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[30 + 2°Clz31F5 72 WHef (I—KJw) pH . BHRIUEE R OREEL T
(3 BRI #ZTr] o U BREURE (PR A7 S5
B g BEmE | xRBRE e E—) LREET
Rl o7z,
7 x /=)
I

7. ASERVBREOREN
LN
AL

9. B
AL

10. BE-8%
D EEILDELRZF-OE

CfrFlEDE S EE (MBI FHEL)

HBENRRE RS ARICET HER

LN
2)a%
VTN —Y B T {Ebmg  L5mL 1A, HudB i B 22 A H
VI N—YO FiE10mg  : 1.5mL 1A%, Hedl i B Z 4 [FHH
VI N—YO FiE15mg  : 1.5mL 1A%, Hdl i B Z 4 (w1
Q) FirE=
LN
Q) BHBOME
H—RN) o HFA
T — ranarF v A
= AR TRETF NI L AT LT A
EAGE RU7wv'ry RUAXT AT L R —RF—h, To7Va=fNL-THPT
VAT LU EARS

1. Bt Sh 2 EME
BB

12. 20t
AL




V. ARICEISHEA

1. EERIIHR
<5mg/10mg>
RN E AT AR A E (BAEIZRD)
(FREHH)
FEIERR A RE R I EIE BB 2 B L U THEMLZ3> DB R R (NN8640-405478 5k . NN8640-4244 7 Bk
&% UONNN8640-4043388) DRk, & NENO AR ERLVE L DA RREZIET AR T A8 (1A SR 2 i) 4
YRR RS BORMIZE S 2E RN T BRI B 2R A S0EE B AR /LR I R BIE DR B SRR O T4
X ITBITD, GHEH R IEDO R R EBF OEFRITHESE BIRE IR | 2R E LT,
3ODENAFEEER BRI T, AFNT. BEIERAKERLVES A RIEBF I L THEH THLZ LD RENT-ZE L
BEAF OhGHEAN 1T DRE - SR A E B L . A D IhHRE TR 1 & TR AR E AV B WA SIE (EIEICRS) | L% E
L7

<5mg/10mg/15mg >
RS A LD IV R RV AR B MR B E
(FREHH)

TR T O R E AT WA SRS FE B E 2t G o U [E B A [F] SB 1AE UBR (NN8640-41725805%) & ONEIRR I
RSB AR SR (NN8640-426 37 5R) OFRER xR AR K OB AR I EE D& [ZhRe I H 1 &7 E LT,

AF(0.16 mg/kg) Z i 1[E B 5 L2 DA ZhIE R O 2T, RERLVEL WA SRS BAEIC 287 OhGHELH
L BIRIREFRE CHAHTEARIB SN, BEFOhGHEANZ BT B20HE B A B L, AFN O hEE I35 1 % T SR B 84
EEDIR VR ARVE L WA SRS RAE ) R E LT,

2. PREXIHRICEET HIE

5 PEEXIIHRICEEET HEE

<R AR A E >

5.1 KREFNOWEM L, RARERLVESWABIELBMENTZEBE DI, BIAEDFEUYEIE Y THBEICRETHIE, 2k
T OVENE DI, T EA @R 2T R A4 AR B EEURIIZEEE MK N EAEEEREE BT 2 E
FIEHE AR EAR B AR RIED B W EIBR O F5 X | ORBINFEE SR T 5L,

<REASVE Sy U A VAR S R >

5.2 AFIOWEHNT, EAVE WA EMRS RIESZ B SIICEBHE ITIRET DT L, BWNZHT-->TL, S D NEA TS
R AR TEE M BHAVER B EBORMITEHZE N T R AFERERE T 2B DRI JEBE AL A R
HRIEODWEIRO T 12 R H2L,

(fEai)

<FRNBEE AV A AR AE >

5.1 IO NEAETT @R AR TEE MBI HHAVER RS BORNIJEFE N T AP AEREH (2B 2 A MTJEHE R ARL
RANVE WA RIEDOBDEEIRRO T51& ) 22U KAKRSVE SR BIELBWILIZ%, ARl RS T52L8,

(F1) AARP A3 Ia s TRRIAN T AR RE R OB IR O F I E I, TIRARREA/VE A EIED SR OF 5] &

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

< EFRNVE USRS BAE >
5.2 B NEA TRV A FE 24l Bh & e YR B EORIT U3 WM T R (RRRERE =BT 2 R BE ARl
NBMAREERS RIEOBMO T X 1 2B KERLVELSMASHRE BIEL BT L% ARIZ #5352
k(}

(F) BARPN WA THRIN T EABRRERE ORBWT IR O F5E W, THRERERVE W AEMHES RIEOZ B OF 5
=3

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

3. BARUAE
() AZERUVRAE0MESR
< BN ERILE D WMARENE >
W, V=T A (GBI TFHEZ) ELTLS mea B EE L, B1E, 2 THN5, 28, BiA EITEE ORI
UGl B T2, £ D%i%, BE ORERAEIR K OUMLTEA > AV AR E K -1 (IGF-1) R EE L ORI RS U CGEE
M3 208, B 8.0 mgk 9D,
<HEERNVE SR SRS BAE >
W Y~ T A GEin ) ELC0.16me/ ke, 1], & TSI 5,


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

(2) AZERUVRAEDHRERE- R
<N RV LAY WA A >
.
FIEFER (NN8640-3947 55k & U'NNB640-3915788R) Tl AFNI D@ 1B 551~ 2[01 FHE L 7= 4 1S E R IZ 2L |
TEFIRBETIL, AR 5% 1 B NSRS REIZE L, EFIREBICR A EM Y ~T7 v 2 R EHE T 07 74
IS LAB OB G-RIROMK T ECIBRBENRHE T E0VRENT, S5IT, BIFHERRBRICB O GRIRI L TRE53252
LT ARBNOF MR OV SRR SNz, 1Rl T 5123 L,
Bt E:
AR AL A I BNE R A G L U230 D B ITAR E A 7R (NN8640-4054 73858 . NN8640-4244 75k K ()
NN8640-4043785%) (2 31T HAKI DB 4G A 1%, 1.0 mg~2.0 mg/HOHIPH TIh-o7=, 2. 60mEBOWEERE T1.0 mg/
T, 60sELL T O#ERE T1.5 mg/ M, #1012 AMa7 U 2% 5L CO D EERE C2.0 mg/HOFKE THY, RIS T
T, Fo, ZHEOGA TR 0 =2 OB 5O/ B2 L0 [EBI OB A EE R E T AL HERL CO BN ORI A
KoL THDHaAL P AHART A5 (Consensus guidelines for the diagnosis and treatment of adults with GHD) IZf¢95%
DTHoT-, HUHHEERABR T, £ R TR SEBIALIZ#%IZ, IGF-1 SDAIT S BAEMO#FH (-0.5882LL ) W&
72 BIDNTARKN O A R EE A AT 570, NN8640-4054FER T, W Lo BRE &2 L — 7 1B\ Th K> O 9k 5k TR
I & B A EFFE /R L XU T &L TV, NN8640-40437 08k K& TNNN8640-42447RBR 123\ T R OE M A A B2,
BRIERA B N —7BIORIMEIC W TE, AT AN U A2 B H L Q=R BRE TlItho2 >0 7 L —7 Ll L T
REAAZBEE T2/ 37 A= DOI/D OFRFE 13/ NS MER DAL H DD W OB &7V — 7 2B WO TH IR RO
UGED RDFED BT, T, BUFHEEREBR I CARKI O BRLA BB O A FHLOREURIUTHAS)2E T AD
P ARt
L@y, IR ERARRER 231 DR 5 E it 5 & T E & O OB RICHK-SE | AFIOBMS AR, 605 L
TOWERE TOL.5 mg/H%EFEUEZ, BEORBIISCU GHEHENTHIEE LT, 7285, 60EBOER, & 0= Akas
ERAT., U EERFR e E A T 570 8 OB A BE T 5 L ENGHD B R LORESERI 46 A BIZRL T
W IR SCETAER O BICEE T A ETL 2R E L,
FERE:
EIHEE R R Tl HELORELETATYLAIHE, IGF-1 SDAa 7 Z L L Chi/ o/t e s 1o &
THEEAAT ST R IR DIGF-1 SDAa T X AL T2 A7 #iFH M (-0.5882LL T) Lo o7z, Fio, SME A AEASV
FU AR AE BE Bk R U= B IR RER (NN8640-394775R) (28T, 0.12 mg/kelt CE¥H5-89.6 mg, fxmiZ5
£11.6 mg) ETO AR TLEMICRIEITRD bR LIS & BRI T & M EI138 mgtdhiz, %
BRI DR E 5 B, NN8640-405438 5k M U'NN8640-404334 5k T148.0 mg. NN8640-4244 3854 T114.8 mgTH -
7o B RBRIC B Bl B 5 B B G- SN RS TR IR B O RBIZERD bvan ol
EEER TIX, HARTAATHEN, AR E LT WA SRETRIR I 2 GHEA O 2, (K BB 8a L CHRIR
HINSR0A HEEGOFBLUIIST, MG PIGF-1iE 2 A SO &L T x I B, [l x O BF OB RHITH
SERET D,
L& B 5 BRAA (IR A B M OV T IGF-T38 B 48 S U CE BN BT A TV, e E%8.0 mgb 528
LTz, SO AR, UM SCET AL L O &I B A7 E 7.2 1ICid L7,

< EFRNVE USRS BAE >

R AN AR MR B BT R A S L U T [ B L (R BB TR AR (41725R08R) 1238\ T $5% 52638 Ik 2 OV 5521
EEOWTIICEBN TS, BRI EEE . R EFHESDRAaT | FESDATT KL ONGE-1 SDAZ 7 3 A S\ fF I C
THEMFDFRD S, AF0.16 mg/ ke N bRV REEE 25N, HERLVES DA SRS BIEREEXI5L
U7z E R R 5 AR ERER (4263388R) 00 FIE - F 2 A5410.16 mg/kgD B 1EIBE5-L L, ZORE R, FEIMGE H Thh
552K DEM AR IZ OV T, AFIBED VT 4o U BT 2 IEL D VRS, BIRETHRIE H CHAER K E
HMEESD AT | HERSDAIT | IGF-1 SDAZT K OB 4R/ [BHFEI L DX —RAT A inbO 2 L EiE, B 5-EM CRRE T
Hot=, Fio, 4263 BRE IV CGRO LN B F EFLIIhGHEFI TR DO FRTHY, /LT Ao’ BEL LT
AFIBECTH T IIE ST REFGIUIRO LN -T2,

PLEXY, AFIO & &2 A#50.16 mg/kgzl1la], fF T&REGLTH2EELT,

4. FAERUREICEET HEE

<Zhre >

71 AFNLE 1 A% 53 2FAITHY, [F—W B Ic& 538528,

12 B HE SN, HONOUDED TG D 3 HLUNTHIUL, KOWRR TELIZE G L, ZO%IIHL)
U EDEIR ARG 528, #5005 3 A2 TSR GEE T, ROHONEH EH TR B ICHEET52L, 72
B, @ 1 IR GOEDTNE B EZERTHUENHLEEIE, AilEE 50360728 4 B IRLL EFREZET 528,

(fiF#n)

AR OB 2SI E RO 5P EBN 6 OB T 57290, RRBROOELON-T —25EHNT

Rl —TarETORRIELE,




1. BEEZENTEHCERES LIRS
o YT UELDIYEE
X A DOf (Recommended) : FRAREFNVES A SIEBRE~DERE
® IGF-17 a7y
B B O#R (Recommended) : FRAREFNVEL DUARIERE ~ORE-
& C, [ D D## (Weekly dosing (no change)) : EFRNVEL DWREEEE RIEBE~DORE
2. #&EZ1ERFYTLERAE (1 BB TOHESEE2A%y7 LT 2 HE TERE)
o IS UE DIYETE
B A O# (Skip dose) : FRABRER/NVEL GUMALIEBRE ~DOF 5.
VT VR RETR T 950, BEA TN AG 2 8] (3 B) Ik eeicmiE o TSN D,
® IGP-IFuryA)v
X B D# (Skip dose) : FRARESRNVEL BMADIERE ~DER S
IGF-T LK T T5EE 20N, BEETNZREEND 2 #H (3 #H) CEMMICE S LA O E ke
IZBITD7 07 7 A VIZERIZEIE T2 THEND,
C DO#R(Skip dose) : REFLVEL HIA LMK RIERE ~D&RE
HEPUOEDT-E | BOFGZEFHLTHS, 1~2 BlO#FETEFIRIEICEET S,
3. #®&EN3 HEENZBHE (1 BECTORGEEN, 3 HRIZERE)
o ISV E L DOIHMENE: X A DO (Delay dose 3 days) : FRAREFNVEV DA DERE~DOKRE
V2T VR DI EREITORCIRLRDETHREIND R, N7 REL, EMIZE G LIZIEE OB IREBIZBITS
RELVLELIRD, YT UH R, B DNENTZREAND 2 38 (338 B) TrRelchiE 15,
e IGF-17m7rA/:
X B D#R (Delay dose 3 days) : L AREFRNVE V3R EREBE ~DHE
EAICEEE L7256 O EFIREBICB I AEIVBERDETFREIND D, TDH%RILHL 2 BlOFEE#OY— Il
WL EMANCE S LB A OEFIRBICBITDEE U T, 1 B H TSR, 2 (8 H TIEeemfEs 2%,
IGF-1 B B 13 5-0NE N 7B s 2 % (3l B) o 5#&ICRE 5,
D D% (Delay dose 3 days) : FREAFNEL DA BEBRE~DE L
HENLOEDTZE 1 BOFGZ2EFEHL TS, 1~2 BlO#HETEFIRIEICEET S,

oy

RAREALEL S BRLEBE~DRS

A B
10 % — Skip dose 24 mEa — Skip dose
—— Delay dose 3 days ".:.1"'"_|J\'d —— Delay dose 3 days
- = Recommended B = Recommended
E 87
= 1
g ] l
< o] 2
£ - 0
| T
g 4 0]
E .
4
» 2 -
0 . 2
0 1 2 3 4 0 1 2 3 4
s Rige A 3Amz A
#Y 1 EAFoS i ——
h LT i
BERLVEVR BT ERESREREE~ADHRE"
C3’ Weekiy d h D, Weekly dosing (o change]
BE5% P Mi:;n;dﬁi"g {hochange) k5% —_ rle::nuﬁy:og:;ng‘;f:aisglzte
24 wsnf-# 27
0 )
] 2 11
I i 3 !
A -1 -
2 T [ T 2
b 7 14 21 28 0 7 10 14 21 28
Days at steady state Days at steady state

10



< RN AR WAR AE >

73BT, BB OER, MR, A OHES D BFH OREEIIND Gl EIE T 528, BHIE1.5mg) DG4 B1h7 %
2, 60RAAD B TIX1.0me, B0 =AM U AR O Lotk B3 TlE2.0mez B IR 52 BRMATD2 L, HEE O
REfEE R I B ED LR EEBIA T 5% HEIC 53528, [9.3.2, 9.8, 10.25 /]

(fiE i)

AR ARVE L WA IR R Xt R E U5 11 FHERER R (NN8640-4054 FRIER, NN8640-4244 3R K Y NN8640-
4043 B BT HAFN OB GG AL 1.5mg/FHEL . 60 FABOWERE T 1.0mg/M ., &0 =AM 28 5. L TV A&
R C 2.0mg/B TEIEINIZ, ZIUT, I BT ATARTAL T, ERIZEUT, o, KOS AR 0 =Ae
T O H-OF TICIVE RO BIIE A BE R E T 5L EHEREL QDI ENBERESILZ,

INSORERE RICESX | AFIOBE I, 60 UL FOMERE TO 1.5mg/ % B 2212, BE OREEIT /U Tl m
BT DZEE LTz, T, 60 BOFH, RO =AM F 2R, TP EEIREREE 2 A 52728 OB IE B4 HE
THVENGDBELE BT LOHEIREMG A RARE LT,

<BNFRERN T WA AE >
7.4 H 58T, BEFER KOG IGF-1 IR I X0iRiE4p2 L, & 55061 . 2~4 WIC 1 W% B 225 BOHEE
TV ET 25813 1 [|H7D 0.5mg~1.5mg & B&LLT 5, ZO#%LEMINCIIE IGF-1 BEARIEL ., FEFH E
[RE&HZ72NENCT 5, RIERAORBICMIE IGF-1 JREE S HEEAERIF FIRA X 72861, B ROk, — Rk
Gk YR LB EFTOZ L, [8.5, 8.7, 17.1.1, 17.1.2 B 7]

(fi#35)

% AR R RER CO M EFHEDOT-H O IGF-1 JIEHEE, AEFRET LIV LB I OGN kI S% &R
DBERELTHRE L,

<BNFRERN T WA AE >

7.5 ISR AR FRAY 72 AR AR LB D4 RSO ML IGF-1 SR EE MR T4 528NN TD, AFIRE I AR D
UEEDNRO LN D OREE#H G LR TH MG IGR-1 BEDEERFNICHIL AL, 5P 2B ETLHD
&,

(fig#n)

TR ICRTh, AR XV AR GH O3 R0 MLiE IGF-1 R B IIRELS AT, BEMICB W Tb iR L7
0, IIEZ LD GH O WME T EEHIZR 351, GH OF% 5Bl 3AFEIIS U1 IGF-1 SR E O ERFENE T 0 E
WD, AFN O GMLTH, M35 IGF-1 JEENILIEFFAN /2 A 3AR OB 529 (LT 20 ERH LI LD, RE
L7,

5. BRERAUE
(DERRT =%/ \r—o
BRABREFRIVEL BT LE (BECRS) DIEER TR DR DEGE (FEARE)

_ _ % Wi/
BARRROMEE | RRED (pemmorry | L =
WRER)
e AR XA A TRE L LR~
N oo s A 408, M. ST RE R, DK )54
L I B 1 B B S e
SRFELA - 33050)
5 meBAIL 10 meBUAI0 AWy M S P b,
MBI |NN8640-4491 FHEAERBRE O |EfEAEOHT, ZEER, 3HlyrAt——
(33431) .
RO R R T 5 L L= 0¥
WA | NNB640-4237| ﬁ%ﬁf&%ﬁ% O |@mermEt
JEE Bt
I E R EY FAL LA e B R TR G UL
HESNFEIFEFAER NN8640-3947 LYW AIE B O  |&O&EEME, YEHE K OSSR 1 F 2 MmEt
(3501) . SR BT . I
B O B BIE, 5 R O
WA | NNS640-4297 “ﬁ;ﬁﬁ O |Zetrmit
B WATRERIAR
PRI ORI R EITE. )R O
WA | NNS640-4298 “;;;f;fﬁ O |Zetrmit
B WATRERIRER

11




HIERR AR A VE 5y
WAAIEBRE

AFN DA IR O AT

(BARN 1761,
AAEM] 9241))

EIRE LR ZBIIHFRER | NN8640-4054 CH A 460 O |7IeARHR(CEER . EELROEER) |
: \ > FUF . WATRER i Bt
At 301 ) HEEAE AT, WA TRER) HigstBR
A AR NEAEK ARV AFN D22 M M OH AR,
ENENFEER  [NN8640-4244| FUHWARLIEBE © |FEIExIHE, BIEABBIOAT, FEER. WATHERM
(62f1) PRl R
\ > > R NP ZAN
R e I
E LRSI RER | NN8640-4043 © © |FEHEXIE, BIEABIOAT, FEER., WATHEM

PR

©

IR O: 35 R

* JRRIE D G-2 52 T T-HRFE R o EEABRII CEAEZ BT SN BERE B, 7 T e R REIAAIREC
MU TEHER, BROATAIRE) FHIT TR R OARIBHCH L CIRE R, BRI T, 27261
(BAN45H1) 23 IE ERROIERIARNIEAT, AAIBEOPIRA 1 TIER W TOAANR G2k, 77 BB O YRS
IARBIRECREAT, /T AR e BEOGERE T IARFIRE UL/ VT A bae O W EEEZ B0,

BIRREAHEADLEVERFILEC BT LR ES REDMRER TR BMEER

(B AN 3061,
A4 1 200451)

A A % 4/
GRRBROME | RBES | GREAEOM | i
R z
VR IS AR LA L L T
N |k a0, VL. SEMIBIE B O 4 M
WEAMRIREAER  NNBGA0-3915 | e o o aaofil, | © | 5bdiat . SEIEAEI M. — SRR
AREN - 33451))
s it AR TR e R
- Py 3K HE N3
WAEIRE | NN8610-4042| FAtEEEERESE | © i;gj”*%@ﬁimﬁM@“&Uiﬁ
(3200 K, SAEATIO S, AR
RER e WA
e . [ BB AN DA O M e
EFRIEFRIHRER |NNS640-4172) (Lo oy, O st mfEAEOR . WATRER LB
2 - 591)
v R N NIAALLS
R i T RO R UG S
L IR, [NNs6d0-a0g3| A RIER O |FHaHE, MAEAEON . JE R TR

PR

©

RPAE Y

s FEH K IERIFIZ VT, AR OS5 BRFIZ _EEHR T T,

72

(2) BRPR Z I BR

D[] $e 530 K OV A # G-k
VIL SEWEREICBI 2 H OS]

2)QT/QTciklR
MY ERRL

12

JIVT AR U RBEIIEE R T TR E5Sh




Q) AERGERRAR

I I R B TR 5B (NN8640-4 17230 : E ELHIR) 18

S

hGHEAICAIRE D255 LA F10.07% LA (55 V) 3E2.55% LA 9,05k BA T (£ J2) o ¥R 38k
Al (Tanner 73 FAD VI P BES NVADHEBRE ) DR /VEL WA SR R e B 5961 (ARA

0.04 mg/ke#E1661 (H A A3B) , 47410.08 mg/kghE15%1 (H A A3 | A410.16 mg/kghE14451 (H A
N3 . T e EEL1AB] (B AR N3H)) ) (mR—hD),

o BEHREMER N T, 2202k — MBS (R AFUEE S CHERR2. 5m AT O Rl
FVE WAV BIE R 1H] (HARN) (2A—H) & OVB it PR S E 72\ M 0.055 8 17.0
LA (BIR) XUZ9.05 81 7. 05 UL F (0 8) DR BB DAL S B REI OB B A
A1) (=A—HID) ),

AR 71k

TR R AE 2 B0 AH A TRE ] i iR

AV —=2 7 Wi (2~31ER) . EZWIR (2608 /) | LRI (2618 [H) | 2T &SI CaR) |
R W72 I R R (441 K OV% a2l (30 A ) TRz,

T L QUL R HIENIC I W C, ARIOFAEFHIZEER N C. VT AIMREVEHIEER T T
Bhani,

5Tk

T % OVE & #I T Cid, A1 (0.04, 0.0845L<130.16 mg/kg) Z 1], XX/ VT AhmE Y
0.034 mg/kgZx 1 H 1[E], 52 [ T G- LTz, BRI & W T, & AHIRE OB 13 A A
0.16 mg/kgZ M 1[E], /LT 4 hat’ s FEOWERF L /LT 4 b -0.034 mg/kgZz 1 H 1[0], 24/ 7 T
BE L7z, B E2MIERBE CIE, BINEh-aR—IE =k —MIO R # %5 8 . AH
0.16 mg/kgZ W 1[0, fZ F#5- L=,

S -
il ZH H

AR (£ 52638 1) OAF [ Rl R

* AN
=S/
FHmE B

TIN5 A BIR B REALTE H
R E W EESDAT T | HESDATT K NGF-1 SDAIT DR—AFA L )b 5442608 £ TDZEAL,

=

B

foR

FEEHIE B THD T EWIM (% 52618 1) OERMEEHREIL, L TR THD,

HE Z&#10.04 mg/kghE Z790.08 mg/kgB¥ Z710.16 mg/kght VT Ahae B
R R 7.96+2.04 10.92+1.90 12.88+3.46 11.35+3.27
(cm/4F) (14) (15) (14) (14)
//V;g%iiﬁ& —3.66 —0.55 1.67
= —
Cosw (AR B ] [—5.57, —1.76] [—2.41, 1.32] [—0.22, 3.56]
SPAEE) AR 2 (R )

a: PR ERE, AR (GR T, 65k B L) | PEBI sk, PEBI LR O S HARM N—ATA IO REBRPIZEELEL, T~ T
DSBS REAMG A7 (6 5- 133 W, $2 5-26 ) THRARSIVIEMMRMIC KD B HE Tz, #ERE A BIE L C| IERE S O 4yt 45
BATFIDMEESIVIZ, 7035, BERT LI O £ BT S e~ Tz,

FEHIMIC BT D ERRIRRIFHEE B OFERIT, U FOLB) THD,

o AA| AH AE - o
ZH REAIE ¢ 0.04 mg/keBt 0.08 mg/kght 0.16 mg/keht INTAREE R
oA | —286+187(14) | —L84=1.67(15) | —2.85+1.84(14) | —3.14=2.14(14)
T 526N 2.01+2.39(14) 5.43+2.48(15) T17+4.78(14) 5.80+4.14(14)
kot EETTTSTTEY
SDz =7 ot 4.93+3.25(14) 7.27+3.76(15) 10.014.67(14) 9.025.03 (14)
~—Z54> | —4.07+1.93(4) | —3.53+1.49(15) | —3.84+2.0214) | —3.39+1.05(14)
HR PEG26IF | —3.75-1.89(14) | —2.89-1.28(15) | —2.94+1.63(14) | —2.7320.91(14)
Sba=7 &%ﬁ?ff” 0.31-0.29 (14) 0.63+0.29(15) 0.89-0.51 (14) 0.660.38 (14)
g H
R—2T7 A —2.47%0.96 (13) —2.53+0.77(15) —2.04+1.02(14) —2.07+0.74(14)
IGF-I P 52631 —1.46+1.21(14) —0.60+1.25(14) 0.97+1.49(14) —0.22+0.81(14)
SbA=7 &iﬁf?é@;jf@ 0.95+0.55(14) 1.99+1.02(14) 3.00+1.43(14) 1.86+0.81(14)
7= H
AR o R e (R 2 (B 5

AFFEONTNOHABICEN T, BEELAFTERKOCHIEENEEDOAEERORIFIEIT
A7 BIWEROFEBLRIUZ VT A et U 23 | G TREREVIFRO b -7,

13




(4) IR ER
DA Y PEARFEA SR

DE £ F S MFA S ER (NN8640-40545RKER - = EERERHARS) 1°

i % BRIV BRI CARIBIR O BIE B KR ARV V5 AN AE FB 30051 (A 1 [R5 5-8%
12061 (H AN 1841) , 7" F &R 1 B GHE6 141 (A A N106]) KOV LT ek’ 1 A 1 E# G119
Bl (H A N18%1) ),
VR 210 A BBRE B T304 C L TRERIRD B 5% 52 1 T i BR A 4503300431
AR FE 53 (LM OBRBEMME &) 077 'Ax R (CEEHR) K ORISR (FEEMR) Rk
77Jm“ﬁi IAFIBECH LT EE R, EE LT ohae ) BRI T 72 R 8k OARFIRE k)
LCIEEmR,
&5k AR RO NT 4o OB EIILL FTols iU,
TN—7 AH Vo alin=1=-Va
60 kLA T OBkBRE 1.5 mg/if 0.2 mg/ H
e I 0.3 me/
60 B DO WERE 1.0 mg/3 0.1 mg/H
ar JVThae OAGR A i, BERICAEKkgh 72D, V<hae (SRR ) LT
0.021 mg~0.084 mg T2,
TR RBEO PR (6 A BRAA B OV BRI RSO B LR LT,
e 5.8 A1 S i1 R IR L S, IGF-1 SDA= T D B (—0.58 1. 75 LA ) It~ T, &
WS D HORIOEE (VT A e AIHERE TS H o LAMATOR ) b3 B #%ICHELZ
IGF-UEIZH& | AA130.1~8.0 mg, /LT 4+ 130.05~1.1 mg(H A ANIZ0.05~1.0 mg) D#
FHC2 e 5B IS LT,
Ex = HRERERARRR I 28 (%) DR —RFA L D% 5.4 34 £ T D2k i (DXAIZEZDHIE)
PTG H
* 2 Z OO AR BEE 537 A— & (NIgNE I FLARSF) & ONGE-1 SDAAT D_X—RFA b .
Bl YW %34 ETOELE
PTG H
fiE f S T EFAM I B (R BIRAENT R (%) DR =T A MOG340 T2 & (DXAIZEDEIE) )

TULTFOLBYTHY  AFE 1A 50 7T Rk § DEPESREES iz U2 (RFIE— 77

BAREE) OGN E HEIX D LRSI o

mew | S | mewew | “TRRTSY | e
I il el I

SRR 36.9(061(;)8.98 37.8(652)8.94 0.452512;3.31 [-2.68; -0.38]
I ML B 38.1((1)11;59.65 35'5((1)%;)10'4 *2.3(51)111;1.48 o

a: W YRR 2E (RBRE 50
b: AKIFE- 77 REE, LT B4IE O TOBLRIE) . 3488 D KRANEE 2 Bl 5L VTS,

B 54 340R I BT AR BEE# 9~ 5/3F A—Z B ONGF-1 SDAITIILL F DO LB THS,
Lz B A AN AHIRE VT qhat’ B
NR—2 105.81+61.84 138.31+78.02 125.35+69.80
PIEe AR IR T (57) 107) (110)
(cm?) Pt 5348 4.41+13.81 -11.61+23.93 -9.68+21.37
DA E (53) (105) (104)
NR—2 24820.88+11364.09 | 27559.38==10803.67 | 27260.57+11967.97
Y1) Viben A (60) (119) (119)
(2 Pt 5348 305.47 +2689.06 -85.47+3022.71 -855.71+3167.06
DOEbE (56) (116) 111
IR B+ i A_—2 18956.27+5488.96 20303.95+6583.47 20353.44+7018.30
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(2 T (60) (119) 119)
1% 534 -76.22+1006.58 565.21+1011.18 482.76+1246.89
DR (56) (116) 111)
N—2 42530.26+11011.48 | 45477.71+13112.08 | 45658.60+14323.08
FRBRABNA A E T (60) (119) (119)
(2 e 5.34 Ky 334.4342048.01 1395.8842139.32 1359.3342359.11
DR (56) (116) 111
N—2 -2.64+1.28 -2.54+1.26 -2.53+1.27
IGF-1 FA (60) 117) 117)
SDAaT Pt 53430 I 0.05+0.59 2.37+1.33 2.28+1.32
DR (56) (116) (113)

T4 = FRUEAR 2 (R G 4K

AFE
D&

ToBIWERIZ

NECLSSY ARV ey i
Sl BB EREE R L TR D - 72, AFHIHE
. BE (5.0%, 6/120%1) K OB (3.3%, 4/120%1) T -7,

1B EBEOREET a7 7 ANV, VT 4 a1 H 1R ERELFEETHY . BB ot
7' Z 2R 1A% 5RO RIVE F O3 B B 1 XA HE
1E B G REZRB W CHEBERE (3%LL L) THA S

EIERSE A0V on

Q@ EE 4 FFE A ER (NN8640-426358 88 - = EHARS) 2°

e AR AIELE RN EES T GES M E~—0 1.8 em/4E)

o & hGHELHITARIAIRD2.575% L L1105 (5 V2) 332,57 LA 10. 078 A i (2 VL) 0 R MBIk
il (Tanner 73 JED 1 FEIZ /P SN AR O EA/V T 53 WA SR FAE B3 20061 (A HIEE
13261 (A AR AL96Y) . /LT b 16861 (A AR A L))

AR 1k TR R AE 2 B0 A0 FE B W AT R bl sk
A7V —=2 7 WIR (208 ) . FZWIR (5208 ) | 4RI (B4R K& OMEBIE2 I (30 H [#]) CHERL
iz,

h ik FEHIRTIE, AH10.16 mg/keZ 1A, XL/ T bt -0.034 mg/keZ1 H 1R, 5238 K 2 T
5Tz, SER I CIE, D#RE 03 AK10.16 mg/kegZ 10l 2 F& 57,

ES o AR (B5-5230 W) 0048 [ Rk s

FEAGE H

ES 72 HEMREEBESDAIT | HESDAaT | IGF-1 SDAIT K VB 4/ R L D~ — 2T AL 75 3

Bl B %52 COLEA &

FEAGE H

R FEFIE B ThDH T EHIM (B 552 k) OF R KR EIZLL FOLB0THY, RAID /LT (b

; o HAEOHEM
HE AL AR VT AhEE B [o5%{Z I ]

P NeRT A 4.3 1.4(132) 4.1+1.4(68) -

JE (em/4F) P 51552 11.2£2.5(132) 11.82.9(68) -0.5[-1.1; 0.2]

a: P48 AR VE(R 22 (4R 50

b ARFIBE- 7V T A e R, MERI AR, Hsk, GHIRTE,

OB (520 D4 TOBLRE)

FEHIRNCE T 2 ERE]

WHORFAIE O RE, DT D L30T,

PERI LA s & U D 22 AR e R — AT A RO B R T LT

HE AR AR VT Ahar B
AR R—2F A —2.35+1.51(132) —2.52+1.55(68)
R R e 552 5.61+2.85(132) 6.45+3.51(68)
SDA=Y B 5552 KF D2 7.97+3.36(132) 8.97+4.38(68)
] R—2F5A —2.99+1.02(132) —3.47+1.52(68)
SD%(E,/ P 5527 % —1.78+0.95(132) —2.09+1.12(68)
Be 52 D25k B 1.21£0.54(132) 1.37+0.69 (68)
i R—RT A —2.03+0.97(132) —2.33+1.03(68)
SDR=T P 5.523 % 0.28+1.28(132) 0.10+1.09(67)
Be 52 D ZE Ak B 2.32+1.27(132) 2.41+1.09(67)
. &—x?/r‘/ 0.65+0.14(132) 0.65+0.15(68)
AR P 5.5238 1% 0.71+0.15(131) 0.73+0.15(68)
Pr 55238 D 28 (b B 0.06+0.12(131) 0.08+0.11(68)

S A R E (R )
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ABBEDOZENET BT 7 AV, JNVT MR VB RIEETHY , il B2 &Mt OBRAIT AL
77 52 O£ G- W CAFIFZ I W TRESEREE (3%LL 1) TS - BIVEA 1., BESE (3.8%, 5/132
) TIHoT=,

2) 2 R

DEFE £ F FEHE R (NN8640-405454 B4 - IE R HAR) 2!

*f £ F AR A5 T U2 EE R AR R RV B 23 WA T B 272061 (RAIA 1 [B1 5% S-4kis e 1 14451
(HARANI8H) . VT 4hae 1 | LalE GG RS 261 (B A ANB) . 77 'R a5 A
LE B SR ATRESS B (H AN L061) K OV F 4 b1 H LR G0N AKE 1 B 54T RE5 14
(AANS8HI))

BRIk F'ﬂ@z%ﬁ%ﬁﬂ;ﬁ?ﬂ%mﬂﬁ 53TE ] (2 5-HIH : 8618) DI F WM GEER) ITBAT LT, 77

T E G- RO WERE IARANE LB 5HEICBITL. VT A e 1 H LRI SR O#ERE 1%

K%ﬂml@&%ﬁiﬁ IF VT ARRE A TER ROV T IS B A I S iz, AA
A1 B GO 1T, ERHIH THAH DR 54T,

#5051k AF I QI NT bt OB E B & O B 7 i EERBR ML Rk Th o7,

EE B ARl

FEAmE H

£ 7 AR B4 5/ 3T A—& [HRERERIRIE A3 (%) %) L NGF-1 SDAI T D=5 ()b b4

Bl YW STIH*ETHOEL &

A *: E BRI R (34 R & I AR OG- R 2338 1T HAL, LR WM (5218 M) o8 G-#& T RFIX e 5-#%878
IHY 35, # 5-HIFIE86 M Th b,

fiE S ¥ 514 8T £ TIZBIT DI EIANE ViR (%) & NGF-1 SDARTIZLL FOLBI TH D,

7R VT bty - o
A AR 5 b A HIRETE b / ’gﬁgg v
ARIBATHE AHIBITHE 3
S 37.00%8.89 39.12+8.81 38.26+£9.59 38.16+9.46
S5 (60) (119) (1) (52)
HEJU;? B 5345 1 0.38+3.14 -1.18+2.87 -2.28+3.99 -2.53+4.76
@ DI & (56) (116) (51) (52)
’ B 58T IR -2.16+3.94 -1.63£3.65 -0.96+4.51 -2.631+4.65
DI R (52) (109) 47) (48)
S -2.64+1.28 -2.54+1.26 -2.75+1.20 -2.33+1.28
(60) (117) (50) (52)
IGF-1 SD B 5345 1 0.05+0.59 2.36+1.34 2.324+1.23 2.45+1.26
237 DL R (56) 117) (1) (52)
B E.8TIR I 2.36+1.55 2.29+1.39 2.35+1.54 2.07+1.12
DEA R (54) (110) 47) 47)
85 - R E (R 72 (B 50

AFKR LA GG DR T a7 7 Vi%, VT 4hae’ 1 B 1E#E GG RRETHY |
7222 AN DRI A DI o Tz, ARAIE LA GG AW CRBEEE (3%LL F) TG sz
BIVEF 1., B8R (5.0%, 6/120051) . AR 72 A8 (4.2%, 5/120451) K ONBEER (3.3%. 4/12041) T -
7=

se: 2 B BRI ) S AE R S R CAHIEE 5 L ORI BUR S S E SR o7 4R,

Q@EMNENFEEEER (NN8640-424451ER) 22

PN ERRRALE L FITIR R R O B AR N ERERL AR AV L SIS RE B 6215 (A7 1 [=] #
G461 K O VT o a1 B 1E B 53 1641)

R T 1B 533 [ (LA O BB A 5 1) OIFE M, FEI xR

&5 75 ik AHN B O VT 1 bae’ s o Bhe ) i 3 E B R S AR 3B (NN8640-40543808R) LAER Th D, &5
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B 46142038 R ) BT IR s S, IGF-1 SDA= 7 @ B FEf (0#B2LL T) It~ T, HEFE+5
HORiO®EE (T e T EFHE T2 H O LEETOEE) 753 B % ICHIELZIGE-IEIZ
H oS AHNX0.1~8.0 mg, /LT AREE120.05~1.0 mgD & T4l 45 I G- &g ST~

+ i TRBRSEOPE G- DB B A& T REE T (R BIEHIM 25 53 M) Of FHHG GEGH AL
FHmIE B Zate) DI BIHEE
BN MR T A—2 (CTAR X UAZIDRTE) L IGF-T SDAAT DR—ATA L inb i G H R T
Bl W (Fe 5-4521) TTOL L&
A 5
b P B #%52 23T AHENIFER /T A—4 K ONGF-1 SDAa T XL F O LB Th D,
EHE MRS AFIEE VT AbaE B
R 347.9874220.256 276.488+111.225
7 (46) (16)
e a . 313.498 +179.485 271.543+74.326
(em?) 5508 (43) (1)
. S -7.091 +58.893 7.450+32.177
552 R DI 43) (14)
R 238.750+167.025 185.919+79.368
(46) (16)
F T HE iR . 212.251+129.823 183.336 50.689
(cm?) 5528 (43) (14)
y R -5.033+40.735 6.779=22.900
B 552 MF DI L 43) (14)
N 109.237 +77.229 90.569 +38.988
NR—=RT A
P 1 ) o)
=+ +
I S 5 5038 100.97(64566.529 88.207(1_4;50.042
(em?)
s S ~2.618+29.123 0.671+15.284
G52 R DI B 45) (14)
NN 0.6420.72 0.88+0.82
NR—=2T7 A 46) (16)
s 0.61+0.68 0.52+0.57
IGF-1 SDA=T Beh5-52i8 45) (14)
. o -0.0240.78 -0.30+1.03
B 5521 D2 B 45) (19)

S R U 22 (BB A 450

AFEEEGREOREMET a7 7 AL, VT 4hae 1 B 1R GREFRIETHY, Fhle R et
DB EIT Do T, AFHE LA GBS B O CESEE 3%LL L) THESh - 8IERIE, LR
FHZ% (4.3%, 2/4661) J OB HiE (4.3%, 2/46f5) ThH -7z,

CERFFH R HEIAEER (NN8640-41725HER - IER M RENERHAMEUVRA T EMERIRED) "®

xf e QHERICRFRBROIES R
AR 1E QM EISTRFEABOIES R
w5k QM ERISTRFABROIES R
* C) Bkl
A e H
x AN FERI R R | AE R RS EESD AT T | HRESDATT | IGF-1 SDATT I OVE AR/ BRI o~ —
ml ) ATA L HD AL H
A 2E H
& R FARFHEE B OFERIZLL T OLBYTHS (L FHEHER+Z RN, TE: B2 e
KR,
A%10.04/0.16 #%10.08/0.16 ##00.16 mg/keh | T A RE
HE P BRE A mg/kght me/keht fi7eie (14)
(14) (15) (14)
AR P 5 14E I 7.84+1.8(14) 9.7+1.8(15) 11.5+2.6(14) 9.8+2.3(14)
W e 524 I 10.6+1.4(13) 10.0+1.6(15) 9.2+1.7(14) 9.0+2.3(11)
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(cm/4F) P 534 I 8.941.7(12) 7.8+1.5(14) 8.4+1.7(14) 7.6£2.0(11)
R—RAFA —2.86+1.87(14) —1.84+1.67(15) —2.85+1.84(14) —3.14+2.14(14)
P 5 ARy 1.86+2.15(14) 4.30+2.18(15) 5.75+2.68(14) 4.28+2.40(14)
R B G 1ERFD
AU o 4.72+2.79 (14 6.14+3.36 (1F .60+3.15(14 7.41+4,
o BB (14) 3.36(15) 8.60=*3.15(14) 08(14)
SD 1 524 5.49+2.27(13) 4.37+1.52(15) 3.55+2.11(14) 3.37+2.15(11)
AT P 53R 2.94+1.58(12) 2.28+1.61(14) 2.43+1.70(14) 2.05+2.36(11)
% 5.3 I D
yxigj 5.39+2.53(12) 4.17+2.83(14) 5.28+3.02(14) 5.26+3.86(11)
x40y
R—RAFA —4.07+1.93(14) —3.53+1.49(15) —3.84+2.02(14) —3.39+1.05(14)
P 5 ARy —3.48+1.78(14) —2.57+1.18(15) —2.39+1.24(14) —2.41+0.80(14)
- VAERED
YE &’;1{;!:%# 0.597+0.46 (14) 0.95+0.48(15) 1.45+0.86 (14) 0.98+0.50(14)
ES
SD
2oy BG24ERE —2.45+1.67(13) | —1.65£0.99(15) | —1.65+1.04(14) | —1.80£0.98(11)
534 —1.75+1.76 (12) —1.27+1.03(14) —1.16+0.85(14) —1.42+1.18(11)
5% 5.3 I D
&iﬁj 2.39+1.00(12) 2.37+0.97(14) 2.67+1.42(14) 2.10%£0.85(11)
22V
NR—=2FA —2.47%+0.96(13) —2.53%+0.77(15) —2.04+1.02(14) —2.07£0.74(14)
Bl 14ERY —1.41+1.19(13) | —0.48+1.08(14) 1.25+1.72(14) —0.40+1.50 (14)
(%)
IGF-I &iﬁj 0.98+0.67(13) 2.05+1.00(14) 3.29+1.73(14) 1.67+£1.78(14)
SD 2=k i
2a7 524 0.58+1.48(13) 0.62+1.37(15) 1.18%1.15(14) 0.95+0.82(11)
P 534 I 0.97+1.13(12) 1.03+1.32(14) 1.63+0.89(14) 1.30+0.94(11)
RV
&jfmj 3.26+1.04(12) 3.52+1.43(14) 3.66+1.29(14) 3.40+1.58(11)
XS0
NR—2FA 0.474+0.150(14) 0.624+0.178(15) 0.601+0.199 (14) 0.556+0.148 (14)
P 5 ARy 0.570+0.147 (13) 0.651+0.176 (15) 0.705+0.207 (13) 0.577+0.176 (14)
B G 1ERED
- o 0.089+0.157 (13 0.027+0. .092+0. .021+0.
A i S B (13) 0.111(15) 0.092+0.138(13) 0.0210.110(14)
ESiii=e P 5. 24E Iy 0.670+0.227(12) 0.745+0.219(15) 0.778+0.186 (14) 0.6300.217(11)
e 53R 0.776£0.179(12) 0.872+0.220(15) 0.938+0.234(14) 0.694+0.223(11)
RV
&fgmj 0.291+0.149(12) | 0.248%0.175(15) | 0.337+0.188(14) | 0.143%0.184(11)
EX[ 9
SRS A A 7 (WA )
RAKIRAEEE INT AR [ AFIRE
FEAE R AR
HH R (4381) (148)
ARl R R 5 34E N 8.3+1.7(40) 7.6+2.0(11)
(cm/%) G AER 7.4%1.6(38) 6.6+1.6(11)
. P 534N 2.53+1.62(40) 2.05+2.36(11)
ﬂitﬁ
Eré‘lﬁif’;g P HAMERY 1.55+1.70(38) 0.88+1.61(11)
P 5AFERE DI R 4.02+2.85(38) 4.09+3.17(11)
P 534N —1.37+1.24(40) —1.42+1.18(11)
HRESDA=T R HAGER —1.06+1.23(38) —1.24+1.20(11)
P G AER O LR 2.85+1.25(38) 2.28+0.97(11)
5 34E N 1.22+1.14(40) 1.30+0.94(11)
IGF-1 SDA= T B G AERy 1.29+1.23(37) 0.94+1.60(11)
B G AR Z L 3.61+1.42(37) 3.05+1.96(11)
1 5-34E N 0.866+0.219 (41) 0.694+0.223(11)
B/ T L BG4 R 0.881+0.194(36) 0.767+0.116(10)
B BAFERE DI & 0.316+0.166 (36) 0.214+0.129(10)

T AR 2 (BB %0

AFFEONT IO BIICEN T, BEELAFTERKOCHEENEEZOAEEROREIFILIT

D BEROFEBURBLZ LT hee U B2 8 | B G RE TREREVIFRO b T,

@E PR £ B S MFE K ER (NNS640-42635HER - R MHIE £ HARS) 20

S DA MERZGERER, @QEBELFFHITFHFBR (NN8640-42633 R : ZZHIH) 0 S K
R Tk DA MR, @QEBELFFH IR (NN8640-42633 B : ZZHIH) 0E S K
B 051k A R GEER B, O B3 [ 1B (NN8640-4263 35 : EHHIM) o H S|
* o ARl

FFAT A H

ES 7 R E O R EEEESD AT, HRSDAAT | IGF-1 SDATT K UVE 4R/ TEAF Mt D~ —
ZIR/ 0] AFZA L INHDEA R

FFAT A H
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i 2 ERFHHE H OFRERIZLL T oL THS (FE+Z M E M),
- ARk Rt VAR AN=1=IF.~ i)+
HHA FATR (132#1) (684)
Rk R 552588 11.2+2.5(132) 11.8+2.9(68)
(cm/4F) H5104:8 8 8.4+1.5(127) 8.7+1.8(67)
o B552E8 5.61£2.85(132) 6.45%3.51(68)
Ef?gff& 51048 B 2.86%1.90(127) 3.13%2.13(67)
B5104BFOELE 5.21+2.58(127) 5.62+3.15(67)
%5528 —1.78£0.95(132) —2.09+1.12(68)
HESDAaT B 104805 —1.23+0.91(127) —1.47%0.94(67)
B5104BFOELE 1.75%0.72(127) 1.9740.98(67)
B 550K 0.28+1.28(132) 0.10%£1.09(67)
IGF-1 SDA= 7 X5 104:80% —0.27%+1.06(127) —0.25+1.25(66)
B5104BFOELE 1.78+0.98(127) 2.05%1.33(66)
552K 0.71%0.15(131) 0.73%0.15(68)
AR /IS %5 104:8 8 0.78+0.15(126) 0.79%0.16(66)
ES5104EFOEILE 0.13%0.16(126) 0.130.13(66)
45 = H e 2 (B AK)
ARAFEDO L EMET a7 7 AL, IAVT A e BEERIERTHY, Rl 2 2VEOREII AL -
72 10438 R O3 G- HI M CARBIEGERE IV CEBEEE (3%LA ) TGS =RITERIE, 88 (4.5%,
6/132451) } ONDU A% (3.8%. 5/13251) Th-7=,

(5) B - S AE B LB
ARl

(6) JamEERA

DY P A A (— st P AR A 5 A o AR A Ol P P b e ) | B IR 1% 7 — 2 — A, e

W 7 1% AR FRBR D P 7%

FHE FHZ BE 32 e e 1 Al AR A (Study 1D:NN8640-4638) (52t )
BEFARERAEDMHEDEF

H i) i SEE FIC ) 2 B R 022 &VE R OV I 2 535,

FHEHE Ao

EdE RN R TRV L A A E B (B ICPRD)

B 2~5AER] B eI L L C34F)

T EE IR 200451 CHFHE 1140451 . o> GHELHED>5 D Y)#R 2 e F160451)

T RATEA BEE R RAAMEIN (7 FFL L ORIER ., FERHEE BT 295 FEIRPIMEEAE ., #EmcBEd2
FG L DINE R FR, MHEE, HbAlc, BRARIRAMESE) . A0 (HRICBIET 537 A—4 | IGF-1%)

FEWE B9 A4 A TR (Study ID:NN8640-5005) (S H)
BEFEARERAEDHEOEF

H il SR TSR B B 5RO 22 2 R OV 20 % 3 5.,

A S5 LS e

RREBE FRERVE IR IR SRR B

B L~34F OB ERIR L L C24F)

T ESE %k 200051 (95, GHELAIDOEE 5RO 720 B 10041)

FERAEE B R, RNl (A EERLORIEM. BREIREEICE T A ERS, FIAEMICHETIAERS,
MM, HbALcE:) | A 2hPERTMN (R E | B4R/ B LS ORRICBI 35T E | IGF-1 SDA= T
)

2GR L U CHEM T E DA ST ML 772 - SBROHE

ML

(N 2Dt
MY BRI
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VI. EHFEICEIT SHEHB

1. REZH(CEAEHHEEMRTILEYE
BN R AT B
— kA Y~ hee s GBAR R A) | Y AT hea s GEAR - HER)
EE: BEOHE MO - RE L, RFTOBN LELS R DL,

2. FEE{ER
() VEREML- YERABEF

VBT, BRI RS G T2 MR EALVEY (WGH) 38R THY . 73 /BB 10 1AL I — T e
ZHLTWD, 10 TIERAS oA AT A U35 (LI0IC) ICEHAL . 7L 7 fE S sy (IEH) 238 LT\ 5, 7
NI UAEB R ET N T ARG EBUKPEAA = — TR ARSI, BUKIMEAR— Y —2d s TT AT IR A B
EANTZHIR (GHR) 5 S HALE DRIy 72 BRBES RSN A Z LT, Y~ T VA FIRe ML TV 7 30 ik
AL FECGHRETE (LT 5,
IBEDOT N T IUFEBEALENIRPET L7 LD R B G FE AL~ T T 2 DR IE T 2, FOREE,
in vivo COFERAR LI K OE R IR 23 =55,

VYITO 2 D—RIBEDIRNE
e )

VTV HAIGHRIEBI#E THY . hGHERIEDOIKIER . 372 HGHR~OFE A E T B EHEEA K OA AU BR K
ERT-1(IGF-D) &0 aM#ERAEHL T A,

V=7 J OMGHIL, GHR~DFE G & Z AUSHEIE AL N U CTEM AR &2 38 45, GHRIZHL R ARL L THRBL
L, DY <=7 2 b LLIFhGH Sy F-E2{H DGHR Y TR DY H VK — 2 BARBE AR E 95, THUZED, HlfEE
IZBWTZBRD B LR OREEZ LR, JAK/STATROIGEMAVIC LA P F BN AT D, FD%., FEL
THHIBIC 381 BIGF-TAE R O BN, £721IMAPK/ERKR DOFEMHALIC L AHCE M D4 ZURE K OHIEA EiRL S5,
IGF-IX B filika & BB OMMBI R T EREERZE L TRY, /N L OFFEICB T 55 BN, lARE
AIVE LS ITS AE FBE O PR AE ISR M ORI I W THEL T B2 0 -5 S IR TEH (TR A4 iR, &0 7308
AR REOHNINRE) ZH LTV, £/, hGHR DY~ 72 2 AINTIRIC 3810 258 AR 2 B INSH . 7 RO BUA 7
ZD S5,

(2) EshwEEf T HRERRE
DGHR & OHSAIZ 9~ A i At 1 ONZ GHR & OVPRLRIC k555 A 1M (n vitro) 2
FH T TR AEEIC LY GHE R Z R EICEEC LIzt —F v A DY~ 7 2 F# oy b hGHXTIR
BARIMUIZ ., VY~ TV H e DREERRNVEVFER 2 378 (GHBP) Ukt 3 A B E AR AL b2, ENILIET
VT (HSA) T DR B D EPERI DM & L 72, ZOfEF ., GHBPE DS &2 BE 2 Pt e 4k (Ko) OfiEii,
~ LB R Ty N T2.8~3.1 nmol/L, hGHT2.3 nmol/LTHY ., &y MEI NIy FEhGHRE] THEEHEIIZE RITRD 5
N rofe (— LR E S BT & O Tukey DL B LR E , LA TR , 72, HSAEDFEEIZBIL T, ST IR E DHSA
(0,320 KT 3200 nmol/L) ALER#% 120501 D MG HLAL (RU) MR LI LA, Vv 7 v Z U JREEry MNEIHSAL AIHRYIC
FEETHILIVREIL, By MR THREF R ZER IO N 2 -1, 1B Y ~T U H Ry M, 2 SNzhGHE
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HSAEDF EAEIIRD B -T2,
PLEXy, =7 /5’/0)GHBP TR ARE A EHPEIZhCGHE R TH DL, VY~ T2 F L DGHBPIZ T 55 & Bt K&
UHSAIZK T 25 A HRICBAL €, i3y M CEIZRWZERH BT/ 5T,

Ba/F3IRIEIE T B2 EY | ENRERAVE S ZFR (hGHR) L eh7 a7 75 2 54K (WPRLR) IZx 95~ 7 >4
YD) ZREEDFEE e OFDTEMAL) 12DV T, ECsof A TR L CTRETLT,

ZDFEF hGHRIZHR$DECsfEIL Y ~ 7 v 2 i3y hT0.033~0.054 nmol/L, hGHT0.013 nmol/LC&Y ., hPRLRIZ %}
TDECsfllx Y/~ > & Koy N T3.55~4.63 nmol/L, hGHT0.52 nmol/L., hGHT0.16 nmol/LCd>7-,

L XY hGHRICKH 5V <=7 2 DN F1iZhGHDHKI1/3~1/4THY . hPRLRIZKTT 5V~ 7> 2 D% 1711ZhGHD1/8,
hPRLD1/25 T -7z, WFNOZFRIKICELTh, Y~ 7 XU R ay M T IS ZEITRBO BTz,

1 GHBPIFSZ B RSB BEIRO BN K0 PE A SN R AV E L 52K (GHR) T, GHREGHBPOBUFIMER AR THh 2
ZEDE, GHROHEL CGHBPEfE AL 7=,
2 MR OB K OVELEIZhGHR 2 OhPRLICIE 795,

Ba/F3 HIAIEHET > EAIZIB T DA 20 /)

hGHR 1Z%}9°% ECs hPRLR {2592 ECs fE
SEH5iE &+ SEM., nmol/L -1 = SEM, nmol/L
hGH Ckf &) 0.013%0.0008 (n=8) 0.52%0.03 (n=7)
hPRL (&t &) N/C (n=8) 0.16+0.02 (n=3)
avh A 0.054+0.006 (n=6) 4.63+0.62 (n=5)
avh B 0.047+0.009 (n=6) 3.55+0.74 (n=5)
=520l 0.037%0.014 (n=3) N/A
vk CF 0.033%0.014 (n=3) N/A
ovh D, pH 6.5 0.049+0.006 (n=4) N/A
avh D, pH 6.9 0.042+0.005 (n=4) N/A
avhE 0.047+0.007 (n=4) N/A
= AN 0.045+0.008 (n=4) N/A

ECso: 50%Zh SR FE  SEM: fE#EZEZE N/C: FEE H (hPRL 1% hGHR IZHE A L7V L N/A: 35470
T AGEEZOFERe Y, [ ASBMANOFE Kk

2)GHRY 7 F Mzt 3 51ER (in vitro) 2

IA ﬁ@EJZET/WE/x%‘rﬁS(GHR) B~ BITAY~ T2 D7 F I REEREL | R R/LVES (GH) O—k

VERBERAL T DRI Z AV CTRRETL 72, 7 MOIMCAT I B O 251 T oo bR RE 2 R FF - A e MAFRE IR HuH-7 %

~ 7V HF2E hGH THIBEL., GHR A4 L7ey 7 VR EDF AL A, STATS OF 0l L VB U IS I > Tl ES

1% P-STATS ZHEIEL L CHIE LT,

Fo MIRIFHIRIZ 3517 D P-STATS %84 H BEOBLENOIRETLIZE 2 A e ROFFEITY ~ 7 22 Rl Tl 8 nmol/L.,

hGH G 2~4 nmol/L CER BV, E-. BRI OB BRI LI-L" 5. P-STAT5 O kO |~ 2|

PClE 15 43, hGH BB TIE 7.5~15 43 THB, LB, P-STATS #5313 GHR OFURIEICL0ED LIz (KEDOXNES

),

PLEXY, v~7 o2 OV hGH IZBIL T, 7 MM TR Sz Al BK 7R A9 SRR 7172 GHR 37 vis

FETE AL M O GHR BUEAERE iﬁ%f&;oto

HuH-7 HEfEIZ$31F5 P-STATS #iE% A BEOBLADOMRFLIZEZA, RKOFEIZY ~ 7 T Z il hGH DT

zhf%) 8 nmol/L TRHHLNT=, Fiz, B OBLED DT LTcEZ A, P-STATS D KOFHEIL ~7 L Z R TIE 30
. hGH HIJLTiE 15 T 60 43 CTHDHiL, BARE, P-STATS ##E1% GHR BURIEIZ L0 Lz,

uhot@\ V7B OV hGH IZBIL T, HuH-7 filfE CRR b7z A BARTF RO SR RMEAE 72 GHR > F AR TER

ALK O GHR BUBAER S IXFIER Th o7z,
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BEOBREHSBEHLES Y MIRFERICEIT3GHRS JFHILEEE (L

-
2007 W hGH (%)
| PEFPEYIc))
150 -
%
5‘&
E 100
=
i
50
ol weil
0 0.5 1 2 4 8 (nmol/L)
BE
P-STATSOEEIZVT A Z 7Oy T I 2AVTGERENBNAY 7T S0 FEBRELTE EIC LD EREL T,
\_

BROBRN SR LSy MIKH#RICEHT3GHRY JFHILEEFEL

~
2507 W hGH(E)
L PEEPEDIC)
150
"
ban
E 100+
-
72
50 —

0 3 75 15 30 60 90 120 (4)
B

P-STATSOERIZV T AZ IOy T4 > I AWT IERENG Y 77 7 RRIEEL T IR DEREL .

MRV EL WA BIEBWT T WIS AE B GRFOZN R (T h) 26

TEEASE LT Y M LT, Y722 14 nmol (0.33 mg) #38 1 [BF7/21E hGH %2 1 B 1 |IT, 28 AMNER T#E5
L7z, 28 A OB IR E K O SE T IGF-1 O E —FEE 7 a7 7 A VR IE T 5L, 25 0 ROV 28 HIC&
. MBFE K O R A L AV AR EAZHIE LT, 3 28 HIZIL CT AF YU IlLVEREEN VEEELHIEL, EEN
MR A A KO IRIEI B e ORIBIS (A EE R E LT,

ZORER REIZOWT, YTV F BT G RIR IR0 3~4 BENZ LA L, EemEic#EL 2%, RER 5T
WO T LTz, hGH B CIUSIZESRAICEIINU -, mAEH IGP-1 IREEIL, Y~ U2 U B Cli 5 MR ok 5 2
~4 B2 K (650~850 ng/mL) 720, ARG 5 7 Hi%) £TIC_N—R2F 1 (K 50~100 ng/mL) FTE F L=,
hGH BECIX, B#EYNOZEL T EFLZIE—EDORE (89 200~400 ng/mL) 2MERFSILZ (REDKESR) ,
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GHDETNICHITEREE FIREFOMIBHRIGF- IIREHS

e A
(ng/mL)
1000 —
800
m
5
'f 600
G
F
T 400 -
R
=
E hGH
200 .
VEOAZ V]
¢ . —a— * * . o ° —o Al
0 T T T T T T T T T T T T
0 4 6 10 12 14 16 18 20 22 24 26 28 (H)
HAR
FEETIRERE n=10/E RAIFVITUE SR
\ J

N=ATACHRE R OBE 28 ARICBUIDH"TA—ZOREREZU TIRT, 5% 28 ARRICEWT, Y= 72U Rf
KO hGH BETIR, K, BRIGIIAE, (K= CEELL BN &, SRR N—ATA T THEMLZ, $72, B
BiL, Y~T U H B RO hGH BETHIINLIZ2S B B ISR TR bIRpoTe, Y~ 7 2 i OV hGH OFE&RIZI
LIV B BOHINZ, B R EO BRI BN ZAED Z L3RR S {7,
PALEED | TREAHT MBI 28 5B R U7 AR RGN, #7585 & OV O BN s MR NRIG O L0 s K&E)
DTZZ LTI Db D EFERRE LT,

FRAHE H VAERE (N = 10) IV EEE (N =10) hGH # (N=10)
R—=25(v | %528 B | _—XFA 528 HE R—RS5 Ay #5528 HE
KE (g) 100.100.96 | 100.12+1.79 | 101.60=1.33 | 163.94%3.44 | 100.50+1.41 | 140.64+5.28
IS IRE (o) 80.501.18 | 77.551.47 | 81.94%1.76 | 132.63£2.23* | 82.62+1.03 | 112.2745.09"*
ﬁ;@ﬂ%@mu&@ 0.803£0.009 | 0.774%0.003*| 0.8060.008 | 0.810%0.005 | 0.823=£0.007 | 0.796=0.007*
NENAE (g/g)
IRHEN () 11.73+0.71 | 11.91+0.40 | 11.71+0.51 14.744+0.75" | 11.93%0.46 13.36+0.52
@g“%mm 0.117£0.007 | 0.11940.003 | 0.11520.005 | 0.090=0.004™* | 0.118+0.003 | 0.096=0.004*
REMG & (g/g)
IGF-1 B¥ (ng/mL) 75.86.8 49.6+3.9 63.8+4.5 155+9.6 66.9+5.2 269+78.0
BEER (cm) 29.040.2 29.1+0.2 29.3+0.3 33.50.2% 28.940.1 32.00.3*
HHE R (mg/kg) - 2.62+0.06 @ - 3.85+0.11% - 3.30+0.10" @
HHEE (mg/mm®) - 606+16.1 % - 599+13.3 - 623+12.6
I (mmol/L) 4.75+0.09 5.81+0.11 4.68+0.13 5.81+0.12 4.63+0.13 5.57+0.17
gli%;jg/w/”%rg ALLOQ 56.6 <1.0Q 119+17.9 9 LLOQ 54.8, 62.0 ©

SERfE EAEMERRE (B 1 U 2 BlOGEE A OfF) . <LLOQ:E& FIRARNM, —: HEWT
a) 9 Bl b) 14, c) 8 fil, d) 2
* p<0.05, #k p<0.01, 0k p<0.001 vs ABERE (—IoBlE /3 B BT & O Newman-Keuls 2% 5 FLI R )

(3) 1 FA S TR B R - B R
(VI SEMEHREICB 2 B | OIS
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VI. EMENEICEIT HEHB

1. M BEO T
(1) S AR b A
PR
(2) ER PR TRE BN F- I eh R EE
BEHER N FI AR AT P4 2451 S OMBEHERS: N A1 A5 ot 252 AS0.02., 0.08, 0,162 00,24 me/ ke i 1 RIS 2

TG L& 051 B L UOME BIZBIT23MEhE ST A—2% DL TIOR T, BRI B AR AN B MBS O 5408
BT DAUC 165, R FEZR CEIM) 131.3~2.9TH 7227,

A& qzi’g&"%—-% SRS AUCo-168n Cruax tmax tis
(mg/ke) (mg/38) (ng'h/mL) (ng/mL) (h) (h)
ERERLA H AR A B giBE
0.02 . BeFL@R | 352677 028) 2.0 20.0) 1)
o BS4ER | 4505 ©39) 40: 12.0 o)
0.08 . BELRA | 1796 (667 o) 40160 508)
o B4l A 2862 (61.2) (160221.07) (6.01;4.1%.0) (3('5751)
0.16 oo BTLER | 7165 (12.0 (124 4.0 30.0 o)
o 54l H 16238 (33.9) ?435?}5(; (12.1)?.;)6.0) (2(;07)
0.24 15.63 BG1EH 13742 (50.9 ?4();;; (12.1)?.;)0.0) (4;34)51
o BeT4BA | 18087 (63.5) 620 (12,0, 30 #68)
EERANEA B ERERE

0.02 162 e 375 (65.7) (665?4) (4.0?86.0) (3?9)
o BSaR | 429 (158) (o) (10: 36.0 (138
0.08 St BOLER | 255 (886) |0 601 16.0 (25"
o grma |2 00 | G0 | poiee | ase
0.16 - BOPLBR | 6965 (559) | 00 6.0, 12.0 o)
(65" Be548H 11245 (60.9) (33457.'55) (1 2_1)?'56. 0 (1?;?7)
0.24 19.24 SRR 20148(101.2) (47624..29) (12.?)(;).;)6.0) (4@51)
o Be548H 21638(73.1) (43504'.14) (12%?'26. 0) (22?9)

AFNOD 7GR B rm I E8.0 mg T Do AUCq-168h Conax S UV 1o TEEART LI (ZSBIERHN) | b TH I (/M B KAED)
a: 531 b: 5418 H %5641

fERERR A B AR N B PERERE |2 R3K0.02, 0.08, 0.16 % 7%0.24 mg/kgZ 1 [BINE R T 5Lz 541 B O+
TR — REREIHERS A LU IR 372,
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10004
. 100+
=
E
=
= 104
ot
i
fik
K 17
0.1, . . . . T . .
0 1 2 3 4 5 6 7
trSiRER (H)
HE (mgkg) o— 002 ——t— 008 e 016 ==m == 024

(R R [ A 2 T — )
<EE48 B O IE P ATKGREE — RS (R H A A Bitkers) >

ARV E Ly IR RIE R 22512 AEK0.02, 0.04, 0.08 % 10.12 mg/keZ 1B TG LTz 540H Bz
B DI ENRE ST A—H L NIRRT, RIEORE L, AFEK 551~ TEFIRBIGEL-EB 2 b, 54
21T DAUC)- 160D BT CEHIM) 131.0~2.0TH o7, T2 FRARERVE S DR SIERESHIN VT 4 ae
CP¥IFH #:0.004 mg/kg) &1 A 1EIRAE R T G- LIzLZ0#5:22 H BIZ3T HAUC ou (B FEEIME) 1217 ng-h/mL, Cix
(ST 1315 ng/mL. o (FPAAE) 132,805 RIS 1T I8 G 136 85T TH 7= GHE AT —%)
28

a: FERMNTIBT DAL 7451,

HE LR 5E AUCo-168n Crax tmax ti2

(mg/kg) (mg/3H) (ng'h/mL) (ng/mL) (h) (h)
0.02 (6431)) 1.69 666 (70.9) 14.4 (193.2) 6.0 (2.0; 30.0) 49 (37.4)
0.04 (541) 3.52 986 (93.3) 20.6 (201.2) 4.0 (1.0; 12.0) 76 (39.7)
0.08 (5451) 6.23 2085 (102.2) 45.4 (127.6) 8.0 (2.0; 36.0) 52 (30.2)
0.12 (6f51) 9.63 5431 (61.7) 114.8 (113.3) 11.9 (4.0; 35.8) 52 (19.3)

AFHO G i 1 38.0 mg T Do AUCo168n Cirax 2 Ul THATFAEIE (ZEBIERERY0) | tonad 3P FIAE (fi/IMIE; S A

TRV L A IR By B R 24 (R BT 6 ~ 1 1501 T AE£0.02, 0.04, 0.08 %2 TR0.16mg/ ke Hilalfz TH5-L7=-
EEDIMBIRE T A—2 &Ll FIORT, £, lERVE SA SRS FAERESHINC /LT 4 b 0.03me/ ke 1 H
17 H AR TG LI E 08541 B BIZETDAUC) o, T 13108ng-h/mL, Cpa GEATEAE) 13
10.6ng/mL, tyax (HRAE) 134, ORFH], FEAFRIZI51T 2 2080 M) 134.9FEH Thho7z GMNEAT —4) 29,

a FERANZ T 2 [ X651,

A& AUCo-168n Cuax Bueax ti

(mg/kg) (ng- h/mL) (ng/mL) (h) (h)
0. 02 (641) 606 (72. 5) 21.8(122.2) 8.0(4.0;8.0) 45 (34. 6)
0. 04 (64#1)) 1840 (61. 7) 71.9(68. 1) 11.7(8.0;12.2) 41(10. 4)
0. 08 (6431)) 6288 (39. 5) 278.0(30.7) 12.0(7.9;12.3) 37(17. 1)
0. 16 (6451)) 25512(23.2) 458.4(30.7) 25.5(8.0;48. 3) 34(21.4)°

AUC 18 Crnas S Ut 3 ST TENE (ZETREY) | bk 3T RAE (/ML BRI, 24451
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QL
AL

) BE-HRAEOZE
U E R

2. EYBEERI/ (5 A—5
(1) BT 75 3%
AR

(2) W 4 FE 72 30
R

(3) HEEE TR
L L

B 7IT7F2R
L E R L

QO Xt~
PR RNV 2 3 AR A E B A 3306 BAF HAVIZ A R AT B (A S REE SR BY REARATT e O RAL |2 07
WA SNEAR S RAE B 210817 HAF DAV ML AR S REE RSB REARAT DR, 2340 A8 (V/F) IR
AV B A RIEBFE T14.6 L, FREANVELS WA MRS RAEBE CTL.T LeffiEzshr= 0%,

6) 20t
A TPRRL

3. BEFA(REaL—ay) i@

W [E] & 2R

B N ARV L A IR AE R A it G2 & L7230 D S TILAH I R 3% B (NN8640-4054 3 Bk . NN8640-4244 3% Bk Jz X
NN8640-404335%) 33061 (PEBI - B 16361, 2216741, BFE R  hGHELA THRIGE D BFE 22501, hGHELK| TIHHE
o BFE1056], A A N/ZOM208651, HA NG, HARANLSNDOT T N2961, Bl v A=y 7 XiET77 %15
B, eANR =7 T TT VSR LA 31561)) D3 DA HIUT-4364 s L iE AR BE 5™ — 2 % A C, REE R SR B REARAT 23
FEhEX iz ERAL7ZY 7 =7 :NONMEM (ver.7.3) ], RHEMI Y BN BEMHT ST RESN TR T O FE B CEMHE
[pH]) (oo T, AHn46.5019, 77]5%, 5H75.0[34.5, 150.5]kg Th o7z,

() B AE

HEARET NELT, MYy har /—hA MG FE & ONTRWIPGEFR O — D OWIGEFE 2D NI IERIEEDOI D
TYR AT AHRIAFRE D 13 = hAVMET ARSIV, B G-I /S —RAV ML HILT L /=R A b
OBATHRE T (ko) . TP v b =R A MRS LI R —= A SA~DOBATIEE EH (k) B ORI A LY R AT U E
H(Ko) 1, FBIHEE SR (NN8640-39157K5k . NN8640-3947 75k M UNNN8640-404255%) D IfiL i FARIE R LT — &% H T
RS SNTAEREEEEL TET MWL, FEHBAa =AML RT Py hay 78— A b O W IGE
TEH (ko) \ A AFE (V) B O RIERRFEAE I (Vo) (2K T HIBOIAE LU TR, MBI (B, o= Ahe s
UERIKIR B 5L CWD ek, R A AR U BRI A BTV | ARG (65 AT . 65a% LA ) KM ONAFE (B A /Z
Dftt, BARN, BRANLSOT T N) DEBINEIZIVRFISNZ, ZOFRR, RS2 TOREENRKET
VR AIAFITZ,

Q) INSA—FEBHER
AT T VNG, BhN - IR RO EIEICKIE T BT LIRS R, BIRS 2 T BRI AREOEKYHhE
WA RAE T AT ER CTHHEE 2 DI, FRCRHEE KIE A BIIRE L ORI B 2 b5z,
AIE2 meg KA T 5 Uiz E O M E HATKRR VL, (REH385 kgDFEFRE (T3 L, 45 kg N 15 kgD R C
IEENEII 1205 K V0.6115% . BYEICHL, B O = Aha VBRI B 5L T B e R OB G L TV e el
FN0.4715% B TR0 701, 65T ATH O BEERF 13U, 655k LA EO#EERF TIE1.356%, B AN/ZOMIzx L, BARANKOHAR
NS DOT T NTIHENENLASME L 06T LA EnMfEE ST,

BIHRFEEEDLEVBRERILELD S BT L EEREDDREX IR BMNKE
REARN T WA SRS FIE B E A S L UT240425880k, 417258088 & OM42635385R D 21041 (51 - Brkeafs], &k
14661, AFE: B N/ZOM1376H, B A A0, BAALSOT DT AN43M5]) 23DAHHU 721473 55 0 L1 T A fE 5 —
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2} OM04238 R A [ <186 515> 45 B0 72 1381 S D L] R IGF-TJL fE 7 — 2 % AN T, REEE SR Bh R /3K /) T i3 52
MEXI 7z (Y7 My =7 :NONMEM (ver.7.3) ) , RHEEMISRMBIRE /3K ) SEMRNT KT G L SN B E D& 20 B (%)
TE[FEFH ) 122UV TC, A= Hn6.502.5, 11]5%, (KE17.2[6.0, 41.2]kg TH o7z,

() B AE

HAREFTNATHONT, EYBNEEE T L EL T, Mr P har =R A M RGBT & ORI IGER R — > DRI
R N HERIENE DI Y R A TN SRR A RS 1 -2 S — R AV REF A DR S, SBIRE /3 e T L
L C. IGP-1D A i T2 5% (ki) ZARTE T A RIBERUS T T A DS L, TOMEI A AT _ATEYT ¢ (Fu) ISR T
BRI AL RS L CRLSA ETz, BRI SRR MBS LT = MR A~ OBAT IR FE 5 (k) | 425
WAL /=R A DB T L Py ha s SR A IO BT O ORI FE T (ko/F) . h7U Vv har s i—h A Mpb
HLa =R A M~OBAITIEE E (k) . ADNT O FEE (V/F) L RN O RIERRTEE R E (V/F) L I Y
R AT T (K) © Frots Kiny IGF-TOVH K BE B (Kou) « B RIGF-TA A (E o) M OVE o D50% D 2 % 77 9~ AR FK 1L
15 IR E (ECs) MET NIRRT ARSI,

Freis kisJ2 OBl TR 23028 BE LT, (KE, MERIR AR (B A/Z0M, AN, ARALSDT T N) BIALET
JEIZEORRRIEN T, ZOR R, FalZxf T2 B & LU TIHRED, knlZxF T 5 &L U TERE K NAFED, Bl 6
DI EEUTRE, MBI R OCANFEDRRASE T T AIA T,

Q) INSGA—EEBHER
AT T VNG, 15N I BB RE ] OV I RIS T B MU fE R, (RESAKOEY EhReIc, A
DIGF g SDAZT DR 2T AL INSD AL BAT B L RIE T ABEK THHEE 2 DT, A%0.16 mg/ kg [IE K
TG LTl SER M ARSI BV, (K HEE19.6 kgD BBRAE TR, 13.2 kg UNB1.1 kgD HBRAE CIXENZ11.101%
K ON0.90(5 E72 DT EMHEES AL, IGF -y SDAT DN—RT AL INLO L &L, AN/ZDOMOBEREIZRIL, BARAN
DOYEERFE T 30K LD LM HEES T,

4. RIR
YRl

5. o
(1) I % — R BE P @

<HE>
HEREWistar Hannover 27y MZxt LT, B REAR R ~ 72 (PH]- Y~ T V2 ) B G835 ~7 49 mg/kg (56
MBa/kg) DHLR R F 52 hL | BE5-1% 12005 R ECOMBDI A ZRFT LT, TOREE, T LI O KE B0y
T #HELZPH]I-Y =T 22 OSRe SGBD LAV, Fem R T3 5% 12 % U6 IS E BB K OVl CREsR S 4L
7o PHI-Y~7 v 2 By E ORI R E K OVl TR, IR x 322N HOMBOAUCHITENE R KT
8L O IMIRIZx T DR DAUCEIX IRm CTho7e, B EE K OMAE LIS O KR4y OFARECI%, 5 5-1% 336Ff D
TR I HHBR AR T 7=, MR O BEIC 31 DI EE LT i FE D20 K TH0 . [PH]-Y~ 72 2 BE®E o h
AR R A~ DR B DMENZ DRSNS,

(2) % — BA A& A P @ i 14
<HE>
IFWREWistar Hannovers2 7 b R4 H 119 A) 1L T, PH]-Y~TF Y Z o %G8 35/ ~7 T #9 mg/kg (56 MBq/kg) D
BRI T G2 LML, & 5% 72R M ETOM IS AR LIz, E DR S LB VRO KB4 Ic T,
G UIZPH]-Y ~ 7 2 OBURRE S DRBO OV, Fe i BT 514 24Kl I TR S 472, PH]-Y <=7 v 2 B
B ORI B b m <, FHE IR 3216 VB B AUCERIX0.542, BH&I I3 3~ DD g Jka kD AUC
FE1%0.030~0.183 T o722,

@) EA~DBITH
<HE>
FH M Wistar Hannover 27> h (7L H : 10 H) IZXL T, PH]-Y~T T2 E&H/ 35/ ~7 T 4.-8.06 mg/kg (60
MBaq/kg) DRI F# 52 £l L, it ~OBITERFT LIz, ZOfEE, Lt Rk Ousgiziks W, # 5L PH]-Y~7
A DIRFHRES AR AFRO DI, F i B IR 5 12K R ICHER S, PH]-Y~7 v 2 BEME IR C, MiEh
WZHRPTAHIH O IZHR K T0.5Th o723,

) B~ DB T
UL

O) ZDthDEB~DBITIE
15, oA, (D ifiig — B B8 P e | OTEZ: f
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(6) MBELKEEE
AFRD MIFEH L X7\ B in vitroft & 2R 1X99%EH Th o725,

6. X3
(1) REBEBLL R O BHR IR
(25 WNCANESPNEEE o0 3 E A NN S T A N g <A TR 5l N A B e NS S 7 S =TT AN A Y AN 94
OFEPRZEARITFERS LT, R NR 28 1%, 321 3%RERS 7%,

Q) REBETIER(CYPE)DHFE. FEX
<BE>
MEEWistar Hannover 27y M LT, V<=7 #0, 0.4, 259 mg/kgD1 B 1[A]1 38 H#5-0F N <72 #2201, 2
KO mg/kgD I 2[A126 1 M 52 F ML . JFCYPASOTE 2T L 7=, Z DfESE, HE:Z v hoCYP1A, CYP2B, CYP2C,
CYP2E K. (’CYP3A, HEtEZ R CYPLA, CYP2A, CYP2B K ONCYP2EIG DR TN gD ST,
HWERED =7 A FNNTKIL T, V=T 2% 0.4, 2K TN mg/kgD i 2[E] 13 [ # 54 FMEL . FFCYPA50IEMEAF L 7-& 2
A, HEMEY VO CYPIATE 23 30BN L 7238,

Q) VERBEHNROERRVEDEG

UL
) REMOFHEORRRUEE L, FELE
AL

7. i
6. {43, (DICBRGLR VRIS | D5
<zE>

WEEWistar Hannover;2 7 MIxtL, PH]-Y~7 V¥ aE&H 35/ ~7 4 10 mg/kg (59 MBq/kg) D Hla| T # 5%
EREL ., e 5-1% 1200 DR | # K OB F~OPEfE BRI 72, B RPN IR THY | EET > MR ERITZE N
ENE G BD86% K U836 T o7, MikET v O FF PR ITENENHE G ED12.6%% M 4.T%ThoTe, BE T ==—
VALE U MEET -~ M3 AR iR 1T, TN G- 8003.95% K% 183.32% T 7z, BEALE DOEMWY) K RS ==
—UALE LB 3V T, HEIERR I K ORISR IS B et 221358 D DR o 7239,

B =7 AL, BH]-Y v T L2 SB35V~ 7 2% 0.6 mg/kg(14 MBqg/kg) DHIRIE FH 5431,
G120 O R K OFE R ~OHet A Ft LTz, EERPEMRERIIIR THY | [T 5-8053.9% Th -7z, FH kit
RIIHEEOLTA%THY, 5 2038.3% DU RENFREE F 5% 7 LT, MEIEII B G- 80094% Th 7240,

8. FSYV RAR—E2—IZBT 515
ZMEERL

0. BH HI-LIREE
LRl

10. REDEREFTHES
(1) BHAEIESWEREICH TS RE
RS RERE S O E O B D8R CRER(AJEIE & (GFR) O HIEEICEE W C3E) T8I 2 A3£0.08 me/keZ 38 118] 5L
TR TERGULEEEOEHFIRE (530 ) TORYEMESR | BHEEEDSIE #7285 (GFR 90 mL/minkk k) & ikt
LTz A LU IR, E, BRRE S IE 5 7a B |2k 9 BIGF-1DAUC- 160D LLOHEE B I, T2 H01.14 (BREE) |
1.35 (P ) | 1.40 (FEEE) & ON.24 (M BT 2 B LT DHBRE ) Th-o7= GHEAT —2) 4,

AUCO—ISBh Cmax
THAE HOHEENE HOHe R
[90%/5 48 X ] [90%fZ#E X H]
EE (GFR 60~90 mL/minAi)/ 1E 1.25 [0.74; 2.11] 1.31 [0.71; 2.39]
4R (GFR 30~60 mL/minARii)/ 1E 5 1.27 [0.77; 2.07] 1.40 [0.79; 2.47]
EE (GFR 30 mL/mini)/ 1E 5 1.75 [1.00; 3.06] 1.47 [0.77; 2.81]
M ENT 2 BT DR /1B 1.63 [1.01; 2.61] 1.34 [0.77; 2.32]

PeBRE e B (1361) | BREE (8) | thAEEE (8451) . EEE (5(1) | MHEEMT 242 L DB (861
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(2) FFHREREEHERE B T2 EMEE

TS RERE DO FEE D B2 A 48R (Child—Pugh scorestiZ -3\ T HH) 12815 AHK0.08 mg/kegz M 1A FTH5L

T2 EOEFIRRE (B 53[0 B ) TORMERESL | FFFEREN IE 7o giBrE & LM U7k e LU MR, F72, IFkkaE
DNIE F 7 B (k9 DIGF-1D AUC ) 1650 D ELOHETEAE I, 0.85 (BREE) J R0.75 (FEJE) Thoiz GHE AT —4) 42,

AUCq-168h Crnax
FFigaE oHEEME HrooHEEE
[90%/Z%E X 1] [90%{SHE X ]

B2 % (Child-Pugh/y 527 7 AA)/IEH;

1.08 [0.66; 1.75]

0.95 [0.52; 1.74]

HAEEE (Child-Pugh%y #8275 AB)/IEH

4.69 [2.92; 7.52]

3.52 [1.97; 6.31]

BeBRE . EH (16 f51) | R (9 ) | R (9 1)

) BIEITH TS
M TPRRL

11. £0fth

RN RV E L AR AIE R 2212 A3K0.02. 0.04, 0.08 % 10.12 mg/kgZ @ 1Bl 18 K TG L=t 5438 B
\ZBIT DI RTA—ZE L TIORT, Elo, RARERVE S WA RE R8BI /LT (b’ CE¥IH #:0.004

mg/kg) 1 A 1A K TG L= 2054 B2 BIGF-10AUC - 65, (B i S 1328502 ng-h/mL. IGF-10C
GRATEE0E) 131914 ng/mL, IGF-1D 1 (FFHAE) 1X83.9KF M ThH -7 FREANT —%) %,

Jiib=e g EE IGF-T AUCy-168n IGF-T Crax IGF-T tmax
(mg/kg) (mg/78) (ng'h/mL) (ng/mL) (h)
0.02 (644 1.69 25842 (32.8) 189.3 (24.6) 59.8 (24.1; 119.9)
0.04 (5451 3.52 28839 (32.1) 203.4 (29.1) 47.9 (12.4; 167.9)
0.08 (54)) 6.23 39097 (65.1) 283.6 (60.2) 71.2 (47.8; 71.8)
0.12 (6451) 9.63 77808 (34.4) 559.3 (39.0) 83.7 (47.8; 95.9)
AHN DA A= & 1E 8.0 mg Th D,

IGF-T ® AUC 1680 S ¥ Coox (3 ZETFEIIE (ZEENEREL%) L IGFT Ot (13 RAE i/ ML S A

AT O T hae’ s OFRE M SR ENEARANTE T L B OREM SR BN G / 3 R £ T WS EE D& | BB AR R
B (NN8640-40545850 . NN8640-424473 Bk [z TNNN8640-404378Ek) DT — 2% FIW T, SEXIHERFH B ORAIRE 2.4 mg/3E., /
T AREE R 0.29mg/ B) TORIEE /LT 4ot OIRWBNE K R ST 07 7 A V% e LT R RIZEL T O &880
TH-oT-,

-t
o
N

E — % —_—
;3‘ 8 — L7 4 bR — T4 FREL
0 B, 1
£ .
2 Z 0
~ 4 i
o o
= o
oo |
g 0 J —~ = vl -t = 2
0 1 2 3 4 5 6 7 (H) 0 1 2 3 4 5 6 7 (

<EEIRBIZBITAHBOTRIRK (LFE AR UIhGHE E (EXK., 8 ESE) | IGF-1 SDA=27 (AKX, EHE) ) >

FE R E I IA B MAR S FAE BB 240 CEER D : 6~ 1 15012 A3£0.02, 0.04, 0.08 % R0.16mg/ ke Bila [z F &5 L7-
LEDIS)FRTA—LH L TITRT, Elo, RERVEY WA SRS B BHE8HIIC /L7 A -0.03mg/ kg1 H 1
[B]7 H IR F#5- L= 0 541 H BICBIT BIGF-TIDAUC-g4, (L4 2IME) 13:34989ng-h/mL, IGF-10DCy (22477
SR 13244.8ng/mL, IGF-1Dt e (FRAE) 1295. LRFHE] Tdro 7 SAEANT —H) 29,
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&z IGF-I AUCo 1681 IGF-I Cpay IGF-T tpa
(mg/kg) (ng h/mL) (ng/mL) (h)
0. 02 (6f31) 16153 (57. 0) 121.4(52.7) 30.0(12.0;48.0)
0. 04 (641) 24199 (86. 6) 204.6(71.9) 36.0(23.9;71.5)
0. 08 (6431)) 42218(28.1) 368. 8(28. 3) 41.8(35.6;47.9)
0. 16 (6451)) 34350 (13. 5) 317.7(7.0) 71.5(47.2;95.8)

IGF-T @ AUCo-168n K TN Cax VEERATT SO (ZEEMRES)

IGF-T @ tou (X HRAE (e IME 5 e K fE)
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VI. 22 (EALDOZES)ICEAYSIER

1.

2.
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=N
TR

ERABREZNDER
RESN TN

SABRELTDER

2. BRE(ROBHEIZIFH/ELANIL)
21 AHN DRk I EUE O BEEE D 5 B3

(figEsi)
AN DRI LIS BUE DBEEIR D52 BE AR 8 5 LI 5 6 | EEZBBUEIR B2 FTREMEN S 25N 57
LONE R SRS DRAVAL YN YoM AS SN i [0 & N E B A Fa'?J‘J“%)IEE 2. RGO DIHES I,

2.2 BEMERESOH L BE [ EA/VE L SRS ER 2635720, ]

(i)
AFIGHMO KR A VE L RIER, MR 2A 32720 EVEERE OO BHE D56 | £ OMkb i S8 Tl
LS EDATRENED & D,

2.3 1 AR TWOD ATREME D& D 4 [9.5 S ]

(F#L)
6. K EDHE RE AT HBHICHTLER 9.5]DEHEM

3. MEERIEHRICEET HFELTDER

VIR 2HA 2.8 TR RICHEET LR ) OES R

4. RERUVAEICEEYT SR EZDER

VIREIZET2EE 4.BERVAEICEET SR I OHESHR

5 ERQGEARRIELLDER

8. EELEXNIE

< zhhedm >

8.1 FEANENAL, A RV AR AR TESED720 , RFN O GIZLVIMFEE, HbAlc @ EH-BHLLNLIENH
%o EHENIMBERE, HbAlc 2 HEL, BEVRFROOLNIHA IR, B 5 EOWE XTI —Rr07e % 5./ 1E% | w740
Ea1TH928, [9.1.1, 11.1.2 BR]

(fi#7h)

AR OF 1 FHEEFRRBRBO T, MPHESS HbAlc O LR DONIZT20 | AFIG MO R/ B RIH L R I AT
BERELRE, 8.EIEH 11.1.2)0HESME,

REFNE AL, A AV RES MR OIS RE A AR TS5 1720 [EEDSMNETT,

<ZhpediE>
8.2 HURIRFEAEAR TS L XU T EAL T2 A REMERN H 2 DT, HURIREREZ E WM E T 528, LEITLU T, 1Y)
RIEEEATOZE, [10.2 BIR]

(fi7n)
REFRNEOREEIZEY T4 135 T3 ~OERHAMEES I, MIF T4 QKT R OUTE T3 DEEMMBECHEORERHD
43 AR FIR AR REAS E2NBAIE L L, T4 @i BOMINE R T ZEn"HAEIEND, AFEEEHREL,

<ZhpediE>

8.3 ARHIDOFE 51z kb BIEEEZENE TLHEOIERDNEAL T FE R T D RN H DO T, BEOIRREE +5I1C8lE9 52
&, BRRVE B, O iﬂ[uﬂx WO LN AL, AR G2 F 13250, 5 BERETDEEHIC, Fimpisl
BRI DA A RS 3 D7 DICIR R O i 2 a5 &,

(figEsi)

FREARNVEEE AT 2BE L MIES OB 2/ L TWLRENLL lEARVE OMITHEAERIC I RIEEZ
PETCHEDFEIRANEAL SUIFFFE S 2 T REME D DD, MDAV B AN T, RMEBHEENE TS FROBE D
HHTEMBRELT,

31




<Zhhedem >
84 AFNOF G PRI REKREENMET L, M=/ F — /EOE T o i M (M) 8IS R B HBE (R T E S BELE
(LT BZENHHDT, BEDWREEET/)CBETHTE, [10.2 BR]

(fi#EI)

BERLVEL RS RIETCIZINF VL2V FY — UICEWTS 11 f-EREX T AT aA(RF Ry F—8 1 B (11 8-
HSD-1) 23REIFIL L TWB23, i EA LB R0 B LOBERTE N IE T L T58, 2L FY — L5,

Bl BB ARV HAR T R OIEBICIE, R AV R G BtA . BRI R E RV EL OB ENHINT 5 ATREMED B
%o ETo, B BEANVECHIFEO LB RVWEF]TEH . ACTH AR 3520 T — /L DO SED GH 15
BRAARTZ IR T 9722800, GH IAHRIC LV AR BB BRI TIENBRE LT 25/ 2395,

<Zhaedkm >

8.5 AHKILAK|ILIANDRN TR EGHTDEEIE, OERT2RVERINMTE IGF-1 BEICHEL RITTIE0H
50T, BEEIIME IGF-1 REZE=XI 73528, [7.4,10.2 B

(fiF7h)

B oA el U BEITTIIF O IGR-1 EEAZ IR 5720, ARl A7 U BIANZ R, F— 2R 255720108
HED GH B ETH D54,

<Zhredtim >
8.6 AHKIDH CIEFICHIZ>TUL, L TOMITEETDIL,

B HIRIZOWTHORBEIEERLI=Ob, B3 AOMEICR G TEAZLeMA L BT, EMOEEEED T
THEIETHIE,

cETOMEORERBEIEITIEI OV THREA UK T DL,

RSN TCOAEEESEE LT e LR E T AL,

(fig#n)

H S T D EARMER L TR ELT,

HOFEFNCHTZo I, BEDRK G T EE IR L7 ECEETAZENEETHD,

A EOFEFEONTL, BEOBERIRIZIITDFEF L —/LITEW, BEUNCFEM T DI 08228,
AR5 R EIC Wi, BURES B EA T o858,

<RMNRERVT WA AT >

8.7 ARANDOEGIZIVIIE, BEIRENHODLNDLIENHDLD T, BERE DTV, BENRRO NG AR5 ED
BRI IHEGEPIEEEETDHIL, [7.4 2]

(fiFERIL)

FRNFR RV A BIE R E X G E LT 11 ARG ARBR(NNS640-4054 35k, NN8640-4244 7Bk % U8 NN8640-
4043 FER) 123 )T, BAEE (9 1 11 8, FEBUERIHE 2.7%) . KRIPEZAE (7 61 17 £, FEBUEFIZR 2.1%) . AR5HERE (2
B 2 1, SEBUEBIZE 0.6%) . RIRATEE (1 Bl 2 £, FEBUEBIZR 0.3%) DEIVER OWMERHD,

AEHERLLC RERVEC ORI ERICBEE 32 TR OMRIE, TRE R, BIETR. 7 RS 265 Btk
IZHDNDD, EDZITIEFARGE IR T 253 Tna,

<AV E AW AR ANE >

8.8 AAIDIEEIT, WHMWEIEDLLUIZOIRED F T,

(fi##t)

ABNIOIREIL, WOWEMEL LIZZOHRED T TIIHOMEDH DL LN, FRELTZ,

< EFRNVE WA SRS BAE >

8.9 AK|IDF G- i, M IGF-1 JEE S HYERPH FIRAB 22N ED, EHHICREZ LML, LB AR5 8D
BEEEETDHIL,

(fi73)

TR WA IR BE B At B & U7 58 AR R PR 5Bk (4263 38%) Ci3, IGF-1 SD A= 7 8 2 [Al DK T
WL TH2.5 ZBA B A IS, EBAZHETHILLEL TV, ZOREICEVHEICE ST WRE 13, ARG TE
FHRIZT 1 B, ZEMIERBIRIZT 1 fITH oz, TNHOHERF T T, IGF-1 SD A2 7 @Bl #4522 2o
RIEIEERD HIRDN T2,

LSR5, BEARRBR OB RIS B TERY,  IGF-1 O EEM G LTZ3 & D22 ~D BTG TIE R0
ZEMDERELT,
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6. HEDEREZHAITIEEBICHTIEE

() EBHE-BEREEOHDIESE
9. BEDERZATHIBEICHTLIIE
9.1 EHHE-BIEEZFOHIEE
911 MERBEE. MEEREOHIBEXIIERRDEREFEHEOESE
BRI A CIE, & 5 BRAA R s (IR, HbALe 45) K OMEIR I & OFHE (B IR P RERES) Of#aar ha—1 L
TRLZE, B EBIHARITESMICIBHME, HbAlc Z&2MEL., T2, IR & OHE FERBHEBYES) 28D, BEOIR
REAEERKBIE T A28, MEITEU T, BERF A RO B 5 RORIEEZI1TIZ 8, B 5-BMA% ITHEIR IR O OBFEL
TR O O AL, AR O 5 BOWRE L& 5 IR % @Y @ a1 752 s,
it HE 5 5 D d D A USSR IR OfEMRR 12 R0 B3 (1B, FIREICHEIR B2 FF BB %) Tl EEICHETS
ZL BERIE N A0 D, (8.1, 10.2, 11.1.2 BIR]
(fi#EI)
I B ATARTA LTI, GH fHFEREEIL 1 BUE-1T 2 B R IR D3 AE SROBI N & DRIEIL/RS, A2 A T
PEEHINSHE, EEICTHEAE D EALICORND ATREME N H D EEN TR, fERIK T2 F > BE CIXHEART =4V 7Y%
LN TV,
AR DERRRBRIC B THR G & 0F 9 B AR R /LE L W ARRNE BF ~D R GO SITROILTRY | BRI
EOUFTD BARNBEE ~OE 5RO ST A EHITEL TR,
F7-. ENSOEERRBRICI T, BRF 2 A 0T B ER LB WA SR S BIE BB ~DORH 5B IT 0,

912 NEBDOBRENHDEE
EHRIC B2 EHL, MIEEORBSCHBOA MA T BRI ST, ERVE T, MaHEEIERE2E
L. EN & OB ERRER B WD TR ER VLB 5% MBSO FRAHAESNL TS,

(fiF#)
REFRLE 2T DRE I MIEEOBEFEZA L CODEBEENRELEENDLIENS, o> GH JAIDEE BB
FEL,

913 MREEHTHEE

LEIZ—IRIEDTRIERH DD ENHD,

(fiat)

DFEBEATOBREERNSELRBRIZIFERML TEL T, WEROHLEE I TEMaNE, KA TIThh TR0,
Dk EdR L A OEEZ IR EL,

ARV AN EE R E AR S L U5 11 AR 5 BR(NNS640-4054 3B, NN8640-4244 55k K OF NN8640-
4043 FER) I2BW T, FRIEICEE T2 HSEOMENR DD, 5. BERIARIEE L OHH 8.7 DHSHR

(2) Bl EERE

9.2 BHEEETERE

AR ARV S WAREIE T, R & TOREN AL, AFOM A EEN LR35 EN0105, BE (eGFR
73 30 mL/min/1.73 m? i) OB REREE B 1AM R O AR L UK R I s s, [16.6.1
Z ]

(fif73)

IR AR I TSR E 05D B TR FEESHINL . F/-EE (eGFR2Y30mL/min/1.73m*Kii) O B RERE =

(% T DR 1L N R AV 3 R A B A 250 G L LT BB TITAR il PR U (NNB640-4054 78 . NN8640-

42447858 [ O'NN8640-40437858) Tk, BRAMSN T ZEMBERE L,

VI 3EENBIZRE T 25 E 10. FFEOY REFTLEE (1) OHEHBM

YRR R A LS/ N R IR T DA DB 5ARBRIT /R,

) FFHgpelEE R H
9.3 FFHgEfEEERE
9.3.1 E[E(Child-Pugh 895X C) DT H#EEIEEREE
TR LoD 2 S SN DS A BRE 5. U2k, BEE O RERE B TR R ClEpit s n g,
9.3.2 HZE (Child-Pugh %8775 X B) DRFEEEEEE
AR RV WA AE Tl 3@ H & (1.5me) KWIERFA BN SR G 2RGT 55, BEOREEZEIRLARNLIER
BT A2, RAIOIMPIREN LR T2 03HY, F5E OISR EBE I IMER L &AL
WG PRBR TR SN CTD, (7.3, 16.6.2 R ]
(fi#EFI)
¥ (Child-Pugh/3 7 7 AC) ORFHERERE BB 1T, AR R/VE L WA SNE B 23t R & U7 ST R PR AR
(NN8640-4054 7855 . NN8640-4244 7858 I UNNN8640-404378%50) M OV R RE [ 75 25 561 2 0D S5 THH g R 3 Bk (NIN8640-4298
B IZITEEN TRtz
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HR &5 B (Child-Pugh43 877 AB) O iF el & B 1T B IR ER D BERA ST, SBTFRERIRRERIZ IV T IT
FEREIE % 5 (Child-Pugh scoreslZ DU NTorEA) LRl LT, B ) OV P &5 B AT R RE R 5 38 CIRIGF-TIR B IR T LT
hDO | S OFTHEREREH IRV TASRDOIRE BEORIINARO vk,

VI 3EEhRBICRE 925 E 10. FrEOW REHTHEE (2) | 0HSH

HRR S DR RBRRE 2 S /N B 1T T D AKI O GARER I3/,

4 £FEEeEEHT5E
FRESI TN

(5) 3247

95 IEHF

TR SUTIEIR L CWA RTREME DB B LI IT R 5 L2 &,

FyRTIE, BRARERVE Y IR SIEIZ T AR O R KR A RICB T M EREZED 5 HFChRIROEEAE
(5%) | 260 5 CEHOE/N, 5 K OWEOIRE L O RGRHHTN5, [2.3 B

(F#L)

Zy MR- IR VAR AT B 23RS I W T, IR VEICASE D IEBE NI L D 8B A b D R EG %), £z, BH &/
- IR, BE O PRIE DL B i A3FED DT, RIEOREEBATE T OB IR~ DORFTRICLV BB LI RN &5
TEEEER IR G LISS A IR RO B ISR A KT T IR DO EE A i XITEIRL COD TR D &S
ZVETIFR G LNl e L7250,

X, FERRARBRIC B 2HE 2. R (5) | 0HSMR

(6) = Lim

9.6 B2ILIF

T8 ORISR R AREOG LB L. IO U L2 RFT 528,

FTyMNIBWT, g K THSEFIRED 50%0 Y <7 L2 Bl E B REFLHICED b, AR BIZIs 1T D1 E
BRI E & FIRA CTHY ., BEICBIT A Mg IRED 1/250 LL N ChoTz, ENTOAIBATICRET57 — 4 &
OERDIFELF DO WRA~DOEBIZEE 5T — 213720,

(fi#ERI)

T BEIE R ~ 7 L2 8.06mg/kg HHEI K TR E-SNTRALT Y T, &5 4~T72 BRI OILH /R MUE P ik
REVR T Hid, 0.175~0.496 Tdh-o7z, —J5 . HA B IS5 MM h ARSI B 13 E & TR THY., Rihdickir
HIMERHEEED 1/250 LLF Tho7-,

BRI IARKN DB IR B DO B LIRS TEY, bR TOIHBATICE T 7 — 2 K e OIEL T DR ~D 58 2
927 — 21372 BELERA T T U T2 BII AR TH D, 16K EOF R R OB OF EMEEBEL .,
AL O T I 2528,

(Mg
BES T2

(8) =&

98 SnE
BB OIREEBRE UL NOHEEICR G528, —RICEBRBEMETLTWDILNE Y, Fo, FRAREAR/LVES DU
REEBHF BT DAEA/VE AR BINE ISV L3 ElE S T D, [7.3 B

(F#L)

— I E A TIRATHERE K OV B RE S O A BB REIME T L T D ZEN L L BEBORIER A FEHL <0280
O, EEMEE DN ERT2 DR E LT, Fio, R 12V Th I, A2BERYZ: GH O W BRI IGF-T AL
W9 %, GH OB G- BTFRITISCIZ LT IGF-T JREEDIEIEFIHN I2H D80 T DLENDD,

7. HEER
WHRZEREZNER
RESN TR

34



QB REFEEZTDEH

10. B E{EH

102 BFREE (BHRISEE T H24)
FRAI 4 i RS « FE i T 1 PP - fi bR A 7
FEIZ CYP3A TR NDHA INHOFEAIOMPRENMETL, EAR | BEF/LVELSD CYP3A IZXY
PR L B BT AZLNHEOT, INHOEADOH | NEEShALEMDI)T T
FLCAD A BICHEETDHIE, AERINSE D ATREEN B DT

D/A=¥.% N g

&Do

(fi##t)
FEARLEUIL CYP3A 23585547280, CYP3A IZIVREENDALEMD IV T T A NS D A EEERH DT LM
FEL,
A4 5 BRI - FE 7 1A FEFr - fE IR 1
PR Fa R ML TF Y — VB EME T T252E08H5 | BKERLVEVH 11 B-ERax
(8.4 ] OT, WEaANTFaAROHBIIERTHZ | VATaART Ry F—+E€ 1
&, B (11 B -HSD-1) Z#iil 352
LIZXY, aF b T
= SsOLE PR S¢S
7=,
BESANVEOREREERNMHEIEND | BEaL F AR REIHE
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EHLL (M, ZSE R R T RO R R I RN, Va2 ae U BN O3B SR, AFIERGRET 2.3%
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RN LR AN AR RS B Z xR E LT 58 TR (o TG Szl ER — &

~ AR~
AEEFAE | BEWEARTERE | BIERARTERE (%) | BWERORESHLE )
333 {3 85 4] 25.5% 247 1k MedDRA/]J: Version 21.0

= i=d ya

B Gk (%) | 1% L] Big(%) | %%

— % - AFREESIOE GBI ORE 31(9.3) 52 R 3 OV A Rk 8(2.4) 12
I 9(2.7) 11 AE WA RERE 2(0.6) 2
A PE R NE 7(2.1) 17 B 1(0.3) 2
) E 3(0.9) 3 BRI SRR 1(0.3) 2
RN 2(0.6) 3 SR L 1(0.3) 2
AR 2(0.6) 2 BRIEED A T (— 1(0.3) 1
PRI 2(0.6) 2 [FESE 1(0.3) 1
HE WA kR s 1(0.3) 3 B R 1(0.3) 1
HESEBAL S 1(0.3) 3 B 1(0.3) 1
FATEROUE 1(0.3) 2 H IS 7(2.1) 30
VESHEALPY Hif 1(0.3) 1 T 3(0.9) 8
BB 1(0.3) 1 AL 2(0.6) 10
30 1(0.3) 1 FRE R 2(0.6) 2
N A 1(0.3) 1 DR TR 1(0.3) 3
SRR AT AR 1(0.3) 1 M N 1(0.3) 2
ENK 1(0.3) 1 [ 1(0.3) 2

B R B LU S ARk E 20(6.0) 26 AR 1(0.3) 2
BHF 9(2.7) 11 Bi) 1(0.3) 1
1 S L 2(0.6) 2 R BEO RS 7(2.1) 8
L] 2(0.6) 2 =Y R E 3(0.9) 3
BHf 2% 2(0.6) 2 IR 1(0.3) 2
N 1(0.3) 2 EaL AT e — L IE 1(0.3) 1
[Pl 1(0.3) 2 [ 1(0.3) 1
BEEAT 1(0.3) 1 KAV A fSE 1(0.3) 1
fi A 1(0.3) 1 RO B L OB BUE 3(0.9) 3
U DR 1(0.3) 1 - NHEEE S 2(0.6) 2
LR 1(0.3) 1 EIUES 1(0.3) 1
HERIAR ZE H 1(0.3) 1 BE hHEBLOUE S OHE 4(1.2) 6

PR BE 21(6.3) 66 15 2(0.6) 3
SEYR 11(3.3) 50 WiE %A DHE 1(0.3) 2
FEIPED 4(1.2) 5 B IRTE 1(0.3) 1
R SRR 4(1.2) 4 REE 2(0.6) 2
BhRCE 2(0.6) 2 [ 1(0.3) 1
fEHAR 1(0.3) 2 AR I I e B 1(0.3) 1
SR E 1(0.3) 2 MmAEE=E 1(0.3) 1
HEEE 1(0.3) 1 & I E 1(0.3) 1

FR IR IR A 15(4.5) 30 BV, BRI OREM RO R M (3 3(0.9) 3
IREHIN 4(1.2) 4 BBLOR)—7%ET)
MR 7L 7 F o RARY T —P AN 4(1.2) 4 T EARD BV 1(0.3) 1
TVa~Er e L HIN 3(0.9) 4 S JECHI I 1(0.3) 1
WEBE A g 2(0.6) 3 EEREAT R 1(0.3) 1
T TN AT 25— PN 2(0.6) 2 [ 2(0.6) 2
M7 LB IRAT 72 —PHEAN 2(0.6) 2 JFRE 1(0.3) 1
y — T NEIVNT L AT 25— B HIfl 1(0.3) 1 N iRT 1(0.3) 1
I FP 7R RS IN 1(0.3) 1 M s BERF K OMERRRE & 1(0.3) 1
R EJF D 1(0.3) 1 IS o RN i (o A 1(0.3) 1
T RE A 1(0.3) 1 W IR E 2.(0.6) 2
1fn/ SR g 1(0.3) 1 BIE e~ S 2.(0.6) 2
[P IPZ 1(0.3) 1 BBILOIRKEE 1(0.3) 1
MmRE DL BN 1(0.3) 1 AR 1(0.3) 1
ifn. H PR EREE N 1(0.3) 1 AR BLOIEREE 1(0.3) 1
SRER ARG S 1(0.3) 1 L 1(0.3) 1
DEN QT LR 1(0.3) 1 A EE 1(0.3) 1
BILTF = VT T AR 1(0.3) 1 KB 1(0.3) 1
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1%L E 1% A it SR
PG WA RO B A REAK T E Rl BB B RE N2
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200 1;,7] 40 1;,7] 20.0% 96 fLI— MedDRA/]J: Version 25.1
e 3 eg N
HERLAR B (%) | HE ki BI(%) | %
— % - B EEE B L O G- ERALODIRRE 16(8.0) 25 5 b 2(1.0) 2
TESTERAL PN H 1. 3(1.5) 5 ZEERE ML P T R R B 1(0.5) 2
TS AL I 2(1.0) 4 AARTCHE 1(0.5) 1
W H 2(1.0) 4 FE G R KO AR kR 5(2.5) 5
SRR 2(1.0) 2 BRMEVR AT — 2(1.0) 2
BRI ER 1(0.5) 1 7R —PER 1(0.5) 1
A T V7 N 1(0.5) 1 e kAR 1(0.5) 1
FaER AP 1(0.5) 1 g R 1(0.5) 1
Jay T B 1(0.5) 1 R AR AT 5(2.5) 5
&R 1(0.5) 1 KL VAR J N 2(1.0) 2
ST ERAL B U 1(0.5) 1 T L HIRAT 72— 1(0.5) 1
TS IS 1(0.5) 1 MR 7L T F o RARY - — RN 1(0.5) 1
TS EBAL HH i 1(0.5) 1 if. 7 R o R N 1(0.5) 1
SRR SO 1(0.5) 1 MBI R EE 2(1.0) 2
FEEL 1(0.5) 1 Vo SHiE 1(0.5) 1
AR R 9(4.5) 11 Rz PEE 1(0.5) 1
SR 8(4.0) 10 I i, R3S S OME R e o 2(1.0) 2
TR 1(0.5) 1 TR 1(0.5) 1
Th B S SR KOV A ki Rk P 8(4.0) 21 JRtkAER 1(0.5) 1
U FE g 5(2.5) 13 1G53, PR X OWLE & OHE 2(1.0) 2
RAEiR 2(1.0) 3 B A 4 - 1(0.5) 1
ik E 2(1.0) 3 P15 1(0.5) 1
BIR 1(0.5) 1 il 2(1.0) 2
T2 5E 1(0.5) 1 i 2 1(0.5) 1
B Ik 6(3.0) 11 NS 1(0.5) 1
Mg = 3(1.5) 7 AR PR 1(0.5) 1
R 1(0.5) 2 IR 7 J) R e 1(0.5) 1
L 1(0.5) 1 k=g 1(0.5) 1
JIE v 1(0.5) 1 i 1(0.5) 1
Rt L O EE 6(3.0) 7 PNy AR 1(0.5) 1
Bl AT a— L ME 2(1.0) 2 FOR IRV REIR e 1(0.5) 1

1) 565 111 FH EE PR R BR(NNS640-4263 78R, 104 1) LV

39



9. RRRERERICRIFIEE
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12. ZOMDEE
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15.1 ERERfERICEDER

15.1.1 /NEBAOEREEZR THBEEICE N ERLVEL ZBE LG 6, ZRWEBBORFIAI N EETHL0HE
N5,

(FE3)

Dk EFR T AN T, NERADBEEEE T A BEICENEERVEL 2 &G LTIZGE1C, ZIRVEES O3

BUAZN LR HEORETSRHLZ LR ELT,
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D AR AL BRI AR 5 O BEICIBN T, HIFRORIENRESNY, To%ERSERLN, AIFEDY A
772 —w RO BE IR, BIMRREL NS 2 MR H D70 GH IEE AR T DI1Z00R LN ST D%,
Fio HMLHFRIED BN T DEBTER7RVAZ X, VAV R 720 T HRF IR EN THLHZ EHMESN TS,

PATNITRF TGH IBRICERL . HMIRIEIED YA D@ E b 9R - IRIB A H T ELGE 1T, AAIZM o
B RRICIEE T DL,

ABEICBLALRRED)RINBNERDLNSESE KB
1. Eﬁuiﬁ'%‘rﬂsﬁ‘%&%ﬁﬁzb%ﬁb VLR B E X O A OHE
(1) SEXREF
a) YefRMETIMEAE Rt (Bloom JEBERE, Fanconi & M7 L)
b) Yeta kL (Down JEMERERL)
c) BIIR,ZEOMOEMEER 2R A LT W R EE 0N A FRIEBERE (neurofibromatosis, FEMERKIGFRY R —
R, BAFEERFRIRL)
(2) SIEARDIEGERE
a) Common variable immunodeficiency
b) Wiskott-Aldrich JEEHE
c) 7L L¥—
d) PARRAT Oy A VR FEGL T2 8 EGE LD S A4
e) Z DM GIE AR RIE B
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IX. JFEREREBRICR ¥ HIREA

1 FERB
(1) AR

VI SNSRI EA 425 B 0mE S

(2) REeMEIBHRER
(In vitro, =7 A% )53
. e o £ 58I BEE .
REBREE BRR/ R & | BIE/EE 3 B ARR o3 5k BRI
hERG ¢DNAIZX
LM A HERE VEERNZN T FEVEIR IS BEPEEy - Ji hERG T — /L EB it D A,
(in vitro) AT RSN 168 70 pg/mL EIFROLN T
HEK 293l
Do ifn A B A Tl HEFCHR I R EE DTS EAL~D
(in vitro) TV R 368 0.7, 7,70 pg/mL R o1y a WA NSy el
L T/ £, L%k, ECG,
ww;%;f;/ Y/ B F 0.0.4.2.9mg/kg | FRURLEL. MEATEI~
A - . - N A el 7o
R B H=T AP 238 ] (F#H2[m) ; B OLSY gAY
Ly AA B AT ECG ~D
N W/ BT 0.0.4, 2.9 mg/kg ) :
i A8 R e . IR 20
Coifn & R B e B AP PN 133 GH2[ED) ; BIIFRDO BN
LA B XX ECG ~D
N W/ BT 0.0.4, 2.9 mg/kg ) :
e et/ v e =) HZ 8l :‘;g 7 N
Coifn & R B e B s AP P 063 ] (G2 ) ;/E.iiu O LIRS

hERG: VY 5F ¥ /L, ECG:LyE (X
*: [EEMERBROENZ & DT F1EK

) Z D1t FE IR ER™
<HE>

B8TRDZ AR T DY~ T 2o DFEAMEE T TEY RS A 3 BRIC LML 7=, #2283 nmol/L (70 pg/mL)
T, T UL, 6SFOZFEEDONTIUTB N TH50%E 2 HRAEEZ RO )72,

2. EHHER
(1) BRI EESHHER
L
(2) RIERESMHHER
(-’7‘\)}\\ 73:7/(-]):}1/) 55,56,57,58,59,60
BitE/ Rk | |5 HE BE5E WEMEE SREBRR A
s/ B RE B (mg/kg) [ PRMR R L] 2
v/ Wistar 'an P BB LT R ~ 7L A DO SRELE
Hannover % 23 M 0.0.4.2.9 9 mg/kg/ H WZERRT L0 THY, AERZLIFRRO LI
HERESS 10 LA 1] Mol
BeHACBE LI RO RT Yy~ 72 3k
B BERICERT LD TH-T,
Zw b/ Wistar 133 0.4 me/ke/ H HEREELT, 2 mg/kefEDRER Y9 mg/kg
Hannover % 1E1L1£| 0,0.4,2,9 ;kE: ) ”;i /gEl BEOMERECIBYEEFTIERIE, 9 mg/keBEDHET
MERER10 | e $o M8KS FINBEAS R BT,
[EE M HY ([BHE IR ICH IR M T RE
HNERFRO HILT)
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BRR/ /M | |5 FIE BE5E MR B R
BilE /& 54 (mg/kg) (ERARIRE ]
Sl /Wistar e 4 ma/k BB RIEY ~ 7 2 DIRERER
7 INVISEE o6 B ICHET LD THY, A ERELTRD DA
Hannoversk N 0.1.2.4 (E21A1)
HEHEA-20 HE2[E [29] o
5 + {h3R4TE A1 : 80
v/ - 9 ma/k BEICEE LT Iy~ 72 OFREEH
H=I AL 28 | 0.0.4,2.9 (\Hgmg CEET L0 THY A ERETRD B
M43 3 21E] = Moz,
Sy 'an BEICREE LT R~ 7 v 2 o ER
EREp 1338 9 mg/kg WK FT2HOTHY, AEREITRO LN
= A¥L . 0.0.4.2.9 .
s 2 (#2[E]) ISEY
+IRZE4E [N 50
B GZBRE LU ATy ~ 7 2 OIKFER
P/ BF 9 mg/kg ~ . JEEI =
H=T AP 263 0.0.4.2.9 (GA2[E]) ;‘EET&@TM‘ FEPE(IBOLIR
MERER3 + IRHE6 1 [>1000] - 40

[ N EIFEERRRER Ty~ 7o 2 1A TG L2 L E DR E ALV B 3 IR AE 35 330117 5457~ 1
15 AR S 7 — &% TR S V7 REE H SR B REARAT ) DHEE SHU7- IR 8 & (AUCo-168n: 2678 ng=h/mL) 12X 9

Lk
Q) El=EMRAER
(In vitro, 7 ) 61,62:63
2 BE (ALE) B BEE -
HEREH B/ R & 5 ik LB R HREBURAR
M2 VDRSS | SFEDEAT VR M 7L—NE i L
IR B R Eikk (Salmonella REHEEAL R (S-9) WS'?OO = y f =3iH
(in vitro) typhimurium) PERE He/m
Wity LR A A &
DYk g TR REHEEAL R (S-9) o e AL R -
. ERRE MY 7 ER o 1400 pg/mL =3
(in vitro)
7w/ Wistar
Fo¥EE AVva Hannover>& AN ~
PRI e, 6/B¢ oanspmpEcom | O 175 35, 10 me/ke R
(A I)
4) WA RSB
ML
(5) EFEFEES MR
(Tvb, UYF, =AY /)L )0465.66.67.68
- BRE/ R 5 HIR ®EE EEMER -
REEH U rpem | BERE | meke | (EREEH] ARG
Fwh 'y 0 4 ma/k
= /Wistar | ZZBERii43E7> 1 R 5@;5 5 Bl L7 A B (LI
S Hannoversz | BAEEET 2 L[%] OB T,
T 22 2] 4
o B T Zvh BT 0
R | e | seainge |1 b B 5 B L= A A R
MRS Hannoversg | #d. FHEKET 2 JE31] BN T,
o Wit 22 2] 4
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= BRR/ /AL £ 58I BE5E EEE =
RBER | lpmm | g5EE | meke | (RS FRBRUR
B EEIEiRo oo
77
HIR10~13 B IcHE 5 L7718
Sk KT 0 FOu : mg@gﬁ@ﬂéﬁéiﬁb‘f\ £
/Wistar B R 9 18 mg/kg/ H DR/ /85 i /B D FE B A
W BRIE R A Hannover 5 (HEHR6~17 6 F1iEIR - MNEALTZ,
1%&60“ H) 18 6 mg/keg/ H R0 ~13 HICHE G L2
LA 1[H [31] mg/kglh EDORET, Y~ H
DOEBWERIZLDLEEZLNDHG
WEBEOEME (FK5%) DB
LTz,
FOME: 9 mg/kg (2 H
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244 | Novo Nordisk Inc FEFeAE 202346 A
W5e4 | SOGROYA® HIFEHEFE | Injection: 5 mg/1.5 mL (3.3 mg/mL), 10 mg/1.5 mL (6.7
mg/mL) or 15 mg/1.5 mL (10 mg/mL) in a single-patient—

use prefilled pen

ZREX | SOGROYA” is indicated for the:

3% | - Treatment of pediatric patients aged 2.5 years and older who have growth failure due to inadequate
secretion of endogenous growth hormone (GH).

- Replacement of endogenous GH in adults with growth hormone deficiency (GHD).

A} | 2 DOSAGE AND ADMINISTRATION

& | 2.1 Important Dosing and Administration Information

- SOGROYA?® treatment should be supervised by a healthcare provider who is experienced in the
diagnosis and management of pediatric patients with growth failure due to GHD and/or adults with GHD
[see Indications and Usage (1)].

- SOGROYA® should be administered by subcutaneous injection, once weekly, any time of the day, in the
upper arms, thigh, abdomen or buttocks with weekly rotation of injection site.

- Inspect visually for particulate matter and discoloration. SOGROYA® should be a clear to slightly
opalescent and colorless to slightly yellow solution. If the solution is cloudy or contains particulate matter
do not use.

- Advise patients to read the PATIENT INFORMATION and INSTRUCTIONS FOR USE leaflets enclosed
with the SOGROYA?® prefilled pen.

- SOGROYAY is available in 3 single—patient—use prefilled pens with 3 different dosing ranges (Table 1).
Table 1. Strength and Dosing Range of SOGROYA® prefilled pens

Strength Dose increments (mg) Dose Delivery Range (mg)
5 mg/1.5 mL (3.3 mg/mL) 0.025 0.025 to 2

10 mg/1.5 mL (6.7 mg/mL) 0.05 0.05to 4

15 mg/1.5 mL (10 mg/mL) 0.1 0.1to8

2.2 Perform Fundoscopic Examination Prior to Initiation of SOGROYA®

®

- Perform fundoscopic examination before initiating treatment with SOGROYA" to exclude preexisting
papilledema. If papilledema is identified, evaluate the etiology and treat the underlying cause before
initiating treatment with SOGROYA® [see Warnings and Precautions (5.5)].

2.3 Recommended Dosage and Monitoring for Pediatric Patients with GHD

- Recommended dosage of SOGROYA" is 0.16 mg/kg based on actual body weight once weekly for
treatment—naive patients and patients switching from daily growth hormone (somatropin).

- Individualize dosage for each patient based on the growth response.

- When switching from daily human growth hormone to once-weekly SOGROYA®, choose the preferred
day for the weekly dose. Take the final dose of daily treatment on the day before (or at least 8 hours

before) the first dose of SOGROYA®.

- When switching from a weekly human growth hormone to once-weekly SOGROYA®, continue once
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weekly dosing schedule.

- Assess compliance and evaluate other causes of poor growth such as hypothyroidism, undernutrition,
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.

- Patients who were treated with SOGROYA® for GH deficiency in childhood and whose epiphyses are
closed should be reevaluated before continuing SOGROYA®.

2.4 Recommended Dosage, Titration, and Monitoring for Adult Patients with GHD

- Initiate SOGROYA® with a dosage of 1.5 mg once weekly for treatment naive patients and patients
switching from daily growth hormone (somatropin).

- Increase the weekly dosage every 2 to 4 weeks by approximately 0.5 mg to 1.5 mg until the desired
response is achieved.

- Titrate the dosage based on clinical response and serum insulin—like growth factor-1 (IGF-1)
concentrations. Draw IGF—1 samples 3 to 4 days after the prior dose.

- Decrease the dosage as necessary on the basis of adverse reactions and/or serum IGF-1
concentrations above the age— and sex—specific normal range.

- The maximum recommended dosage is 8 mg once weekly.

2.5 Recommended Dosage and Titration for Specific Populations

Patients Aged 65 Years and Older

Initiate SOGROYA® with a dosage of 1 mg once weekly and use smaller dose increment increases when
titrating the dosage /see Use in Specific Populations (8.5)]. See above for monitoring recommendations
and the maximum recommended dosage of SOGROYA® /see Dosage and Administration (2.4)].

Patients with Hepatic Impairment

- SOGROYAY is not recommended in adult and pediatric patients with severe hepatic impairment /see
Hepatic Impairment (8.6)].

®

- For adult patients with moderate hepatic impairment, initiate SOGROYA® with a dosage of 1 mg once
weekly and use smaller dose increment increases when titrating the dosage. See above for monitoring
recommendations /see Dosage and Administration (2.4) and Pharmacokinetics (12.3)]. The maximum
recommended dosage is 4 mg once weekly.

®

- For pediatric patients with moderate hepatic impairment, SOGROYA® is not recommended /see Hepatic
Impairment (8.6)].
- No dosage adjustment is recommended for adult and pediatric patients with mild hepatic impairment.

Women Receiving Oral Estrogen

Initiate SOGROYA® with a dosage of 2 mg once weekly /see Drug Interactions (7)]. See above for
titration and monitoring recommendations and the maximum recommended dosage of SOGROYA® /see
Dosage and Administration (2.4)].

2.6 Missed Doses

- If the dose is missed, SOGROYA® can be taken within 3 days after the scheduled dosing day. Once—
weekly dosing for the next dose could be resumed at the regularly scheduled dosing day.

- If more than 3 days have passed since the missed dose, skip the dose and administer the next dose on

the regularly scheduled dosing day.

(2) BRI E S D73 E (SPC) (2023 5 7 R)

24 | Novo Nordisk A/S FEFEAE | 20214E7H

74 *Sogroya 5 mg/1.5 mL Vel Sogroya 5 mg/1.5 mL solution for injection in pre—filled pen
solution for injection in pre— fsirs One mL of solution cotains 3.3 mg of somapacitan
filled pen Each pre—filled pen contains 5 mg of somapacitan in 1.5 mL
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*Sogroya 10 mg/1.5 mL solution

solution for injection in pre— Sogroya 10 mg/1.5 mL solution for injection in pre=filled pen
filled pen One mL of solution contains 6.7 mg of somapacitan.
*Sogroya 15 mg/1.5 mL Each pre—filled pen contains 10 mg of somapacitan in 1.5 mL
solution for injection in pre— solution.

filled pen Sogroya 15 mg/1.5 mL solution for injection in pre—filled pen

One mL of solution contains 10 mg of somapacitan.

Each pre—filled pen contains 15 mg of somapacitan in 1.5 mL

solution.

%X | 4. CLINICAL PARTICULARS

1328 | 4.1 Therapeutic indications
Sogroya is indicated for the replacement of endogenous growth hormone (GH) in children aged 3 years
and above, and adolescents with growth failure due to growth hormone deficiency (paediatric GHD), and
in adults with growth hormone deficiency (AGHD).

JHi%: K | 4.2 Posology and method of administration

OV = | Somapacitan should be initiated and monitored by physicians who are appropriately qualified and

experienced in the diagnosis and management of adult patients with growth hormone deficiency (e.g.

endocrinologists).

Posology

Table 1: Dose recommendation

Paediatric GHD Recommended starting dose

Treatment—natve paediatric patients and paediatric patients | 0.16 mg/kg/week

switching from other GH medicinal products

Adult GHD Recommended starting dose
Naive patients

Adults (>18 to <60 years) 1.5 mg/week

Women on oral oestrogen therapy (irrespective of age) 2 mg/week

Elderly (60 years or older) 1 mg/week

Patients switching from daily GH medicinal products

Adults (>18 to <60 years) 2 mg/week
Women on oral oestrogen therapy (irrespective of age) 4 mg/week
Elderly (60 years or older) 1.5 mg/week

Paediatric GHD

Dose titration

Somapacitan dose may be individualised and adjusted based on growth velocity, adverse reactions, body
weight and serum insulin-like growth factor I (IGF-I) concentrations.

Average IGF-I standard deviation score (SDS) levels (drawn 4 days after dosing) can guide dose titration.
Dose adjustments should be targeted to achieve average IGF-I SDS levels in the normal range, i.e. between
-2 and +2 (preferably close to 0 SDS).

If the IGF-1 (SDS) is > 2, it should be reassessed after a subsequent somapacitan administration. If the
value remains > 2, reducing the dose by 0.04 mg/kg/week is recommended. More than one dose reduction
may be required in some patients.

In patients who have had the dose reduced but are not growing well, the dose may be gradually increased

as tolerated up to a maximum dose of 0.16 mg/kg/week. Dose increments should not exceed 0.02 mg/kg
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per week.

Treatment evaluation

Evaluation of efficacy and safety should be considered at approximately 6— to 12—-month intervals and may
be assessed by evaluating auxological parameters, biochemistry IGF-I, hormones, glucose, and lipid levels)
and pubertal status. More frequent evaluations should be considered during puberty.

Treatment should be discontinued in patients having achieved final height or near final height, i.e. an
annualised height velocity < 2 cm/year and a bone age > 14 years in girls or > 16 years in boys which
corresponds to the closure of the epiphyseal growth plates, see section 4.3. Once the epiphyses are fused,
patients should be clinically re—evaluated for the need for growth hormone treatment.

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 recommended dose for adults (Table 1)).

Adult GHD

Dose titration

The somapacitan dose must be individually adjusted for each patient. It is recommended to increase the
dose gradually with 2-4 weeks intervals in steps from 0.5 mg to 1.5 mg based on the patients’ clinical
response and experience of adverse reactions up to a dose of 8 mg somapacitan per week.

Serum insulin like growth factor-I (IGF-I) levels (drawn 3—4 days after dosing) can be used as guidance
for the dose titration. The IGF-I standard deviation score (SDS) target should aim for the upper normal
range not exceeding 2 SDS. IGF-1 SDS levels in the target range are usually achieved within 8 weeks of
dose titration. Longer dose titration may be necessary in some AGHD patients (see below and section
5.1).

Treatment evaluation

Using IGF-1 SDS as a biomarker for dose titration, the aim is to reach IGF-1 SDS levels within the age—
adjusted upper reference range (IGF-1 SDS upper reference range: 0 and +2) within 12 months of
titration. If this target range cannot be achieved within this period, or the patient does not obtain the
desired clinical response, other treatment options should be considered.

During somapacitan maintenance treatment, evaluation of efficacy and safety should be considered at
approximately 6— to 12-month intervals and may be assessed by evaluating biochemistry (IGF-I-,

glucose—, and lipid levels), body composition, and body mass index.

Paediatric and adult GHD

Switching from other growth hormone products

Patients switching from a weekly growth hormone to somapacitan are recommended to continue
administration at their once weekly dosing day.
Patients switching from daily human growth hormone to once—weekly somapacitan should choose the
preferred day for the weekly dose and inject the final dose of daily treatment the day before (or at least
8 hours before) injecting the first dose of once-weekly somapacitan. Patients should follow the
instructions for the dose presented in Table 1.

Oral oestrogen therapy

Females on oral oestrogen—containing therapy may have reduced IGF-I levels and may require dose
adjustment of growth hormone to achieve the treatment goal (see section 4.4).

In paediatric GHD doses above 0.16 mg/kg/week have not been studied and are not recommended.
Missed dose

Patients who miss a dose are advised to inject once—weekly somapacitan upon discovery as soon as
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possible, within 3 days after the missed dose, and then resume their usual once—weekly dosing schedule.
If more than 3 days have passed, the dose should be skipped and the next dose should be administered
on the regularly scheduled day. If two or more doses have been missed, the dose should be resumed on
the regularly scheduled day.

Changing the dosing day

The day of weekly injection can be changed as long as the time between two doses is at least 4 days.
After selecting a new dosing day, the once weekly dosing should be continued.

Flexibility in dosing time

On occasions when injection at the scheduled dosing day is not possible, once-weekly somapacitan can
be administered up to 2 days before or 3 days after the scheduled weekly dosing day as long as the time
between two doses is at least 4 days (96 hours). Once—weekly dosing for the next dose could be resumed

at the regularly scheduled dosing day.

Special populations

Elderly (60 years or older)

Generally, lower doses of somapacitan may be necessary in older patients. For further information, see
section 5.2.

Paediatric population

Limited data on the clinical effects of somapacitan are available in paediatric GHD patients under 3 years

of age. Currently available data are described in sections 5.1 and 5.2, but no recommendation on a
posology can be made.

Gender

Men show an increasing IGF-I sensitivity over time. This means that there is a risk that men are
overtreated. Women, especially those on oral oestrogen, may require higher doses and a longer titration
period than men, see sections 5.1 and 5.2. In women using oral oestrogen, it should be considered to
change the route of oestrogen administration (e.g. transdermal, vaginal) see section 4.4.

Renal impairment

No adjustment of the starting dose is required for patients with renal impairment. Patients with renal
impairment may need lower doses of somapacitan but since the dose of somapacitan is individually
adjusted according to the need of each patient, no further dose adjustment is required, see section 5.2.

Hepatic impairment

No adjustment of the starting dose is required for patients with hepatic impairment. Patients with
moderate hepatic impairment may need higher doses of somapacitan but since the dose of somapacitan is
individually adjusted according to the need of each patient, no further dose adjustment is required. No
information regarding the use of somapacitan in patients with severe hepatic impairment is available.

Caution should be exercised if treating these patients with somapacitan, see section 5.2.

Method of administration

Somapacitan is to be administered once—weekly at any time of the day.

Somapacitan is to be injected subcutaneously in the abdomen or in the thigh buttocks or upper arms
without dose adjustment.

The injection site should be rotated every week to prevent local lipoatrophy.

Sogroya 5 mg/1.5 mL solution for injection pre—filled pen

The Sogroya 5 mg/1.5 mL (3.3 mg/mL) pen delivers doses from 0.025 mg (0.0075 mL) to 2 mg (0.6 mL)

in increments of 0.025 mg.
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Sogroya 10 mg/1.5 mL solution for injection in pre—filled pen

The Sogroya 10 mg/1.5 mL (6.7 mg/mL) pen delivers doses from 0.05 mg (0.0075 mL) to 4 mg (0.6 mL) in
increments of 0.05 mg.

Sogroya 15 mg/1.5 mL solution for injection in pre—filled pen

The Sogroya 15 mg/1.5 mL (10 mg/mL) pen delivers doses from 0.10 mg (0.01 mL) to 8 mg (0.8 mL) in
increments of 0.10 mg.

For instructions of the medicinal product before administration, see section 6.6.
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8.1 Pregnancy

Risk Summary

There are no available data on the use of SOGROYA® during pregnancy; however, published
studies describing the use of short-acting recombinant growth hormone (thGH) during pregnancy
over several decades have not identified any drug—associated risk of major birth defects,
miscarriage, or adverse maternal or fetal outcomes. In animal reproduction studies,
subcutaneously administered somapacitan—-beco was not teratogenic in rats or rabbits during
organogenesis at doses approximately 12 times the clinical exposure at the maximum
recommended human dose (MRHD) of 8 mg/week. No adverse developmental outcomes were
observed in a pre— and post—natal development study with administration of somapacitan—beco
to pregnant rats from organogenesis through lactation at approximately 275 times the clinical
exposure at the MRHD (see Data).

The 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 to 4% and 15 to 20%, respectively.

Data

Animal Data

In an embryo—fetal development study in rats, somapacitan—-beco was administered by
subcutaneous injection at doses of 2, 6, and 18 mg/kg/day during the period of organogenesis
from gestation day 6 to 17. Fetal viability and development were not affected at doses up to 6
mg/kg/day (31 times the MRHD, based on AUC). Transient, fetal skeletal variations
(short/bent/thickened long bones) were observed at 18 mg/kg/day (261 times the MRHD, based
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on AUC).

In an embryo—fetal development study in rabbits, somapacitan—beco was administered by
subcutaneous injection at doses of 1, 3, and 9 mg/kg every two days during the period of
organogenesis from gestation day 6 to 18. Fetal viability and development were not adversely
affected at somapacitan—beco dose of 1 mg/kg/every two days (12 times the MRHD, based on
AUC). Reduced fetal growth was observed at doses >3 mg/kg/every two days (>130 times the
MRHD, based on Cjsp).

In a pre— and post—natal development study in pregnant rats, somapacitan—beco was administered
by subcutaneous injection at doses of 4, 9, and 18 mg/kg twice a week from gestation day 6
through lactation day 18. No adverse developmental effects were observed in the offspring at
doses up to 9 mg/kg (275 times the MRHD, based on AUC). Increased incidence of renal pelvic
dilatation was observed on post—natal day 21 at 18 mg/kg (630 times the MRHD, based on AUC),
but was not observed in the adult F1 generation.

8.2 Lactation

Risk Summary

There is no information on the presence of somapacitan—beco in human milk, the effects on the
breastfed infant, or the effects on milk production. Somapacitan—beco—related material was
secreted into milk of lactating rats. When a substance is present in animal milk, it is likely that
the substance will be present in human milk. Available published data describing administration
of short—acting recombinant growth hormone (rhGH) to lactating women for 7 days reported that
short—acting rhGH did not increase the normal breastmilk concentration of growth hormone and
no adverse effects were reported in breastfed infants. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for SOGROYA® and
any potential adverse effects on the breastfed infant from SOGROYA® or from the underlying

maternal condition.
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4.6 Fertility, pregnancy and lactation

Pregnancy

There are no data from the use of somapacitan in pregnant women.

Studies in animal have shown reproductive toxicity, see section 5.3.

Sogroya is not recommended during pregnancy and in women of childbearing potential not using
contraception.

Breast—feeding

It is unknown whether somapacitan/metabolites are excreted in human milk.

Available pharmacodynamic/toxicological data in animals have shown excretion of somapacitan
in milk, see section 5.3.

A risk to the breastfed newborns/infants cannot be excluded.

A decision must be made whether to discontinue breast—feeding or to discontinue/abstain
from Sogroya therapy taking into account the benefit of breast—feeding for the child and the
benefit of therapy for the woman.

Fertility

There is no clinical experience with somapacitan use and its potential effect on fertility.

No adverse effects were observed on male and female fertility in rats, see section 5.3.
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4.6. Fertility, pregnancy and lactation
Effects on fertility
There is no clinical experience with somapacitan use and its potential effect on fertility is

therefore unknown.
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No adverse effects were observed on male and female fertility in rats at a subcutaneous dose of
4 mg/week, resulting in exposure around 30 times greater than the expected maximum clinical
exposure at 8 mg/week. However, irregular female oestrus cycle was seen at all doses treated
starting at 1 mg/twice weekly (~3-4-fold the expected exposure at the maximum clinical dose
of 8 mg/week). Somapacitan (at exposures 30 times the MRHD based on AUC), had no effect on
mating performance, fertility, litter size mean numbers of implantations, resorptions and live

embryos in rats.

Use in pregnancy - Pregnancy Category Bl

There are no data from the use of somapacitan in pregnant women.

No evidence of fetal harm was identifiled when pregnant rats and rabbits were administered
subcutaneous somapacitan during organogenesis at doses leading to exposures well above
expected exposure at the maximum clinical dose of 8 mg/week (at least 18—fold). At high doses
leading to exposure at least 250-fold above the expected maximum clinical exposure at 8
mg/week, short/bent/thickened long bones were found in pups from female rats receiving
somapacitan. Such findings in rats are known to resolve after birth and should be regarded as
minor malformations, not permanent abnormalities.

Fetal growth was reduced when pregnant rabbits were dosed with somapacitan subcutaneously at
exposures at least 130—fold above the expected exposure at the maximum clinical dose of 8
mg/week.

Sogroya is not recommended during pregnancy and in women of childbearing potential not using

contraception.

Use in lactation

It is unknown whether somapacitan/metabolites are excreted in human milk.

In lactating rats, somapacitan related material was secreted into milk but to a lower level than
observed in plasma (up to 50% of level in plasma).

A risk to the breastfed newborns/infants cannot be excluded.

A decision must be made whether to discontinue breast—feeding or to discontinue/abstain from
Sogroya therapy, taking into account the benefit of breast—feeding for the child and the benefit

of therapy for the woman.

AR DR FE~OF LB HIEEITLL FOLED THD,

9. BENEREFAITIEBICHTIIE
94 XNEREEHTHE
BRIESN TR

9.5 1Fi%

T TR L COB RTREMED S B eI T 5 L2 &,

Ty hCIE RARERVE Y WA EIEIC T OARF O KR A 2128 A EIREED 5 ChRIEDER
FE (B%) | 260 5 CRE D/, BB X OBE OIRE R OB D 5TV, [2.3 ZH]

9.6 12347

TR EOFREL ORARBOAREEZEL ., RO UIH IEEREFTT52 8,

FyMIBWT, I K THSEFEED 50%D Y~ 720 BIEE A EELPICRO b2, HAERESWIZ BT 510
HER AR I (3 & FIRARRM THY, BEMIZB I DIMEFIRED 1/250 LT ThH-olz, ENCOILHBITIZE
57— 2L ORI O A~OFEICBIT 5T — X3,

57



) INRE~DERESICEY H1ER

KREDTA SCE
(202344 1)

8.4 Pediatric Use

The safety and effectiveness of SOGROYA® have been established for the treatment of growth
failure due to inadequate secretion of endogenous growth hormone (GH) in pediatric patients 2.5
years of age and older. The use of SOGROYA?® for this indication is supported by evidence from
a 52 week randomized, multi—center, open—label, active—controlled, parallel-group phase 3 trial
in 200 treatment—naive, pediatric patients with GHD. The safety profile from the pediatric trial
was similar to that reported in adults /see Adverse Reactions (6.1) and Clinical Studies (14.1)].
Risks in pediatric patients associated with growth hormone use include:

- Sudden death in pediatric patients with Prader-Willi Syndrome. SOGROYA® is not indicated
for the treatment of pediatric patients with growth failure secondary to genetically confirmed
Prader-Willi syndrome /see Warnings and Precautions (5.13)]

- Increased risk of second neoplasm in pediatric cancer survivors treated with radiation to the
brain and/or head /see Warnings and Precautions (5.3)]

- Slipped capital femoral epiphysis in pediatric patients /see Warnings and Precautions (5.9)]

- Progression of preexisting scoliosis in pediatric patients /see Warnings and Precautions (5.10)]
- Pancreatitis /see Warnings and Precautions (5.11)]

The safety and effectiveness of SOGROYA® for the treatment of growth failure due to inadequate
secretion of endogenous growth hormone have not been established in pediatric patients less

than 2.5 years of age.
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4.2 Posology and method of administration
Special populations

Paediatric population

Limited data on the clinical effects of somapacitan are available in paediatric GHD patients under
3 years of age. Currently available data are described in sections 5.1 and 5.2, but no

recommendation on a posology can be made.

5.1 Pharmacodynamic properties
Paediatric and adult GHD

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Sogroya in all subsets of the paediatric population in growth hormone deficiency (see section 4.2

for information on paediatric use).

5.2 Pharmacokinetic properties

Special populations

Paediatric GHD patients

Based on population pharmacokinetic analysis gender, race and body weight do not have a clinically

meaningful effect on the pharmacokinetics following weight-based dosing.
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