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SREFVELEETEERO TIARVEL O IME T 2305 B3 C, THSED EAR/VE L /WSR3
2 MyE(IIE R R AL B L B D B EIE D AT - H 0,

RV B O S IME T 030 2 FBE T 2FEAD R /VE L /3 WRITEERERIZ 3617 2 Mg (A s B A V£
VRO TN EREOFEEL =T DO,

UcRASV B S0 W BR OFEIEL I R A VB PR BE CEIEL IS
38 (M) AR LB R O TEAE]

AT W RO TR EIEL WS MG R AV E R E D TRIE
AL AV TNK = T 1.8ng/mLLL
GHRP-2 9ng/mLLLF

{SCAMES R

5.7 ERAEE

PLFOWT o FEHEL =92 &,

570 HIZERE

HAERFOIRE L OB RS B IHER AR S D10/ S —E L Z ANV K THY D> D HAERORESHHWIZH RO
W HUDSTERGE L 4 D EAEE-2SD) AR Th D,
728, EIEDOPAE R TIIHAERCE ENHIE TERNIENRH IO T, FIESN TORWIESIZITHARED A
THIET DL,
5.7.2 1K OBIMESAT
SR EOBRETHLL
TRFEBRLARE ISR D BRI, [F4E# O (EHE(H-2.55D) i
VR BR A RTLAE D B R D A R R D OSD AT
573 HAERDOREREN T ENREIBIELS OB BEISENTDEHTRNIE, Fo, kEREFEELLT L5
ZONBIBFEZIT TODEETRNIE,
58 AR GIESE
HEZ LIZBL T ORIEZ T L CODDEINEHIE L, W T I Ez Lo & IR DRk 75,
BRI =>4cem/ 4
AP IEROREREL KGR ERO SR EED . 0cm/FLL oSS
TR H LARE, Rt OTRIE R LER D R IREE D FRe05m &
24FH =2.0cm/4
MFEHLIE  =1.0cm/4F
72720 ZIRIEMOR L | AR R D 2emE FEIBDEX HAV NI BRI H 1T, 155l RIS &3k
Hadik452k,
—FUEREIZSITHESR>
59 HEAEE
PUFOWET N AL =92 &,
59.1 X— T AEGREEBWIS NI BB IZIRET D28, 703, BWHIHT-> T, Hiio [ EAE @R A7 g4
SRR BSEORIN R EE X U EEROBWIEEL IR O SN O RHEE BT 52 L,
592 1RIEOBRIESAT:
S3ELL EOBETHHIL
“BHEDH BN RN, FEEROUTHE[-2SDILL FThoH e
510 ARk REE
VEZ LI LU F O FHER 72 L COBDEINEHIEL , W Uil LTc & XTI Okt a 375,
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- iR =4em/ 4R
AR UEROREEEL ., #5RIFEROBEIEE D 7731 .0cm/FLL EOLE
JBIE2AE A LA, BB OB VRO ERE N FiLod &
24-H =2.0cm/4F
SFEHLUME  =1.0cm/4
72120 BFRS BT, K15l FIGEL T EX X S22,

(figss)

REAIVE ISR S B>

B NE A SRt A e el B BEa VR B BORITZC I3 [N T IR AEREIR 2B 2 AR iR Ve 5y
WASIEE BIEOZIO TR XM | 2B ERLVEL DA SRS EREL WL 1% . AR RS T52L,

D (bR B AP 2 TR IR EOBRIEIERO T & A, [ERLVE WA RIHES RIEOZBOFH X

http://www.jendo.jp/modules/edu/index.php?content_id=5

RNBRAVE ST IAEE

BT NEA T3 BRL - ERT e B A B S EH A MR B SFBORIITE S WM T ARERE 2 B9 DR ART FEEE A BRALE
YU BIED BT EIRFRO F 51 & S TEIE AR/ VE L U BIELBIT LTt ARIEB G528,

1E2) (H) BAP e THIN T IRABSRERE O ETRIROFE X, TRV AR BIEO O F5 &)

http://www.j—endo.jp/modules/edu/index.php?content_id=5

<SGAPHR S RIE>

W N OAANC L DRI T, (1) BARNRNSWFEEOR— 25— (hitp://ispe.umin.jp/medical /gui.html) X%
() P A AR B RS OAR—L2— (http://jsnhd.or.jp/info/ guideline.html) ¢, TSCAMARE EIEIZ 1T ACGHIEED Eli
EORRIOBRFIRESZRT DL,

R=FEFREHZRBIT DRGSR
P OABNZ I DIRFRICBEL T, () B AV NRN W F S DR — 23— (http://jspe.umin.jp/medical /gui.html) T, TX
AR B T B CHISIRDFEHE LDV DRTIA B 57,

3. AERUVHE
WRZERUVRAZE0fES
I ESIIES MEKROHE
iR A 720
RERNVE WA RN
R BiE
iR A 720
L —F—IEfERRC TS

T EEC AR EkgYS 720, VY~ e (B n %) &L T0.175mg a6~ T3 )
T T IZES 2,

AR Ekg YD, VY~ b (B 2 )L C0.35mg& 6~ 7[RI Z53F T

IS5,
Ry R
FimsRPASH A L7
Qjﬁ ; fi{i 5115 T LA A Ekg =720, Y~ b GRHA TRH#EX )L C0.36mgZe6 ~T[aliZ531) T
H 3 -
IS5,
Ry R
EEBMGHEELC, LEMICAEKgMS 7D, VY~ bt GBa/#2)E L C0.021mg
A AL B Z6~TENZ 3T TR TIZES T2, BEOERERIZIGC TLRMICEEKg 472

0.084mg% ERRELCHFEL . LARNZ6~TENIAT TR FIZiESR T2, 728, 55
T RERRIEIR M DML A+ A A AR R 1AGF-D i S O AT AU UGl EHY
W92, 72720, 1HEEL Tmga B2 7202,

SIVWARAE (EIEICIRD)
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EHEERPASH A FED7SCGA | lE LA R Ekg Y720, Y~ ety (B s 1% ) &L C0.23mgZ 6~ 7[mIZ 53}
(small-for—gestational age) £ | TR FIZIESR 5, 7235, RIEA 0725 A X AR AR Eke247-0.4Tmg E CTHE &

IR RIE L. 6~7[ENZAMT TR ISR 5,

B iR EASHA B LA ARk Y4720, VY~ e’ GEIE T2 ) &L T0.23mga 6 ~T[ENZ 43T T
K= BRI BT D &S5, 228, RAH 505 A 1T AR Ekg S 7290.4Tmg ECHEEL |
KHE B6~T[ENZAMT TR TSR35,

(QFZERUVAEDHRERE- 1R
GHIANDZ N ENDENREX IR DIEIET AR T AL | BEAFOGHEBFN D A ZNE X I h IR k5 FE & OV /el Ol 5.
FRAR AL (ORFEIIRRER | OEIOR U B R S &R e L,
<FRMNEERVE LU ANE >
[ PN S TITFE ELBe R 3% (GHLiquid—1518) {238V YT, 0.003 mg/ke/ HZBRAE &L L . 418[11£120.06 mg/ke/ B IZH &, 8
FLUE%0.012 mg/kg/ B & LT, F/-. RHIBE#8R (GHLiquid-1519) DRETIE. 84 0 B O MEIGF-IE A e - &
L (e L mg/ ) &2 To720 24, Rk (IR &, BRIBIARESS) OUGEDRO DIV, TORER, ARFIO k- i
&3, B R4 1 B IR EkgX47290.003 mg, Fem &% 1 H AR HEkg7290.012 mg& L, MIKIGHF-ME K& ONERET AU T
JHERA TR A8 5 ENHERE AL E X LIV, D GHELHIO FAE - &L OB A%V | BAsEH £230.021mg/ke/
., 0.084mg/ke/#M (72721, 1 H EELL CTlmg) 2 _ERREL CHIFEL .. LAMGHT-VD HEZ6~T[ENI/) T TR G352 LT,

< SGAMARE FAiE >

[EINSITTFERABR (GHLiquid-151638#%) £00.033mg/ke/ H } 10.067Tmg/ke/ H CHEIAFREES Ll L T B BRI IMIEHER)
BNBLITEY, 0.033me/kg/ BTV Th 0722 RAG8D SIIERIN HDZ b, Bl F#130.033me/ke/ A %
LB ARICHRLT-0.23mg/ke/HEL , fll 2 DBEDORIEICE D THRNAR+5372355130.4Tmeg/kg/H~H &
BHZEELUT, BEARRERCO A HRIEL B R 5 CTho720N, SGAMEE BIEIZRIT DCGHIBMD AR T A2V, o> GHELK
DSCAMHERE BAED FATE Fi B ORI DOBEAGRZIRE 2R D ik 8L DG E Y| LRS-V 826~T7EIC
DT THRETHZEELT,

<X—FUSEERHC R I AR R >

PN EBITARRRER (GHLIQUID-40207388#) 00.033mg/kg/ H # &% (10.066mg/kg/ B BEIZ IR CIIAFIO A FRO B, F
LT & et EORBEIIERD DR -T2, F2 ARBRCIIERIIITON o Tehs, R—2T7 A0 051 5141048 %
TOHESDSOZALED L, 0.033me/ke/ HREE L C0.066mg/kg/ H BECHEIZRE D 1280, 0.033mg/kg/ H
T2 R RSB0 DI - 1= BE IS LT, 0.066mg/kg/ A £ THETHZL T, LD KREAR G ESDSO BN HIE
TED, LIZid> T, X— ARG I T DIERE R A T 2 A4 0 Bkd I #:130.23mg/ke/ 1 (0.033mg/kg/ H) &L 20
BARA4370356130.47Tmg/kg/ T (0.066mg/kg/ H) FTH R HZLE LT, Fio, X—FIEBERHICBITARE BICxL T,
BEAGRANBE ST R E FRRIC E RS-0 0 FH BZ 6~ TN/ TR 5352 kLT,

4. AERUVARICEAET 5ER

1. RERVAZICEET SR

HEABERIVEL S BT EE

71 KFOHEET, MIEIGF-TIREABIRL CHEE+ 5L, MIEIGF-THE %5 B4 248 H £ CIZ4E ML
5], ZH LR X128 D24TE RN LRI ORIES B 2L 528,
Fo, BERA OB EOBIL, #MH., MIBIGF-HRERIEL . AFIOWE, —FEY7ek 5 LS @i s L%
Zk, [8.3%M]

7.2 NI AROAEFRZR BR R R LB O W ESC MIEIGF-TRE MK F 952886 T D, AR 5L D0E

ROWFENTRO LR, OARFNE G L 72K ThMIBIGP-HE BN EYERPANICH DA, 5 1kEE
52, [8.35H]
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<SGAMHES RIE>

(R—FUEERIZB T EER

74 AROHEEICHTZ-> T, AFRESDAaT KRG EORESLEBL TRABITHINTT2ZE(H A/ NEN MW
P [X—F AEFERH BT DI R AR DCHIBFRO Eliti_ - OEE 122Dz L),

73 MEOHEICHIZ->TE, AFRSDA=T AR ROREFZEFL TREIITHBT 524 (FA/NER U
P/ ARRBIT A2, [SCAMHES RIEIZH I HCHIBRO i EOEE 12 RDZL),

(figzit)
RN EL AW AR

BT NEAE TS BRI FR TR B GEEA MR R FECRITIEF 26 N T AR aERa 5 (B DA JEBE AR A T
VA IED B LIRRO T & IR EEER DO BT DL,

) () AR e TN T R AsRER T O BT SIBIROF 51 I, TR ARRAVE S 3 R EEOIRRO F5 &

http://www.j-endo.jp/modules/edu/index.php?content_id=5

SGAVEEEEIE>

A A NRN P IEE/ A AR BT E R ES O ISGAMRE FAEIZ 31T HGHIEEO i _EOIEE 122V Tk, (fE) AN

RNAFWFER— 52— (http://jspe.umin.jp/medical/gui.html) X% (#1) B AFA IR B FE2DOHR—L—Y
(http://jsnhd.or.jp/info/guideline.html) CZ#D FHR A BRI HZ L,

(R—FEBRHIRBITHIEEE

A A NERNGWER DT X— T AR 3T DR BTk D GHIRE O ki EOVERE 12 OW TR, (fh) B A/ NERN W

i — A~ 2— (http://jspe.umin. jp/medical/gui.html) TEFDIEFINE SR DL,

5. BRERAR

MEERT—/1\wr—o
1) A RE RV DA ASE

N ; L PSES A/
(= E; P = =
PR RO FIEE ARBRE () P ML
I EEINCIN = ARIDAINE, 24 R O D i
ey GHADULT/J/1/]| V3 AReBE © P BRE LT IREA L IEE R 2R
FHER E AR e
(66431 kbR
BARARRA B EA L KA R OOz B L L
EIWNEBIFHRER | GHLiquid-1518 | EL 0 RERE © TP IEVEZAL T TRt IR BB R TR
(11641*) ElE gy
B A A\ GHLiquid-
151838 & 58 T LI AHIE I GO G E R O P EO R
EWNEIFERSE | GHLiquid-1519 | fRARKESLESS | © e BE LT IV EA L IEE R  TRERM
WA R
(108451*)
HAANI/1/ ]38R K0
PSS B Gk R AFIE BB GO L e EoEE BbEL
EINFIRESR | GHADULTA/2/S| "o e psporami | © | ok rREm LBt
(44151
H A AGHLiquid—-
15197ABR LY e 52k YN = /
ENEIAERS | GHLiquid-1650 | #ELIEREALEY | O ﬁgﬁgiﬁggiﬁggmwam&
ISR 7P AP THFIR LEAS
(83%1)
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2)SGAMRE FAE

S . B x5 S/
REER R BR O FRE BT D B L
TERER A B AFI B a3 G- 22 e K OV Eh BE D
ENEGRIEPEEAER | GHKIN-1253 | (HAA:424* 4 E | © FatE B L LT B E A L T B R RIR
N A445*) HE RIS TR HisaA R
A B iR s &
U . PEROSGAMEIR & AR FHBOEIER O PEORFE
FINRIREER | GHLiquid-1516 | e amae | © | Bioe Ui s it R i
(82511*)
H4< AGHLiquid-1516|
AREBRA 5T T LI B AH2 FHBEORIAMER L SEOR
ENEIFERER | GHLiquid-1517 | BHSSZ 70 SCGAH  © e BRE LTI E 2 b B b TR
IS FE/ N M i
(82451%)
A E A Catch-upL T AAD 25w EOKEH K OE R 5RO
AT R GHRETARD/ | 72U SGAMEARS £/ )s ) BRI R OV e W ONT IR e S Rl et
e 14-20-21/NL IRERE AR A B e LT- B e L &
(5361 B TR b R
X —F BRI BT IR
W " B PSES S/
Euu% nﬁﬁﬁ@ *ik,ﬁi ﬁ%ﬁ% g (E {@J;ﬁ) 7}3 % *&g
FA B SR A A
e b - Dl —J U EfERE AFNDF IR V2 2O RE H e L
ENFIHGER  GHLIQUIDA020\ © e i pimmme | © | 7ol (l— b T RE ot
(5141)
S/GHD/004/NOORER
ITHAANILBIL, UL
HEAE TSN
VAVIRSY /D
S/GHD/004/NOO#Ex LAY T 4 T 0T —ZNE R T 41
DOIRBRSEh T2 — 7 w7 R AT HS/GHD/004/NOO
WMEIFEREER | GHNOO-1658 | » TV F4haEE L D O R (T AT 4T MR, EES
BEEZT, DO BT, WATEERD Lk BR) oWk Z2 &
BREREREC/LT Te)
shae OB AT
7o X—F SRR S
FNREE
(2441)
O :FHiEEr O:zEEk

k1 L NEARAT R GE IS

(2B R EEHREABR

VI FEDHEBNPESDIEE 2. SEEER (235h& BT 38R D THE R

QRERITEHER

<G =T —IERREC BT RS K>

MOBGEAVRRER DAZIERGEARR @QEWNSIHRRER (LT et 4 LU I VT A e 12 LUK

B LDEERNT) | DTSR
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< SGAMAR B FoAiE >

[ORRREASRRER DA ZMERGERER ®EPNEIIFEZER (GHLiquid-1516/GHLiquid-1517385k) | DIEZ
<X—FUIEERE BT AR A R >

[(OBGREATRER DA ZMERGERBR OEPNBIHERER (GHLiquid-4020385%) | DIESHR

(OFREIRIEAER
DA HERREEEAER
<REAVEL AR RS RIE >
OENFETHERER (L7 ¢ e SEbmef 52 LD ERARIRY)
0.5EBEHA(0.175mgl ZHH )/ kg/ I O~ T[ENZ 53T CToH A I N 54T o T- & E DR Edi i K O Gy B4R/ B i L LA
TOLEITH-TZ,

- AR (em /4P e basin A e
FENEC | RIGIRIE | RGO | RS | ERGBRMARE | BRGHTIE
Bl 9 4.0+2.4 - 9.242.9 11 0.87+0.17 0.97+0.22
f 28 - 7.0+2.4 6.7+1.9 26 0.84%0.13 0.86+0.13
) WRERHIRI6 ) A O iR B2 1R RO ORI TR LsRed T, Py +SD

TERRRIER D B R (L RN ERAT X SIEBI5 1) TABI6IE, TRMRIEZ A 92 Bkt (L VEMRIT R GAERI36451) THEITIRD
RITER SR8 BV,

QEWNEBIFERRER (2 VT e 24 LU S L DEEFRED)
0.5[EBRHAL(0.175mgl2FH %) /keg/ M % B5~TENI 0T CTom A B T GAT 7oL OREHEE K O A BT LI T oL R
N Th-oTo,

- IR 2 (em /4P A B
REIS SIS [RGEEE TR REN S TW2ik
S 10 3.940.7 - 10.3+2.5 9 0.740.5
f 11 - 6.8+1.4 7.0*1.1 8 0.4%0.4

15 RERIINI6H A DR HEA VAR DR Bl R [ B sk 7=, 4+ SD

TRERIE O M GRS N ONEIRIEZ A 3 D9850 (2 &M SUERI2 LF) W3 AU B W CHEERITRED bV -1z,
QEPFEIHERER (VL F 4 F e s S 4 LU XLV F A hae s i 12 LU G L D BRI EY)

0.5[EIBEHANL(0.175mg| TAH )/ kg/ WA 2 ~4 12431 T A BILL LR TG SN -3 17T L E DR REEE K O
A BRI TOLEBY Th-o7z,

- R (e /4R ™Y A FAEHRR()
B KGN | ORIGHERE | AARE | TR | B | GPIE | BAKK TW2ik
& 23 34413 - 8.2%1.6 15 1.3+0.8 8 0.840.4
i 23 3514 | 6.8%1.6 | 6.9%19 18 1.4%0.7 8 1.0+0.5
FED BB 120 A AR O BICIXTAER O L RO ONTHE L kb7, Py +SD

1£2) Greulich & Pylel: (GP1E)
SAFNDOAEGRS N TOD R ERIKIL TR 5 TH5,

TERRRIER D I PR K ORI 2 A 2 (LB SIERIB3 ) TN Z I BIIEORIER R0 b,

HHEMOELE S RO ZAUIIA BB Z DA, IR IIE B Flia A TS E W e RS,
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(/%)

1 o# B M (a=15)
@ YhHEELH (n=18)
7
o L
F © o
w5
I\ J
] -1 fe) Py [ ]
®
= ®»® O0BOo e
it © o H :
1-1 ..2 ...
. n=33
y =020 x + 0.99
7 r =045
p < 001
B S S S S S
BFEBROENL  GE)

%5127 AROBERDOEIL(PIE) & HFREMDOEA

<= JEERHC R AR >

@ENSEUFERER (LT A hae s FEF 4 LU UT VT b e S 12 LU B GC LB BRI
0.5[EFEHAL(0.175mgl A8 4)/ke/ T8 X 1% 1. O[E B HEA(0.35mgl A 24) kg3 A6 ~T[AN 43 CUER R T 54T 72L& D
TR K A BRI LU FO LB THh-oT,

B N R (em/ 4F) A BHFERRGR)
(LU /kg/3H) o EIL RIGERE | IBOMEE | RMERAK TW2RE
0.5% g3 39 3.7+1.1 6.01.1 36 0.9+0.6
1.0 4 41 3.71.0 7.2+1.3 35 0.820.6
§ KRS TWAEEEIT.0 LU /ke/HHTHD, SEH+SD
AANOBE %25 T 25 9 B3 HCRIER (BRI R 4 5 1) RO LN,
P E R4 OISR Z S5 T R D7 h o7,
558 " . . FESTR EE (%0) L
(IU/kg/J@) /ﬁfﬁ@ )d‘%)\%( ;‘Q’é—ﬁﬁ &L_}?& t*ﬁﬂi
0.5% 4 39 14.4%17.1 15.3+17.6 N.S.
1.0 4 40 15.4+17.4 14.0£14.7 N.S.
§ HGESN TWDI5831.0 LU /kg/iTHD, S +SD
) B EE X ARG 54 B DOREHE = 36 M OMEHEMR B 6% WV, U CTRL,
R R (Yo) ={(1A< B — FRABA )+ FRABIAER) X 100
PIARRE = B RARII AN S 9 DAEHER | Sy R = 1Z s RIS 3 540
B BRIt I ORI C LD EHR I ST A DN 2o T2,
JETHEE () <20 =>20~40> =40
Bh5E . iR . iR . D@ESTEA
(I.U./kg/i8) (cm/4F) (cm/%F) (cm/#F)
Be5-i 3.6+0.9 3.9+1.6 3.841.3
§
05 5% 26 6.0£1.1 10 5.8+1.1 3 6.520.7
Be5-i 3.8+1.0 3.4%0.9 4.3%0.6
10 5% 28 7.3+1.4 Y 7.0+1.4 1 7.7+1.1
§ GRS TOHHE G R0 LU /kg/ T TH D, FEIESD
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<ERBRREFEICRBIT AR E >
GENFHIFIRER (VL7 (b 12 LU 5 LD B

1.O[EBEHAT(0.35mgl HH )/ kg/ % 6~ 7[RI}

AN CUERI R TR EAT T2 EDOREREEIZLL F D& B Th-7-,

TBRRITE O B R K ORI A A 3 D08 (0.5[EBREAL/ ke/ D 5452 TR E 2 5 T06051) W HUZ IV Th

BIWERIIRED b1z,

FHRBNZBN T, BERETW2EIZEVHIELIZEZ A, A B4/ A

e 5 N : PRI en/ )

NGy RITTRIFERE TR
i3 19 3.9+1.2 — 6.7+1.2
2~ 5 »H 2 4.2+0.6 10.3+5.1 7.3%2.1

H 6~11 »H 4 3.9+1.7 7.3%+1.0 5.2+1.2
12~18 » A 9 41+1.8 6.5+1.1 4.9+0.8
SE#)+SD

JEAEHRL A B KA/ A TBEEIO A B33

LT,
PIE I AEHFE/ A BT A B RAER/ A TEAF HRE
19 1.4%0.6 1.60.4 N.S.

< RNV G EEE >
@FEPIFEITFERER (Lo BatER) (GHLiquid-151873527)
GH3 W RRER I 2 KW GHTEME A 3ng/mLAS Cdo T2 AR R AL 23 WA A FRE | Sl (3% 5-0 3 ~ 43 -

0.021mg/kg/ 1

I, #5430 ~8

1#:0.042mg/kg/ 1

. P58 ~243:0.084mg/kg/ 3\ TARAI XL 772 %1 B LBIEEE /T

T ELT-,
IHH BeHHE HRERBA LA 24 T A(% ) (95% 54X H))
p &
e foﬁﬂ 10.28+4.15 8.8514.44 -16.16+1.81 -17.82
AR (n=56) 3 i
(RASH B (kg) Zoet (-22.90, -12.74)
RIS o) 9.85+4.13 9.97+4.27 1.66-51.84 p<0.0001
45+ SD
e 2=
HH BeHHE PR B LA 24 T4 & (95% 15 HHIX 1))
p fl
AH o a " +
9% 1GF-1 (n=56) 2.161+1.33 1.16%£1.92 3.35%0.17 3.34
Sp 2T Foed (2.87, 3.81)
B -2.47+1.11 -2.44+1.26 0.01%0.17 p<0.0001
(n=54)
S £SD

IVE R B 367.8% (40/59%1) Toh-oTz, T/2RIEH GEBUFED10%LL ECho7- 34 IXBIHIR20.3% (12/5941) . K

Ry 72 RE18.6% (11/5951) . v AE13.6% (8/5945) K UNEEHTiE10.2% (6/5951) Tdr-o7=0

DENBIFERER (F# 5-3080) (GHLiquid-1519785r*))
PR AERRBR 2 58 T LT iR AR RV AR IE BB 2121 B 1RIBRERTC R TR G117z,

BRI 5 50 ~431130.021mg/ke/ 1
% HA8I £ TILERIRIE IR M O GF-1i B A H - B oo#ER 3T
1, ¥ 54 ~8i#130.042mg/ke/ ¥, #% 581 ~2431#130.084mg/ke/ D F k- $¢

FizA TV, 128

[ 72 B P 5018 ~4381%0.021mg/kg/ ¥
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5L7-,

I BEf 2
N —p I SHE 4 R/ﬂ:ﬁ_\‘ o/ f=
IHH P50 ARBRBRAA 48 3t %) (95% X M)
? p il
_ELSE SR
R JHERIERE 9.37+3.77 8.73+4.15 -8.12£2.36 1.23
e (n=65)
IRAEH & R P R (-7.03, 9.48)
(ke) ’(E j 9.79+5.26 9.15+5.71 -9.353.42 p=0.7684
=
SEHIESD
itdiipae
EHH w5 R LA 48 W% Zivi (95% B HEIX 1))
p fH
LS
X }ﬁ%ﬁﬂﬁ -0.54%2.52 | 0.27£1.52 0.90%0.18 -0.48
13 IGF-1 (n=69) 1.1, 0.15)
ShA=T Eifﬁ 0944298 | 0.59+1.86 1.3820.26 p=0.1312
)+ SD

BIWE I SEBUBERE 1, gt ©o7.7% (41/7141) . &€ F EmREC59.5% (22/37H1) Th-o7=, FREIEH (W T o iaiiE
T10%LA_EB) 13, A AU RRBESER 1~ IGF-1) #E AN C, A SR T12.7%(9/7161) | [E & A EAET18.9% (741/37%1) TH-
77

< SGAMARE FiE >

PNEBIITFAFRER (GHLiquid-1516/GHLiquid-151758%")

SCAPEHARE it (B AAH 4 & BSDEAS —2SDA= T LAT) O/NRIZAAI0.033mg/ kg (0.23mg/kg/ITHHE) X%
0.067mg/kg (0.47mg/kg/FIAHY) &1 H BRI FEG-UTz, SHREU CHIAIRIA ST 72, B 5 ARIIAAKIRR 2208

T (44E) | BETRFIEIE52:8 (145) L LT,

HESDAI T O L&
HH B¢ 5214 1043814 2083 1%
0.23me/ke/ il 0.55+0.05 0.79+0.07 1.0820.09
-4olmg/Ke/ I (n=33) (n=33) (n=30)
0.89-0.05 1.3940.07 1.9240.09
A SDA=a 7 e
HE 0.47mg/kg/ 1 (0=34) (0=34) (0=29)
0.08£0.08
ARE YL I - —
““([ﬂ?g}é (n:15)
/N A SE
B RESDAI T K OV EHESD AT DRRRHER
THH e hRE R—2F A 523 104:81% 1563814 208 %
0.23 -2.95+0.62 -2.43%+0.67 -2.19+0.72 -1.99+0.79 -1.88%0.78
TR mg/kg/ (n=33) (n=31) (n=31) (n=27) (n=27)
SDA=T 0.47 —2.90%+0.67 —2.02+0.78 ~1.41%0.69 ~1.12%0.71 ~0.91+0.72
mg/ke/ 18 (n=34) (n=34) (n=32) (n=29) (n=28)
0.23 -1.70%0.99 2.47+1.93 L.11=1.24 0.691.09 0.28+1.33
B mg/kg/ (n=33) (n=31) (n=31) (n=27) (n=27)
SDA= T 0.47 -2.03%+1.45 4.79+1.94 2.89+1.13 2.161.59 1.47+1.87
mg/kg/ 1 (n=34) (n=34) (n=32) (n=29) (n=28)
MR —ATA LB R EEESD AT T (I AA D 5-BRART ER Ok R ISR H L, RESEN)

EIVEFFSBUEEEIE, 0.23mg/kg/ TBET24.2% (8/33F1) . 0.47mg/kg/MAEETA1.2% (14/3445) Th 7=, F2EIWER (s
DIEPFERET8% L ) 13, B T0.23mg/keg/ BRET3.0% (1/3341) . 0.47mg/kg/ BRET11.8% (4/3445) . U T0.23mg/kg/
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TEET6.1%(2/3361) | 0.47mg/ke/THRHETS.8% (3/34451]) ThH-7=,

<X—FUIEERE BT AR A R >

OENEIHERER(GHLIQUID-40203451'?)
R—F UEFREC BT DR B/ N ARSI, AF10.033me/ke/ A (0.23mg/ke/ I ZAE4) X1%0.066me/ke/ F (0.47me/ke/
AR Y) Z 104 THe 5Lz,

HESDAaT DA
TR 7=
HH BGHE 1043t (O5%{ZRE[H])
pfE
0.23m%/kg/@ 0.84-0.09 0.63
(n=25)
A HESD 227 i (0.38, 0.88)
ATmg/ke/ 1.470.09 p<0.0001
(n=26)
o/l e T SE
ANCOVA model, A E/KAEM 5%
HRSDAAT KO EEESD AT T DOFRIREHER
=h LR R—2FA 52 % 1043
0-23(252 lg)g/ 8 -3.2440.76 ~2.6240.71 ~2.40%0.72
B SD xa7 .
0.47m%/kg/ﬁ] 23.9540.71 -9.9540.84 -1.78+0.94
(n=26)
. i
0 23(:522)8’“ ~1.99£1.17 2.80+1.13 0.58+1.59
RRIEESD AT g
0.47m%/kg/m 170+1.33 5.01+1.92 2.65+1.76
(n=26)
PR AT A D R RESD AT T AAFI 2 5 BT LA O BRI I SR T2, FHIESD

FBIVERZEIAERSIL, 0.23mg/kg/IARET20.0% (5/2541) . 0.47mg/kg/ TRET19.2% (5/26/5) TéH-7=,

)R EMHR

ORRNRREALE ST EIE

M)A EREERER DE NS

@SGAMEIRE BAE

TDAZMERGERER ©EPNESITH

5Bk (GHLiquid-15195885R) | DIES MR

5% (GHLiquid-1516/GHLiquid-1517388%) | & N @)TRFERIE A Dt sl (—i%

I BGERA, FrEf H REFRA, 6F FH oE bhisdi) | BUEIRGE% T — 2 N —AFRA, EIRGER ERRRBR O A
< SGA (small-for—gestational age) PHEE FAE > O©FIERGER FEARER | OIES IR

@R =T EMRRE BT DR K

TONRRAEET 1R AR A (— sl A SRR AR B P iR, o FH i PG AY) | RS HRTERR T — 2 — 2

A, PEERGERERRRONE <X —F U EFERHICHSIT RS K> @RIEIRGE% IR RER OHES M

(5)EBE - FRAERIFRER
MMERRL

23



(6)REAIEA
DERERE (—MEARERE. BEFERRERE. EABELERE) . RERFTRT —IN—XAE. HiEREE
RGO NE
EERVE I EIHE S e
O AR
1988411 HH519984E9 H £C, 265HE%0 51146510 FHA A RIS T,
At
L EVERRAT R R 114061233 T, BIVER SR BUERFISRIT3.16% (3641/114061) ThH-7=, BITERDOPWRRIZIVIL 222k
(ER EoHEE) B3 5EE 8.EWEA RIEAFREBE % MENLES SUWARIHES BIAE) DES
B BIVEFA R BUEBIERIL0.35% (4451, 114041) THY . Z D PNFRITTHISNHGENE (FF3€) 2320,/ 26], CPK_EF-A314F /141,
FKABIFEAED L1 Cho o7z, BRIV T4 Ub [EHE T Th o7z,
)
FRERANV T OIRFEOI2 LIRS FHRB) K ORISR QY EE (G0 sie e fodE) (I o TR
HEOHES ) R OB, J RO LLOHERE ) 2777,

PR OHERS
KA G- hARE 1 4% 2 F1% 3tk
BB 4.27+1.30 8.03+1.92 6.94+1.71 6.00£2.03
(%0 (698) (683) (222) (112)
YR | 1 AR 5.97%2.40 7.46+2.16 6.511.79 5.80+1.44
(B0 (65) (65) (10) 4)
1~3 A 6.47+1.78 6.24+1.97 6.09+1.65 6.02+0.02
(B0 (153) (134) (22) )
3R 5.0541.71 5.27+2.18 4.80+2.56 3.49+1.62
(%0 (137) (127 (30) 4)
SH)ESD - em/4E
HAEH, B RO L OHER,
AP 5B bARE 1 4% 2 % RREE
BB 1.02+0.22 1.02+0.19 1.00£0.18 1.01£0.18
(51450 (486) A7) (145) (78)
IR | 1 AR 1.05+0.22 1.03+0.19 1.14+0.18 1.05+0.06
W0 (39) (41) @) )
1~3 R 1.03£0.23 1.05+0.21 1.10+0.13 -
(B0 (88) (86) (10) )
3R 1.12+0.15 1.13£0.16 1.11+0.14 1.16£0.09
(B0 (82) (76) (13) @)
Y +SD
<H—F— BRI B DR B e >
Ol kiR
1991451 A7>52000559 A F T, 605tz 5900 TR 3 B E T,
A

T MERAT RS0 35\ VT, BIVERI S BUEGIR1Z13.33% (12481/9011) Téro7=, BIWERD NI IVIL 224 (fd
LOEEE) BT LA 8.AWER eRWERRBMEE —ESE ¥ — T —IEEEt OES M, BEELEWERII ) o7,

B R

FRERAVE L OIRIREO /2 FHELERE 6 K ORHERER OBV B () 1B 2 [ BEEEEOHER | L OB+
Wit/ B RO OHER | 2R,

24



R DHERS

AH P 5B haRE 1 4% 2 % 3%
B pl 3.74+1.16 5.97+1.64 4.93+1.93 3.37+1.13
(51450 (73) (70) (23) ®
B 3.69+1.53 4.21+2.23 2.43%1.20 -
(%0 (14) (10 @) 0)

SR ESD ;- oem/4E
B B RO L OHER

AF P G- BhaRE 1 4% 2 1% 3 1%
Bl 1.25+0.20 1.26+0.17 1.19+0.12 1.16+0.06
(51450 (53) 1) ) ()
lg =3l 1.24+0.10 1.24+0.11 1.10+ 0 -
(51450 (12) ® @ (0)

SE#)+SD

<ERE BRBIEICBIT AR RE >

@ E ARG A

19974E4 H ~20064E3 H £C. 167/iizk 0 H395FI0 A A MmN S U7z,

B

LSRR S 1386 1L 2 35 1T A BINE A SE BRI 2R13.27.2% (1054, 386/5) Thro7=, BIWERIDPERIZIVIL 224 (i
A EOWES) BT 5EE 8.AER eRIERREEY &% JF RERE) OESH,

TERELRIERIZ L4 Ch o7z, EONFITKIEE, THEZERRE, 77 /AN IBK, MEIRREEIER | AR, B, IAE,
OB, OBIDIEAL., IMEEREIES Y MERE R A2, BEHAFHRRREL, NI B AR L, TADADE L Th o7, 7
VBRI, IR, BRI D BT ARIENE, CAD TR TH 1203, ZR LSO ELI L ENE TR TH -
72

BB

BRIV OIRIRIEO 72\ LB s K ORISR OB EE (SR siaR ) (2B D TR EE D
ek ) R OB, TEE I O LLOHERE ) 277,

R OHERS
BRAART 1 4% 2 4% 3% 4 4% 5 1% 6 F1% 7 1% 8 HFf%
BRI 4512172 | 652+169 | 529+145 | 475+1.32 | 452+1.37 | 4.09=142 | 395+1.27 | 4.02+142 | 3.74+1.54
(B0 @11) (220) 177 (148) (115) ©5) 67 “1) an
14 | 430+ - 685+ - | 48% - 414+ - 325+ - 205+ - 130+ - - -
(=) @ @ @ @ @] o) @] ©] ©]
1;%? 4344136 | 4965121 | 4714157 | 4.20+141 | 404119 | 353+154 | 2744212 | 3424167 | 2.25+2.28

ALY ©0) 22 (18) an (14) 13) (10) @ @

=)

[ 3;5? 444117 | 4631097 | 4.74+147 | 420+1.77 | 353+1.36 | 3.28+1.60 | 3.00+£1.77 | 4.72+0.79 371+ -
(%0 ®33) ©5) @1) ©0) (16) 1) ®) )] o))
5AELLLE | 3.88+1.26 | 3404097 | 259+1.77 | 293+0.13 | 245+125 | 287178 | 1.52+1.09 - -
(B0 ©) @ @ W) @ )] @ ©] ()

SEH+SD o em/4E
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HAEH RO O HER,

il 1 4% 2 -tk 3 4 5% 5 6 F4 (= 8 4

HHI 0774021 | 0.81+0.19 | 0.87+0.18 | 090+0.17 | 095+0.13 | 0.99%0.12 | 0.98%0.14 | 0.99+0.15 | 0.85+0.05
(B0 71) (112) 82) @) (50) (40) @70 14) @

1 AT 095+ - 096+ - 092+ - 089+ - 086+ - 087+ - 091+ - - -
(B0 ) o) o) @ o) o) o) © ()
lﬂgéﬁ 0.90+0.20 | 0.89+0.14 | 098+0.13 | 094+0.13 | 1.00+£0.13 | 1.08+0.07 | 1.03+007 | 120+ — | 0.94+0.06

AN (16) an 6) © ® ® 6) ) ©
=)
4l ?;';%E 0.93%0.12 | 098%0.09 | 0.95+0.11 | 1.02+0.10 | 1.01=0.09 | 0.94%0.07 | 0944008 | 0934007 | 093+ -
(B0 19) 12 12) © © 6) ®) @ o))
54D | 1.08+0.10 | 1.1170.13 | 1.15%0.05 - - 106+ - 105+ - - -
(B0 ®) 6) @ ©) (©)] o o)} o (©)
S +SD

<RNREANV B D UWAANE >

@R gAY

20094710 A ~20144F9 H ECRAE R Rt A2 F2 L | 68Hiime) 5358F1D A S IS ALz,

ek

VR R SHEMI334F 2 33 1T D RIVE I BUERFI221216.8% (5651 33441) TH -7, RINERIDONFRIZIVIL 224k (ff
FOWES) IZHET5HEE 8.AWEH eRWERRBUEE 5% MAMERLVES WA RIE | DHSH,
EIE/REIWE AR EEGZRIE3.6% (12451, 334451) THY, ZOWNFUITRZENHIANE, NEAED BIEREE 204/ 2151, SEI0E., 5
B, TIEAEL., BR TR, BRI TIRE, TAD A, — BN I FEIE, RRYEIIREAZEMEE B 1/ 145
Thole, Bl FEAEO BMIEL (L4160 1IZEHE L7 EBAEDHY | BERIEIIAREIE Cho7on’, ENLIA G TE]
ST Th T,

H B

HMEOFHME LTI, B T IEAEARIK TRE DO QOLFHMOD 72D IZBHF S 7= RN T AL TREQOL R (Adult
Hypopituitarism Questionnaire )z L7=FR&E TN =12 1),

i g
20 Fta+sp
$: P < 0.001(vs BIHE)
80
H : l I ! H
70 { 1 i i ; i ! i
] 1 1 I ] ' 1
] 1 1 1 ] ' 1
A T P T T
] IS 1 ¥ 1 1% 3
R B A L S A
‘.' £ & &
¥ B + E: t $
50
40
30
20
5] 3 & 2 e 4
&5 ) ) -3 -3 & E
¥ A A & & & &
& (]
A BiF 161 139 126 120 100 67 47
¢ LE-HE 161 139 127 121 99 68 47
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< SGA (small-for-gestational age) MRS FHiE >

OFFEfE A TR

20094F11 7 ~20184E11 H £ T el RGBT A ML . 1505i7%0DFFEUER46 1151, AkeHER465I0 T ZEAN M S L
7=

Atk

AV OIRIRIB O LIRS GITHUER]) D72 RN GHE 56 Bl 351 D RIVER OFEFIL3 751 (8.1%) |
GHLiquid-1517788% ([ QEEE SR | L O G B it B8 72\ SGATHE S B RGEIRTER BRI RER | OIESIR) HHod
kB (RETERE ) 0022 A MRS SR IA6 B 33T DRIVERNIX L (2.2%) Trodz, RWERDNFRIZIVIL 224 (3
OEEE) BT LEE 8.AWER eRWERRBUMEE S SCAMKE RIE) DESIR,

e RIVE RS BUE BRI THTAE BT 1.3% (6451, 456 51) S OSHEHEIE51C0.0% (051, 4661) Th o7z, EONFUL, TAM
o T T IARRERDBZFIVE M 205, S, RIS, RFKIER D EIEN I Th o7, #almiE TAnA (11

L) ARBUE TIH T3, TN LSMORGIIEIE TR TH -T2,

AT

HTBUIE G K OREREE G235 DT RSDSDZALBDHERS | e OV itk BE K OVl R BESDS D HERS | 27 g™, N—RT A
(. BB B CIIATABIAAR L AFEIE B Tl RS B RIR (GHLiquid-1517) TERAILIZAN—2T A Th D,

HESDSOZEEDOH
1 4% 2 1% 3% 4 % 5 1% 6 1% TR 8 1%
FRVER] | 0.757%£0.367 | 1.190%£0.547 | 1.477£0.625 | 1.632£0.686 | 1.787%0.724 | 1.945+0.782 | 1.986+0.821 | 2.447+1.344
(B0 (367) (301) (231) (190) (135) (79) (40) )
HRREAER] | 0.787%0.327 | 1.223%£0.520 | 1.502+£0.608 | 1.568%0.724 | 1.436%0.817 | 1.085+£0.521 | 1.001%£0.501 | 1.049%0.579
(B0 43) (41) (39) (32) @n © ©) ()
) ESD
FRRHEE M USRI EESDS D HERS
HH BRkAIRE 1 1% 2 1% 3% 4 1% 5 4% 6 % 7 4% 8 1k
HIHUER] | 5.638+1.626 | 8.69621.533 | 7.436=1.450 | 6.628=1.191 | 6.2171.375 | 5.699+£1.325 | 5.734£1.291 | 5.766+1.324 | 6.782+2.024
R | (5 (290) (367) (301) (230) (186) 134 (78) (39) ©)
lem/year] |fkGHER] | 5.254+0.892 | 9.200%1.683 | 7.598+1.226 | 6.772£1.020 | 5.838%1.014 | 5.603+1.329 | 5.103£1.019 | 5.636%1.244 | 4.778=1.377
(10 “43) “43) (1) (39) 3D @1 @) ®) ®)
PHUER] |-1.7522.082 [2.985+1.969 [1.645+1.831 [1.013+1.605 [0.750%1.712 |0.299+2.082 | 0.651+1.997 | 0.557+1.597 [0.575+1.753
R | (B (290) (367) (301) (230) (186) (134) (78) (39) ©
SDS  |fEFEER] [-1.808+1.394 [4.049+2.176 |2.3541.546 |1.564£1.445 |0.583£1.434 |0.105+1.815 |-0.634£2.173 [-0.137+1.893 |0.586=2.072
(BP0 (43) (43) (n (38) @D @n @) ®) ®)
S ESD
@BLER TR FRIR AR
AEEARFABR (GHLiquid-1517) (T2)EEAZI R | DIEZ ) | X AUEIRIT AT B LARE, St kbt E 4 UG AR R ARER ) & 3t

FIEZ CHEREL, 20094F12 A KE T RIEFID AP A 4 T LT, AREER R~ GRS BRI BT A 2L O
DN CEEHT D,

e
HGRH

VI Z2=PE (B BRI 2HE 8RR ®RWEMZ ML K5 SCAMHES K DHEEM,
RBRIZ W CEERBIERITZ2 -T2,

o H LU ORGSR e A2 i

27

FHRFECORWEMZE D | AR T RFECORIWER O FHEIE1336.3% (2941, /80%1) Th-7=, BHWERD NI




ATNE

FEFHIE B THD260IF AUSFNT D[ RSDA=T DZALEL ), K OTRRIRESDSOHER | 2~

HESDAa T DI bE
THH BeHHE 260 %
0.23mg/kg/#
1.21+0.11
(28 i)
AFE SD 2a7 N
0.47mg/kg/ 18
2.03+0.11
(29 i)
/N IR+ SE
R ESD AT T OHER
BT R—2F A 52 1% 104 384 156 % 208 % 260 % 312 %
0.23mg/kg/ 18 -1.63£0.97 | 2.47+1.98 1.13+1.28 0.801.06 0.40+1.30 | 0.46+2.16 | —0.29%+2.15
(50 (31) (29) (29) (25) (25) (23) C)]
0.47mg/kg/ ¥ -2.03+1.45 | 4.79+1.94 2.89+1.13 2.16+1.59 | 1.47+1.87 0.80+2.18 2.68+3.24
(%5 (34) (34) (32) (29) (28) @7 (12)
SEF4SD

)N — 2T A O BRI ESD AR T I AAN O3 5-BRARRT AR Dl Rl B B S L7,

<K= IEERC B DR >
ORr T A R AL

20174E11 A ~20214F1 1 B FCHREMF B A S =ML . 2255385, X— BRI BT AR B BECAT AR
B ZHID TINT A b 3 B 587 BB CHTRUER) 36651 & O"GHLIQUID-402073%5# % 58 T L7 B8 (RkfeiE 1) 35451

DOMAEENEINS T,

e ciis

LEEVERRAT R SR TORE R CITRUER : 35451, MGHERF : 3561) (331 DEIME BB B IHHEFNIZ ISV T 11.4% (4/35
W) . FRBEREFIZ W T14.3% (5/3541) Tho7-, RWERDOWNARIELIVIL 224t (A _EoaEss) 2B+ 2EE 8.&IMEMA

RIVERIE B E 0% X—FEBRE DB,

BHUERNZ 31T D EERBEIWERITA2h > 7o, AERHESNIZ ISV TR0 EEZREIWEMA DY | AR ()R S8 10) KOV
T (B2 - [8148) TdooTz, ZDHH | ANEEARDIEGE, BRSNS D RIO AEEAREAE R DFEZE S Lo HFRIED DY, A
AILSOZRGE 2 BT,

AN

AARD/NROIERE S K i O B ARD X— T AEGREBE OIS R OF N ENF L2 BSDA=T LU, [&

FESDARaT (HARNEEAE) | RO HESDATT (HARAX—F U EERHENE) )& R (cm/4F) . lEHESDAT T O
B ON—2F A INEDEA LA TR T, N—RT AL, FHEGICIIATR AR halRe . A H1 Tl X RS IR TE A EEART
% (GHLIQUID-4020) TEHLIZb D TH D,
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HTBUE B

HH R—RATA 1 fFf% 2 1%
HESD 2a7 Zay -2.928=+0.711 -2.419+0.858 -2.154+0.992
(HANAZEE) (%0 (33) (34) (30)
NR—ATA IO I - 0.51270.390 0.7910.542
(%0 ©) (33) (29)
HESD 2=7 za7 -0.375=+0.637 0.136-0.695 0.434-0.743
(AARAR—FiEfE (%0 (33) (34) (30)
HEREUE) NR—ZFA U PEDEA L - 0.516+0.282 0.832+0.350
(%0 ©) (33) (29)
R R EE [em/ 4] ey 4.69+1.24 7.88+1.67 6.54+1.68
() (29) (33) (30)
NR=ATA DI - 3.45+1.48 1.78+1.70
(%0 Q) (29) (26)
Al EIEEE SD AaT -1.576+2.378 3.597+4.571 1.851+1.994
Zay (%0 (29) (33) (30)
N—2TA U PSDIA R - 5.606+3.434 3.735+2.471
() ©) (29) (26)
45+ SD
ATEIE (5]
HH NR—RTA L 4FEt% 2 4% 34FEH% 4 FEA% 5 4% 6 44 6.5 4%
B SD Zay -3.324£0.661 |-2.497+£0.709 |-2.107£0.777 |-1.9260.813 |-1.855£0.910 |-1.963%0.990 | -2.079+£0.919 |-2.051=-0.906
2=y (%50 (35) (35) (35) (35) (35) (32) (32) (31)
(AARN R—RAGAY
) - 0.827+0.376 | 1.217+0.535 | 1.398+0.615 | 1.469+0.745 | 1.375+0.766 | 1.325+0.776 | 1.328+0.753
) MO E:
) (35) (35) (35) (35) (32) (32) (31)
(5550
B SD Zay -0.853£0.691 |-0.077£0.746 | 0.316£0.809 | 0.539£0.809 | 0.668+0.858 | 0.630£0.867 | 0.503+0.822 | 0.514+0.821
2=y (5150 (35) (35) (35) (35) (35) (32) (32) (31)
(ARAR— | N—=2FA
L - 0.775+0.375 | 1.168%0.549 | 1.39120.624 | 1.5200.724 | 1.503%0.692 | 1.443%0.664 | 1.4297-0.654
FUREBRE | D bOZ i
. ) (35) (35) (35) (35) (32) (32) (31)
) (%50
R R eV 4.89+1.01 8.89+1.60 7.17+1.36 6.41+1.18 5.96+1.12 4.75+1.28 5.07+1.22
[em/4F] (510 (35) (35) (35) (35) (35) (32) (30)
N—RATA
- 4.00=-1.82 2.29+1.62 1.52+1.39 1.07+1.22 -0.20+1.30 0.10+1.70
MHOZE A -
y ) (35) (35) (35) (35) (32) (30)
(%50
A EHEE SD Zay -2.117+1.267 | 3.776+1.915 | 1.817+1.793 | 0.661+1.458 |-0.012+1.704 |-1.114+1.802 | -0.315+1.844
237 (5130 (35) (35) (35) (35) (35) (32) (30)
N—RATA
- 5.893+2.350 | 3.934+2.075 | 2.778+1.697 | 2.105+2.119 | 0.947+1.758 | 1.717%2.290
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(1) KE D FHFCE(2020 F£ 3 B)

S4 Novo Nordisk Inc. | F&584E 2000

e NORDITROPIN® A NORDITROPIN® injection is a clear and colorless solution available as
Hik follows:

5 mg in 1.5 mL (orange): NORDITROPIN® FlexPro® single—patient—use
pen

10 mg in 1.5 mL (blue): NORDITROPIN® FlexPro® single—patient-use pen
15 mg in 1.5 mL (green): NORDITROPIN® FlexPro® single—patient—use
pen

30 mg in 3 mL (purple): NORDITROPIN® FlexPro® single—patient-use pen

Zhhe-# | 1 INDICATIONS AND USAGE

1.1 Pediatric Patients

NORDITROPIN® is indicated for the treatment of pediatric patients with:
egrowth failure due to inadequate secretion of endogenous growth hormone (GH),
e®short stature associated with Noonan syndrome,

e®short stature associated with Turner syndrome,

@short stature born small for gestational age (SGA) with no catch—up growth by age 2 years to 4 years of
age,

eldiopathic Short Stature (ISS), height standard deviation score (SDS) <-2.25, and associated with growth
rates unlikely to permit attainment of adult height in the normal range,

egrowth failure due to Prader-Willi syndrome (PWS).

1.2 Adult Patients
NORDITROPIN® is indicated for the replacement of endogenous GH in adults with growth hormone deficiency
(GHD)

L& 2 DOSAGE AND ADMINISTRATION
2.1 Administration and Use Instructions

@®Therapy with NORDITROPIN® should be supervised by a physician who is experienced in the diagnosis and
management of pediatric patients with the conditions for which NORDITROPIN® is indicated /see Indications
and Usage(1)].

e®FFundoscopic examination should be performed routinely before initiating treatment with NORDITROPIN®
to exclude preexisting papilledema, and periodically thereafter /see Warnings and Precautions (5.5)].
@®Administer NORDITROPIN® by subcutaneous injection to the back of the upper arm, abdomen, buttocks,
or thigh with regular rotation of injection sites to avoid lipoatrophy.

®Inspect visually for particulate matter and discoloration. NORDITROPIN® should be clear and colorless. If
the solution is cloudy or contains particulate matter do not use.

eInstructions for delivering the dosage are provided in the PATIENT INFORMATION and INSTRUCTIONS
FOR USE leaflets enclosed with the NORDITROPIN® FlexPro® prefilled pen.

2.2 Pediatric Dosage

eIndividualize dosage for each patient based on the growth response.

eDivide the calculated weekly NORDITROPIN® dosage into equal doses given either 6, or 7 days per week.
@®The recommended weekly dose in milligrams (mg) per kilogram (kg) of body weight for pediatric patients is:
® Pediatric GH Deficiency: 0.17 mg/kg/week to 0.24 mg/kg/week (0.024 to 0.034 mg/kg/day)

®Noonan Syndrome: Up to 0.46 mg/kg/week (up to 0.066 mg/kg/day)

® Turner Syndrome: Up to 0.47 mg/kg/week (up to 0.067 mg/kg/day)

o Small for Gestational Age (SGA): Up to 0.47 mg/kg/week (up to 0.067 mg/kg/day)
In very short pediatric patients, HSDS less than —3, and older pubertal pediatric patients consider initiating
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treatment with a larger dose of NORDITROPIN® (up to 0.067 mg/kg/day). Consider a gradual reduction in
dosage if substantial catch—up growth is observed during the first few years of therapy. In pediatric patients
less than 4 years of age with less severe short stature, baseline HSDS values between -2 and —3, consider
initiating treatment at 0.033 mg/kg/day and titrate the dose as needed.

@ Idiopathic Short Stature: Up to 0.47 mg/kg/week (up to 0.067 mg/kg/day)

® Prader—Willi Syndrome: Up to 0.24 mg/kg/week (up to 0.034 mg/kg/day)

@Assess compliance and evaluate other causes of poor growth such as hypothyroidism, under—nutrition,
advanced bone age and antibodies to recombinant human growth hormone if patients experience failure to
increase height velocity, particularly during the first year of treatment.

eDiscontinue NORDITROPIN® for stimulation of linear growth once epiphyseal fusion has occurred /see

Contraindications (4)].

2.3 Adult Dosage
e®Patients who were treated with somatropin for GH deficiency in childhood and whose epiphyses are closed
should be reevaluated before continuation of somatropin for GH deficient adults.
®Consider using a lower starting dose and smaller dose increment increases for geriatric patients as they
may be at increased risk for adverse reactions with NORDITROPIN® than younger individuals /see Use in
Specific Populations (8.5)].
®Lstrogen—replete women and patients receiving oral estrogen may require higher doses /see Drug
Interactions (7)].
®Administer the prescribed dose daily.
eLither of two NORDITROPIN® dosing regimens may be used:
*Non—-weight based
«Initiate NORDITROPIN® with a dose of approximately 0.2 mg/day (range, 0.15 mg/day to 0.3 mg/day)
and increase the dose every 1-2 months by increments of approximately 0.1 mg/day to 0.2 mg/day,
according to individual patient requirements based on the clinical response and serum insulin—like growth
factor 1 IGF-1) concentrations.
*Decrease the dose as necessary on the basis of adverse reactions and/or serum IGF-1 concentrations
above the age— and gender—specific normal range.
*Maintenance dosages will vary considerably from person to person, and between male and female
patients.
*Weight—based
*Initiate NORDITROPIN® at 0.004 mg/kg daily and increase the dose according to individual patient
requirements to a maximum of 0.016 mg/kg daily.
*Use the patient’ s clinical response, adverse reactions, and determination of age— and gender—adjusted
serum IGF—-1 concentrations as guidance in dose titration.
*Not recommended for obese patients as they are more likely to experience adverse reactions with this

regimen
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(2) BRIN D R4 3CE (SPC) (2023 £ 9 A)

[E4 EU
2t Novo Nordisk A/S FEHEAE 1999
544 Norditropin FlexPro A | Norditropin FlexPro: 5 mg/1.5 ml
One ml of solution contains 3.3 mg somatropin
Norditropin FlexPro: 10 mg/1.5 ml
One ml of solution contains 6.7 mg somatropin
Norditropin FlexPro: 15 mg/1.5 ml
One ml of solution contains 10 mg somatropin
ZhAE-#h%: | 4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Children:
Growth failure due to growth hormone deficiency (GHD)
Growth failure in girls due to gonadal dysgenesis (Turner syndrome)
Growth retardation in prepubertal children due to chronic renal disease
Growth disturbance (current height SDS < —2.5 and parental adjusted height SDS < —1) in short children
born small for gestational age (SGA), with a birth weight and/or length below —2 SD, who failed to show
catch—up growth (HV SDS < 0 during the last year) by 4 years of age or later.
Growth failure due to Noonan syndrome.
Adults:
Childhood onset growth hormone deficiency:
Patients with childhood onset GHD should be re—evaluated for growth hormone secretory capacity after
growth completion. Testing is not required for those with more than three pituitary hormone deficits, with
severe GHD due to a defined genetic cause, due to structural hypothalamic pituitary abnormalities, due to
central nervous system tumours or due to high—dose cranial irradiation, or with GHD secondary to a
pituitary/hypothalamic disease or insult, if measurements of serum insulin-like growth factor 1 IGF-1) is <
-2 SDS after at least four weeks off growth hormone treatment.
In all other patients an IGF—1 measurement and one growth hormone stimulation test is required.
Adult onset growth hormone deficiency:
Pronounced GHD in known hypothalamic—pituitary disease, cranial irradiation and traumatic brain injury.
GHD should be associated with one other deficient axis, other than prolactin. GHD should be
demonstrated by one provocative test after institution of adequate replacement therapy for any other
deficient axis.
In adults, the insulin tolerance test is the provocative test of choice. When the insulin tolerance test is
contraindicated, alternative provocative tests must be used. The combined arginine—growth hormone
releasing hormone is recommended. An arginine or glucagon test may also be considered; however, these
tests have less established diagnostic value than the insulin tolerance test.
HiL-H% | 4.2 Posology and method of administration
Norditropin should only be prescribed by doctors with special knowledge of the therapeutic indication of
use.
Posology
The dosage is individual and must always be adjusted in accordance with the individual’s clinical and
biochemical response to therapy.
Generally recommended dosages.
Paediatric population:
Growth hormone insufficiency
0.025-0.035 mg/kg/day or 0.7-1.0 mg/m?/day
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When GHD persists after growth completion, growth hormone treatment should be continued to achieve
full somatic adult development including lean body mass and bone mineral accrual (for guidance on dosing,
see Replacement therapy in adults).

Turner syndrome
0.045-0.067 mg/kg/day or 1.3-2.0 mg/m?/day

Chronic renal disease
0.050 mg/kg/day or 1.4 mg/m?/day (see section 4.4)

Small for Gestational Age
0.035 mg/kg/day or 1.0 mg/m?/day

A dose of 0.035 mg/kg/day is usually recommended until final height is reached (see section 5.1).
Treatment should be discontinued after the first year of treatment, if the height velocity SDS is below +1.
Treatment should be discontinued if height velocity is < 2 cm/year and, if confirmation is required, bone
age is > 14 years (girls) or > 16 years (boys), corresponding to closure of the epiphyseal growth plates.

Noonan syndrome:

0.066 mg/kg/day is the recommended dose, however in some cases 0.033 mg/kg/day may be sufficient
(see section 5.1).

Treatment should be discontinued at the time of epiphyseal closure (see section 4.4).

Adult population:
Replacement therapy in adults

The dosage must be adjusted to the need of the individual patient.

In patients with childhood onset GHD, the recommended dose to restart is 0.2-0.5 mg/day with
subsequent dose adjustment on the basis of IGF—1 concentration determination.

In patients with adult onset GHD, it is recommended to start treatment with a low dose: 0.1-0.3 mg/day.
It is recommended to increase the dosage gradually at monthly intervals based on the clinical response and
the patient’s experience of adverse events. Serum IGF-1 can be used as guidance for the dose titration.
Women may require higher doses than men, with men showing an increasing IGF-1 sensitivity over time.
This means that there is a risk that women, especially those on oral oestrogen replacement are under—
treated while men are over—treated.

Dose requirements decline with age. Maintenance dosages vary considerably from person to person, but
seldom exceeds 1.0 mg/day.

Method of administration

Generally, daily subcutaneous administration in the evening is recommended. The injection site should be
varied to prevent lipoatrophy.
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Limited available data with somatropin use in pregnant women are insufficient to determine a drug—
associated risk of adverse developmental outcomes. In animal reproduction studies, there was no
evidence of fetal or neonatal harm when pregnant rats were administered subcutaneous
NORDITROPIN® during organogenesis or during lactation at doses approximately 10—times higher
than the maximal clinical dose of 0.016 mg/kg, based on body surface area (see Data).

The estimated background risk of birth defects and miscarriage for the indicated population is
unknown. In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2—4% and 15-20%, respectively.

Data

Animal Data

In an embryo—fetal development study, NORDITROPIN® was administered via subcutaneous injection
to pregnant rats from gestation Day 6 to 17, corresponding with the period of organogenesis.
NORDITROPIN® did not adversely affect fetal viability or developmental outcomes at maternal doses
that were approximately 10—times the clinical dose of 0.016 mg/kg, based on body surface area.

In a pre— and post—natal development study in pregnant rats, NORDITROPIN® was administered
from gestation Day 17 through lactation Day 21 (weaning). No adverse developmental effects were
observed in the offspring at doses up to 1.1 mg/kg (approximately 10 times the clinical dose of 0.016
mg/kg, based on body surface area).

8.2 Lactation

Risk Summary

There is no information regarding the presence of somatropin in human milk. Limited published data
indicate that exogenous somatropin does not increase normal breastmilk concentrations of growth
hormone. No adverse effects on the breastfed infant have been reported with somatropin. The
developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for NORDITROPIN® and any potential

adverse effects on the breastfed infant from NORDITROPIN® or from the underlying maternal
condition.

DI D FRAST S
(SPC)

4.6 Fertility, pregnancy and lactation
Pregnancy

64




—

(2023479 H)

Animal studies are insufficient with regard to effects on pregnancy, embryo—foetal development,
parturition or postnatal development. No clinical data on exposed pregnancies are available.
Therefore, somatropin containing products are not recommended during pregnancy and in women of
childbearing potential not using contraception.

Breast—feeding

There have been no clinical studies conducted with somatropin containing products in breast—feeding
women. It is not known whether somatropin is excreted in human milk. Therefore caution should be
exercised when somatropin containing products are administered to breast—feeding women.

Fertility

Fertility studies with Norditropin have not been performed.

A—=ANTIT D
S
(20234F9H)

4.6 Fertility, Pregnancy and Lactation

Effects on fertility

In a fertility study, female rats were treated s.c. with Norditropin for 2 weeks prior to mating and for
the first 7 days of pregnancy. Pregnancy rate was reduced at doses > 1 1U/kg/day (equivalent to 2
mg/m?/day, approximately 1.4 times the maximum clinical dose on a body surface area basis) and
resorption rate was increased at 3.3 [U/kg/day. However, litter size was increased due to an
increased number of released ova. In studies with other recombinant human growth hormone
preparations, increased incidences of irregular oestrous cycles and delayed mating time were
observed in rats treated with somatropin at s.c. doses of 0.1 IU/kg/day (equivalent to 0.2
mg/m?/day, about 15% of the maximum clinical dose on a body surface area basis) or greater.

Use in Pregnancy

Pregnancy Category B1

Animal reproduction studies have not been conducted with Norditropin. It is not known whether
Norditropin can cause fetal harm when administered to a pregnant woman or can affect reproductive
capacity. Another form of recombinant human growth hormone was not teratogenic in rats or rabbits
at respective doses of up to 15 and 28 times the maximum recommended clinical dose based on body
surface area. In rats, recombinant human growth hormone administered from late gestation to
weaning, at 15 times the clinical dose based on body surface area, was associated with increased
body weight of pups at birth and postnatally. Because animal reproductive studies are not always
predictive of human response, this drug should be used during pregnancy only if clearly needed.

Use in Lactation

There have been no studies conducted with Norditropin in nursing mothers and it is not known
whether Norditropin is excreted in breast milk. It is unlikely that the intact growth hormone would be
excreted in the milk; however, following subcutaneous administration of radiolabelled recombinant
human growth hormone to lactating rats, radioactivity was transferred to milk reaching four times the
concentration found in maternal plasma. Absorption of any intact protein in the gastrointestinal tract
of the infant is extremely unlikely.
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8.4 Pediatric Use

Safety and effectiveness of NORDITROPIN® in pediatric patients have been established in growth
failure due to inadequate secretion of endogenous growth hormone, short stature

associated with Noonan syndrome, short stature associated with Turner syndrome, short stature in
children born small for gestational age (SGA) with no catch—up growth by age 2 years to 4 years of
age, idiopathic short stature (ISS), and growth failure due to Prader—Willi syndrome (PWS).

Growth Failure due to Inadequate Secretion of Endogenous Growth Hormone
Safety and effectiveness of NORDITROPIN® have been established in pediatric patients with growth
failure due to growth hormone deficiency in a multi—center, prospective,
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randomized, open-label, dose—response study in 111 pediatric patients conducted for a two—year
period /[see Clinical Studies (14.1)).

Short Stature Associated with Noonan Syndrome

Safety and effectiveness of NORDITROPIN® have been established in pediatric patients with Noonan
syndrome in a prospective, open—label, randomized, parallel group study in 21

pediatric patients conducted for 2 years /see Clinical Studies (14.2)].

Short Stature Associated with Turner Syndrome

Safety and effectiveness of NORDITROPIN® have been established in pediatric patients with short
stature associated with Turner syndrome in two randomized, parallel group,

open-label, multicenter studies in 87 pediatric patients /see Clinical Studies (14.3)].

Short Stature in Children Born Small for Gestational Age (SGA) with No Catch—-up Growth by Age 2
Years to 4 Years of Age

Safety and effectiveness of NORDITROPIN® have been established in pediatric patients with short
stature born SGA with no catch—up growth in a multi—center, randomized, double-blind, two—arm
study to final height in 53 pediatric patients and in a randomized study of 84 prepubertal, non—-GHD,
Japanese pediatric patients /see Clinical Studies (14.4)].

Idiopathic Short Stature (ISS)

Safety and effectiveness of NORDITROPIN® have been established in pediatric patients with ISS
based on data from a randomized, open—label clinical study with another somatropin product in 105
pediatric patients /see Clinical Studies (14.5)].

Growth Failure Due to Prader-Willi Syndrome (PWS)

Safety and effectiveness of NORDITROPIN® have been established in pediatric patients with growth
failure due to Prader—Willi Syndrome based on data from two randomized, open label, controlled
clinical trials with another somatropin product in pediatric patients. There have been reports of
sudden death after initiating therapy with somatropin in pediatric patients with Prader—Willi
syndrome who had one or more of the following risk factors: severe obesity, history of upper airway
obstruction or sleep apnea, or unidentified respiratory infection.

Male patients with one or more of these factors may be at greater risk than females. Patients with
Prader-Willi syndrome should be evaluated for signs of upper airway obstruction and sleep apnea
before initiation of treatment with somatropin. /see Contraindications (4), Warnings and Precautions
(5.2), Clinical Studies (14.6)].

12.3 Pharmacokinetics
Pediatric patients — The pharmacokinetics of somatropin in pediatric patients are similar to those of
adults.

WM DA S
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4.4 Special warnings and precautions for use
Children
Treatment of growth hormone deficiency in patients with Prader-Willi syndrome

There have been reports of sudden death after initiating somatropin therapy in patients with Prader—
Willi syndrome, who had one or more of the following risk factors: severe obesity, history of upper
airway obstruction or sleep apnoea, or unidentified respiratory infection.

Small for Gestational Age
In short children born SGA other medical reasons or treatments that could explain growth
disturbance should be ruled out before starting treatment.

Experience in initiating treatment in SGA patients near onset of puberty is limited. It is therefore not
recommended to initiate treatment near onset of puberty.
Experience with patients with Silver—Russell syndrome is limited.

Turner syndrome

Monitoring of growth of hands and feet in Turner syndrome patients treated with somatropin is
recommended, and a dose reduction to the lower part of the dose range should be considered if
increased growth is observed.

Girls with Turner syndrome generally have an increased risk of otitis media, which is why otological
evaluation is recommended on at least an annual basis.
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Chronic renal disease

The dosage in children with chronic renal disease is individual and must be adjusted according to the
individual response to therapy (see section 4.2). The growth disturbance should be clearly
established before somatropin treatment by following growth on optimal treatment for renal disease
over one year. Conservative management of uraemia with customary medicinal product and if needed
dialysis should be maintained during somatropin therapy.

Patients with chronic renal disease normally experience a decline in renal function as part of the
natural course of their illness. However, as a precautionary measure during somatropin treatment,
renal function should be monitored for an excessive decline or increase in the glomerular filtration
rate (which could imply hyperfiltration).

Scoliosis

Scoliosis is known to be more frequent in some of the patient groups treated with somatropin for
example Turner syndrome and Noonan syndrome. In addition, rapid growth in any child can cause
progression of scoliosis. Somatropin has not been shown to increase the incidence or severity of
scoliosis. Signs of scoliosis should be monitored during treatment.

Blood glucose and insulin

In Turner syndrome and SGA children it is recommended to measure fasting insulin and blood
glucose before start of treatment and annually thereafter. In patients with increased risk of diabetes
mellitus (e.g. familial history of diabetes, obesity, severe insulin resistance, acanthosis nigricans),
oral glucose tolerance testing (OGTT) should be performed. If overt diabetes occurs, somatropin
should not be administered.

Somatropin has been found to influence carbohydrate metabolism, therefore, patients should be
observed for evidence of glucose intolerance.

IGF-1

In Turner syndrome and SGA children it is recommended to measure the IGF-1 level before start of
treatment and twice a year thereafter. If on repeated measurements IGF-1 levels exceed +2 SD
compared to references for age and pubertal status, the dose should be reduced to achieve an IGF—
1 level within the normal range.

Some of the height gain obtained with treating short children born SGA with somatropin may be lost
if treatment is stopped before final height is reached.

4.5 Interaction with other medicinal products and other forms of interaction
Paediatric population

Interaction studies have only been performed in adults.
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