRIS: Clinical research information service, ICTRP: International Clinical Trial Registry Platform, WHO: World health organization
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Aot ez E= 11

(4.209] A7) AT b
A thstel Bl %mg

A 8Ystaa, 2174 (87.5%)

iy

EE ATl AT 2 A Ry
T} (Table 1).

o] 7= 370 Open labeh) 2 W/gAH-S 1A okd A H7}

271 (8.3%)°] A7+ w7l thsted Harsx] eigk OFAA A} ATE A3E A= 167 (66.7%)°)

o (Table 3). I, 871 (33.309)9] ATAME b ALl Thsh

Table 3. Design and Methods of Included Clinical Trials

Year Institution Phase Study design

or Sponsor Allocation Intervention model Masking arms

1999 NICHD 2 NR NR NR NA
1999 NICHD 2 NR NR NR NA
2004 AstraZeneca 2 NA Single group assignment open label NA
2007 Ipsen 3 NA Single group assignment open label NA
2008 Endo 3 NA Single group assignment open label NA
2008 Abbott 3 Non-randomized Single group assignment open label NA
2008 Abbott 3 Randomized Parallel assignment open label 2
2008 AbbVie 3 Non-randomized Parallel assignment open label 2
2008 Ipsen 3 Non-randomized Single group assignment open label NA
2011 Debiopharm 3 NA Single group assignment open label NA
2012 Daewoong 4 Randomized Single group assignment open label NA
2014 Meir Medical center NA Randomized Single group assignment open label NA
2015 Takeda 4 NA Single group assignment open label NA
2015 Tolmar 3 NA Single group assignment open label NA
2016 CHFU NA Randomized Parallel assignment single masking 2
2016 Ruijin Hospital 4 Non-randomized Parallel assignment open label 3
2016 KNUH 4 NA Single group assignment open label NA
2017 AUMC 4 NA Single group assignment open label NA
2018 AbbVie 3 NA Single group assignment open label NA
2019 CHFU 4 Randomized Parallel assignment open label 4
2020 Rabin Medical Center NA Randomized Parallel assignment open label 4
2021 Ipsen 3 NA Single group assignment open label NA
2021 Ipsen 3 NA Single group assignment open label NA
2022 Takeda 4 NA Single group assignment open label NA

AUMC: Ajou University medical center, CHFU: Children’s Hospital of Fudan University, KNUH: Kyung Pook National Universtiy Hospital, NA:

Not applicable, NR: Not reported
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o SHSA itk SHIA % AT 5719 B
=2 ol A} 1799] Tl ol b4 Bt
& ATk SFHAT (Table 1),

Hole} ofols i e Z49+= 1774 (70.8%),
ol = 9= 57 (20.8%)°] RaENom, HAt
T 2RE A= 2 8301tk By A 1719
ATl AR 220} (Children) & HAIE o] UYL, 2373
95.8%)2] ATAE YEANPL 3 7)F wet =
Aol HAIEo] ATk 87 (33.3%)2] ATlA=
104 o3}, 94l o3} & HAAH] F7]= o] UA] Pk
o} 147 (58.3%)2] ATAE B HAAHE &
7184} (Table 1). TAAF 23] AR Z F534
Z2&55S At A= F 134 54.29%)°01903, 11
ATE B AERSEES AEdT: tE ds

SHA| a1 AZSF (‘precocious puberty’, ‘puberty, pre-

o o

o A
H

Table 4, Inclusion Criteria of Included Clinical Trials

. ’NEe) = o
cocious’) = AF<F 4

2) Zd71E 9 A7

2= 107 “41.6%)°] YAk

_—

=
LLN

PN F e E3r|Fo 7 AHS AR H9= 18
A 75%)°] YR, AEES AR 9 127 (50%)°)

9Tk A7 AgAle] Az 9ol 2399 ) A=A

g w2 YA A9

117 (45.8%)°] Ao, o]

735 5 ofolollA 8Al o], dotellA 94| o] 2

G o M

ok

ld

3t

A

\I_D,

AAT} (Table 4).

} 7o) AR A719nk Eskele 2 Ee

S o
43 AF A9

157 (62.5%)°] JNeH, 1

137 (54.2%)0A T8 BEEFS AT
S|EO 2 Tanner stages ARG A= 137
54.2%)°] AR, 253} & A2 FTHE BA
F 9= 94 (37.5%) AT GoRH A= HARE A
375 1270 50%)°] AN oM 1 F AR At

= AANZ A= 1073 41.7%)°1900 AR 52

I 2aghe 7ol BAR 45+ 74 (29.2%)°]

Inclusion criteria cﬁlﬂeiriﬁs Percentage (%)

Age 18 75
Gender 12 50
The time of the appearance of pubertal changes 11 45.8
Disease or conditions 15 62.5

Central precocious puberty 13

Testotoxicosis 1

patients who referred to ACTH test or LRH test 1
Tanner stage 13 54.2

= 2 stage 9

2~3 stage 1

2~4 stage 1

= 3 stage 1

NR 1

other 1
Peak-LH following GnRH stimulation test 12 50

> 5 IUL 5

> 6 IUL 2

> 7 IUL 1

> 8 IUL 1

> 10 IUL 1

NR 2
Enlargement of gonad 9 37.5

Uterine volume 7

Volume of ovary 7

Ovarian follicles diameter > 4mm 7

Testicular volume (= 4mL) 6
Iniformed consent 7 29.2

ACTH: Adrenocorticotropic hormone, GnRH: Gonadotropin releasing hormone, LRH: Luteinizing - releasing hormone, NR: Not reported
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AP viAZ|Ee R AlFekE] tiE X s A
L& AN 7495 157 (625%)°] AN, A oF
Eo gk AR1F0] 871 (33.3%) AATh HiAIEE A
B ¥ Ao 2= T4 2530l obd 497t 13
A (54.29) 02 7P BXaL, 3 5 AR A
571 a3 T FU4 87 (33.3%), 1A L A%
TA] o) 81 (33.3%) T wAE RAEITh A

Table 5. Exclusion Criteria of Included Clinical Trials

12t H11 —Clinicaltrial.gov, WHO ICTPR, CRISE SAlo=Z- 11

g 82 & 40 FEEAT (Table 5).

3) B7hds

AAG7PASRE GnRH AS7AL 4 A4S
2 (Luteinizing hormone, LH) HWA7F 1143 (45.8%)
o2 7k gol Basgon, of slo] o|4H o)
Bt vl 370 (12.5%), BUAT 231 (8.3%)°] HalH

Exclusion Criteria Number ,Of Percentage (%)
clinical trials
Prior treatment experience 15 62.5
GnRH analogue 12
Medroxyprogesterone 8
Growth hormone therapy 6
IGF-1 therapy 5
Hypersensitivity 8 33.3
Not central precocious puberty 13 54.2
Peripheral precocious puberty 11
Partial precocious puberty 6
McCune-Albright syndrome 3
Heterosexual precocious puberty 1
Cerebral tumor requiring a neurosurgery of irradiation 8 33.3
Renal impairment 8 33.3
Renal failure / Renal impairment 5
Creatinine > 1.5 x ULN 2
Creatinine > 1.5 mg/dL 2
Creatinine > 2 x ULN 1
Hepatic impairment 7 29.2
Hepatic failure / Hepatic impairment 2
Total/direct bilirubin, AST, ALT > 1.5 x ULN 1
AST, ALT > 2.0 x ULN, total bilirubin >2.0 mg/dL 2
Bilirubin or AST > 3 x ULN 1
Bilirubin > 1.5 x ULN, ALT/AST > 3 x ULN 1
Adrenal disease 5 20.8
Congenital adrenal hyperplasia 3
Adrenal tumor 3
History of significant adrenal disease 2
Central netvous system organic disease 5 20.8
Other condition interfering with growth 5 20.8
Chronic illness (chromic steroid use, moderate to severe scoliosis) 4
Diabetes 2
skeletal dysplasia 1
Thyroid disease 4 16.7
Thyroid disease 3
Congenital hypothyroidism 1
Pregnancy test 4 16.7
Positive 3
pregnant or lactating or intending to become pregnant 1
Gonadal Tumor 3 12.5
Abnormal secretion of gonadotropin (pituitary, hypothalamus, etc.) 3 12.5

ALT: Aspartate aminotransferase, AST: Alanine aminotransferase, GnRH: Gonadotropin releasing hormone, IGF-1: Insulin-like growth factor-1, ULN

Upper limit of normal
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ATk %_‘i}jé o] W7k 7R e Fof] o] Folx 7

7t 7P Bko ™ (1374, 54.2%), T T2 1271
4 57, 20.8%)°] Bkth oIS EE F 111
(45.8%)%] Y EAIFANA Tt =8 71Ax] 9] ¥
312 B sl a, BAMSHCAMS)L GR W3} Ao

Hgo] 97 (37.5%) 02 11 U0 AF B Q)th
°|%E GnRH ASZAF 74 LH Hhx] 2] W37} 83l
(33.3%), Tanner stage® W3} 2 7]9] W3} 774
(29.2%) B EAT. o)A PR Hrk= 6704, 3
MY, 12719, 9/1ge] o2 BIEATH (Table 6).

Table 6. Outcome Measurements of the Included Clinical Trials

Number of

Outcomes clinical trials Percentage (%)
Primary outcome
Percentage of participants with suppression of Peak-Stimulated LH 11 45.8
< 5 IUL 1
< 4 IUL 2
< 3 IUL 2
NR 6
Participants with suppression of secondary sexual characteristics 3 12,5
Anxiety questionnaire 2 8.3
Outcome measurement time frame
3 months 3 125
6 months 13 54.2
12 months 5 20.8
24 months 3 12,5
36 months 2 8.3
End of the treatment 2 8.3
Others 4 16.7
Secondary outcomes
Basal sex-hormone level 11 45.8
Oestradiol 9
Testosterone 9
LH 6
FSH 6
Ratio of BA difference to CA difference (ABA/ACA) 9 37.5
Change in growth rate 9 37.5
Regression or absence of progression of gonad 9 375
Peak LH after GnRH stimulation test 8 33.3
Participants with stabilized Tanner stage 7 29.2
Change in height 7 29.2
Change in weight 3 125
Change in BMI 3 125
Predicted adult height 2 8.3
Outcome measurement time frame
1 month 5 20.8
2 months 3 12.5
3 months 12 50
6 months 15 62.5
9 months 7 29.2
12 months 11 45.8
24 months 4 16.7
36 months 4 16.7
End of the treatment 2 8.3
Others 2 8.3

BA: Bone age, BMI: Body mass index, CA: Chronological age, FSH: Follicle stimulating hormone, GnRH: Gonadotropin releasing hormone, LH:

Luteinizing hormone



0x
e
>
U
B
2
&
>
U
[e]
=
=
o
1o
on
W

ARE F 24708 QEANDNA F 21739 A
Fo] ofofES TAZ AREBI o, 11 5 330 &
F& SAE AT YA DAIZE Phase 3
Aol 1o ® 7 Bakom, AR ofekE

TFe 630A T2 g, 27304 HIFE
de Attt dAEY A R or HY
AAY 631 BaESa, G viAFo] 1631 BaEQ]
v, 1719] TRl B wrkEe AT, 212
of ATolAE BAT PABE WASIC 1222)
WAHIA A Fo] o35 HushA] gk, w
£ Q7o 1ol el A st o} o
Q170 B0 QAP mAlel o] chakabl
o] YT, HE4E Y Q1T BHoR 17
o] ArellA 22t A o] AIFRAZIE R EASHITH
E3P7|F O 2= Tanner stage, a3F 3 A &
o, GnRH A=74F 2 AP Eo7} il = B =)
o HiA)7 1202 A okl tigk X5 Y,
< W T BxsTo] opd B¢, oA AEU
A A B7F B RRE TN T AR A9 5ol o
W2 Bk YAE7MHTEE GnRH A A
Ab & TH 217} 718 ol RaEQlom, grhHae]
H7h= 671 Fol| o] Fofx Ae7t 718 Bkt oAt
H7PAFEE TR A28 7|A A o] WE) 297
Hstel AAGAste] v, AR S0 s}, A
o] Wdo] thI=2 Ryl o BFrpare] o=
Mg, 371, 12718 o= Rt

2ok o R 3 AP Lot AR
2 ERE flete] WioA] Fashy, 5o Hate] Hit
73, 1ok ARl T f214 24|, A7 tdA 239
ojEfE B ARk FAF A2 A Fol YA A
ol ol Hog FIW. vl=e] A5 20221 =
A|3YH best Pharmaceutical for Children Act®} 2003

o

o 1o I

o

&5t 21 —Clinicaltrial.gov, WHO ICTPR, CRISE &Alo2- 13

A8Y% Pediatric Research Equity Act®ll &J3l 4o} 9%
AFe] MaPS AHeH, frgolME 2007d 4o}
WIANEAY FHS 913 B HE AHS Tl
A IS A|efstaleE Aotel tigk AAE S WiE
Al et R st ot ofF] fEjueke] 79 4of
WA EE FASAY JAEH 5-& T3l AAS)
YA ek Ao, B AFNME 2011 97H4] 55
H 10709] WIAELS BT fHH vlmolA] o] Rl
&= B or, 20159 o] F2E FooAl AF
7} @3S B 4 JATE THAME 2005 AHE F
IR A 22EF] (Chinese Clinical Trial Registry,

5 Adste T dAEe 559 3
& Ao ok vty ® 4o} thd o
ANEE Ak 14 2 HEAQ] WA kS §5

ol
=

i

£ AT AL FA8 1749 DIAE F 10
9] QPgAIgre] A%kE Bsigck 20134 AA)
A18) A7) Ao e A7, A7, olz)A),

9l L WA BE AT Ashe] F7 % W
B3 228 ATE AM, ATARE A2k g AT
A D thFANA N 177t ot ok 2
AAATL YA Fe AOT HAlTE 2T YAARL
AL} Qe o, A7) Al we Az A
HAE B Aol dA s FEsha, AT
EE olF AE B0k FL FdsIoF T Soltk

B 7o) TR BE PPAYL 4T e
role o 4E4E AE FAE WK A7,

i Leuprolin acetate, Triptorelin pamoate = gy}
USE GnRHa TAKSE TYTOE ARSI 94
Nde st Ha AAE Mgt ME TOE
ZAE B3k A= Leuprolin acetate] LS A=
24 A8t F 2 vl A5t 2, ek
Leuprolin acetate’S Wl g A7} 231, A= Bh& 3o
< Hlwg A7 1 Ao, floke AR A=
AT DA Aeke] ARGl SloiA dsd A
o] ARt 37} B2 Ales WY, foke W
= 4SE HMO Aled i 2 ARE Fist
A Bl Qe flEE U ¥EE FE V1S
ofof hm e Aof IR floke] AR &2
How wefd o] Brl wiZell HPHA 9 9]k
ARGRTRE BT o R JAAES YT Aoz A

Zheitk. Fo) QoA Fopol Hxsge] Mgl §



14 The Current State of Registration of Interventional Clinical Trials for Children and Adolescents with Precocious Puberty

olg /S Btk B gloma? S35 QA
Holl M ek GnRHaE HlWdhs A7 &2 ek
¥ GnRHaE W3 73 GnRHaT=a& Hlaldh=
AG7E AEE AT aEsE et ok

B Aol 23k dFAIRolA Bagh gheke
VS FEAL, WEBTEAT FEAL RDARHDEEORL, KRRE AL
SolH, o] T BR2VEA FRS 2709 A NA
2 oFETAE BAth 23 3719 Y BT
REANES 9 HEoZ 183 oz AAE Y,
ZI7E 52 ARG AHolA MFS HaTskA|
= XU} ST ARETe IS BEAE
FEXIRTT, AR IFRER, MERRS BRTE=
Kol Bk WmgEASE miamtEA, HFEE
BT FIR S FHEEER, BE(LEFEShE —M—
il 718 Aoz RSk JUTP?. Kweon 5]
RBgk Jxrese] 39 A8 A7 FF VNS R,
PRfE KB, fF#Eie] 78 MF o2 HuEon), 3}
FHlATNAE SAE A S8 S8l gt A
sl7] ffste] RS 7HEsll7] Wil HESH A
o] 3] 7] o itk B ATl 23 2719
AolA 22 oFE A kS FAE AHSS
g, AR ARALE v FH3P] A
I PoA FF3hE WHEH FX 8 ARE-
A& v} glow, olF st WS 3HeJX]
FFSEYo] AdE ool & Hlow ALRH
Aol A= BT FEAHS 53 Phase
T7F 7P wekar, Alefo] Al - ARl A
o] gy} 28-S A= Phase 4 A77F 1 T
o]t} Phase 3 TTE E5F GnRHaE M Z T2
SFo 7 ZAZ A9 O W, Phase 4 AT 5 2749 A
TIAE GnRHa®t ks B3t

B ATl 23R P AA X 5717 ] Tt
B 7158HA] 42 A-97F wkow, oo 4
g & NS HASH] v A= 6ottt 3
7hige] HrlolM A5 FANA] A&EH o= A 53
I AT 9 AN, FoF TR 5 H 5 o]

o}
W, A 1847 B WA ASH 0 FH B
¥

(o5

o (_% >§L o> o flo i

e 42 g

2

o >
o 12

It
il

ot

o AFE A= YTk T Ao F7}eh 2
@ Aol = WP 554 o3) =3 A 2d
opgel ARE e & Ut A T oY oY
B3] QAT BAT F USL EPIEOE Y
A7t Bakek 4 A4 2 Aol aud W) X
B Ak HELFe] B4 4 A EIHE FE)

HAEE] ol Hol oy, B4 Fd¥H &2 A
TA T A" T2 Al tste] HtsiAl ISk
Zlo] & asit

2018'd A|Fe|ofFRdA oA vz Aof T
AN 7teleRRlolbE B 5l 5334 it Ale
Z20F YPIARY] UhE T AFFolof Frtal skl oy,
BE ATolA B} Bk W8-S BasA] itk
1= 43S HIA=ER oA EFz|og TR 8] of
F= ARl ohy7] wiZolgtas Az B3, of
o] A7+ ool thet B2 ml=oll A= 3185 A%t
IR B Il A FRel Ahq e o apEA
7 Aok ol frE BN Ao B
W&ol 7155 B3-S < Atk dIAE
o] F szt LRkl Wi FEIMNE
FARC A = 3= 71818 Algshe A

7
=
ol7] MR, FF YINBL AYsn 55 ) 1

o oo

(]

ol
rr

fﬂl =2 o i)
o o o
o @

=

ot off ox to o of

ol
=
i
o

ol B WEE 5T Bast Iop.
PPABE FelZ9l el B Tol=efele] 9]

oA, Aol= Haolof sh= F kgl Al 435}
o, Aok= g 5o oA AT Yl A9t
Ho}l Bu 5o WAy thg]lo] AolE thAalsle] Fo
& AFSIESE 3kl 1, Aot Bl o] gl e
o} FAHRl AEE 1BEte] FoloAE 2T
AE 79, oFA FoME B R Fla TP, o]= &
g2l EAS Y F YA 3= vhd, J8A) 520
0] oE S Y| PO, B Ao = 4o}
9} e} BRI AA FoE TS A7t BEAA|
Ak FolE e dAnT go] RuElon vy
2} BERlolA| 5 & vh= 7| 7AIZ Bk H9)
ANTE T ARE IFAHY] &EFQU SHAA
- 93+ Algtolu} A AAle] Hulel 12719
A 5o HE HUsHA| Yoo Fo| oRE By
BHA] o AAAIE F 579 YA oA B =5
ol B2 HE F=23th= HollA YA A
2 o] i nFHSS & F ATk FF A
TE At 55 u 5o ofFof tste] A
7128 gart Yok

HE%Fe JEERY Bulo] 9FS Hol

K

yo

ki

2

i

_l

o
R
i)

\
i
ox,
ox
BN
J'I)
olN
:\_l‘
=)
5
ox,
BN

M
o|N
H

PRNTRE

o
o
fand
oz
>
é
0
0%



%
e
>
U
B
2
&
0z
g
[e]
=
=
o
10
on
W

Zoll YA, o] wjio] B ATl LFe YA
RSB R Ea R IEC R DR

P
T Agk E—l Ziél—f—‘i% 5= iAEA=T, o
A= dxssol A7 oA el dds] T4
@ BN nor

Tanner stage= 7|9 ASTAIE Hrlsk=
2 aoje] 39 Hs} g9 WAk, olo] A% 1
3y} Sno] Wdg 7)&EHT B Ao)A X312
O = Tanner stage’} T BAE O 7]F0] H=
Al Amket Zpol7t AT x2S W EAF
A GoRH A=57A1e] 75 &l 5 TUL& e
FO 2 AM3IAL 9O} Tanner stage®l Tisled= A}
7] §48%E HolaL 4 d==rhm @A o dolA
U ZFHgo] Ao Bl A5 2 A= B

(<3

717F lo] HFE GnRH AZAAE At AF
e BEg 70| fIATF”. Tanner stageol THe+ 4

S
FIF

= AN e el Aol EY BT 5 5o}
3t 7)%o] vels)y] ol Ao AZE B
AR AL B TS AT Bash

%0, UQ oR

£

B A 23 AFelA BxRss QAR
U7 PAFE GoRH ASAAL 4 LH HIA7) 718
Wol AREHA oY, 7] HE FAE WEsA A

woHAl 2 A7t 610 s AR, FAE
71%6‘}E1ELL 3 IUL ©d, 4 UL oV 5 A= YXJs}
A = AAE Btk AR 2IIEAIA 5 TUL
oS AFE ATl 7P Bk, FU AxsE A
T35 TULR] S a1efste] o
& Ed= %VJAI%% Agshk= Ao 71 niez g

2022\ x5S BHEAEe] AHIAE AR
To| W2 oFge] HIAEL AxEHZl U’
2 715 7P wol Hokth B A7e] o317k
B A% &= Ws) 719 wiskel o] a/dAd?l
719] W3} w3k HuEeh A &5, 7], 6l
© Bt ARH o0& ERIE = WrhgH o]
o, tro] Axss FA AT HrhErR
AR AR, o] st IATEES ALY 2
7} Atk

- =

bl
ez}
=1
=
T

812 211 —Clinicaltrial.gov, WHO ICTPR, CRISE &4l02- 15

e A g FHES 22e717] Sl6
AP AR B2 0% BuE BxA TAE ARSEE
T7F % 27 AT xS Jde 1% A=
GoRH A=A, 3HAdds 22 b2 (Luteinizing
hormone releasing hormone: LHRH) 100 ung: ATt
Z1AA 9 90~12087HA] 15~30% HAH o2 ALz o
Z IHY dZATs =R (Follicle stimulating hormone:
FSHE Z7gsh= Whiolth”. dole] AF7t of=) 2
gl o] FolA= Zo] Zxofel] Fo] E ¢ ths Ae
N LA AACNME AT 5= AU 2022
SEE WA E olAE7HHE F SR ofF
A AHOE H|ESE Gonadotroping SA3IATH
201651 A7l W=H o A AWM 9| Gonadotropin®]
GnRH ZAR] HIZGA] tijte g S23] AH8E 5 3l

1 RIS, FF UG B PPANPE Bkl

o|fl

>

e Rebigo] 1A H L ST, o A &
2] Gonadotroping Qg @] ek WP g slof
5] )

H A= Clinicaltrial. gov, WHO-ICTRP, CRISTHS:
o] g3t HAIG7] wlEoll, Lot F=ollA Al

He RE ol 4253 Y QPP oA

TolME $32] ChiCTRS} Y&9| YT EE7]H
HIEL] A (Japan Primary Registries Network, JPRN)E
ANdes —1—7}0}04 A7 YL ok s =
S50 HIZEA Fehiyel tigk A
P, TSE AT, Y B AT 55 233 AR
darzo] o] Fol Hxas R Fel thek v
& e FF AdE U 571E vt
OHe= & A= AS7HA] AlfE Lot Az
5 WA ’“ﬁl =3 7]—;&, A7) 9 g7hHs
s A *é_ﬂloﬂ LA FofshaL
R l "413@4 A = 9;1

3 PF 4=

M
SL'
ruN'
O

d

101] Skl



16 The Current State of Registration of Interventional Clinical Trials for Children and Adolescents with Precocious Puberty

V. Conclusion
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