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AUCo.24n area under the concentration-time curve from time 0 | 0~24 HF[ £ T oD M4 8 B — B R AR T il
to 24 hours

AUCp-c0 area under the concentration-time curve from time 0 | 0~ &R RER] & C o 5 H 2 B — IR bR T
to ©0 [

CHL chinese hamster lung cell F XA =—ANLREZ—flilk

Crnax maximum plasma drug concentration e 5 MU P SR

DNA deoxyribonucleic acid T A% REE

2-DOG 2-Deoxy-D-glucose 2-TAF VI N a—A

ECP E. coli protein N R SN

EDso 50% effective dose 50% 4 #hi

ELISA enzyme-linked immunoassay BEFAE O S B METE,

FCS fetal calf serum 7 R

GH growth hormone REHRLE

IGF- 1 Insulin-like growth factor I A A RRBRRTF T

MedDRA PT Medical Dictionary for Regulatory Activities | ICH [EFEEIRHFELE EARGE
Preferred Term

sc subcutaneous KT

S.D. standard deviation IR 72

S.E. standard error PR

Sm-C somatomedin-C V< hAVC

ti2 half-life time R

TCA trichloroacetic acid MU Z oo EERE

tmax time to reach the maximum drug i1 SR B R
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Uy COEFENREL Iao Tz,
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(2)F%

Somazon® 10mg for Injection

(3) BFFDHE
iz L
2. —fg4
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20 30
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AR L



6. EAA. 4. BS. B5ES
BH A A VAV UERERT-1, B b Y= RAYVV C
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Wt 82em/E L 72 . T EMERED 1 Bl TIXIBRIFE AT O E =R 3. 2em/AERTERHE S4cm/iFE L VDT ILHHENRD I
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= h-GH
(peg/H/F2b)
TEAFERS Y FMCBITA2AEEMNER (&52888)
(mm) Mean+S.E.(n=5~10)
35 ##P<0.01 (ve ] BHHE)
sk
g (1.08) Ed i
i (1.05) (104) (104)
5 (1.02) v Il et
i 30-(fl:_1l;()0)
E

sl 32 100" 320 “ 10 32

YT h-GH
(pg/H/F9h)

TEEFERS Y FOREBERICHT H1EH

(mm) Mean=S.E.(n=5~10)
304 *P<005
#P<0.01 (vsutIHEE)

b fo ol h-GH
(peg/H/F90)

TEKRERS v FOKBEERICHT 2R



4) PRI RIZ T B

REA/AVE Y (GH) IXMMHEREZ (KT &85 2 & 3R EREIC S T a2, Z OERITEEBEMIER ob/ob v AT
HEINEZEBHESNLTHE,

AFNE h-GH Z 1 B 103 AMRER FHS L, RS0 24 B%ICHEARIC L Dithtesr 21T -7 & 25, h-GH
100ug/ B # 58 TITABRRIEINE L ~L 0 E5 L FEAMHE O IO EIE OBIEAR - Hiv, B 5 ITHEHEREME T LT
TeDIZHKt U, ARA) Img/kg 355 TR R MR L~ A i3 728 < BEATRTE 60 57 O BB IR BER 5 I b~ TR
AR L, TEREIXTe L AWEME M AT LIZ D),

(mg/dl) (mg/dl)
B0 o B0 o i
—8— UV Img/H/ =TI A, —e— h-GH 100pg/H/
sex3H <™ A, sex3H Mean=S.E.(n=4~5)
*P<0.05
kP <001 (vsiF iR} i)
il 1000 1000+ .
ik * ok
i *
If
4 sk
= 5004 5001
t t
Fva—A.lg/kg.ip Fha—A.1g/kg.ip
0' T T T T 1 0' T T T T 1
0 30 60 120 180(4r) 0 30 60 120 180(%)
S L

EIGHEAERE ob/ob < RDitHEREIZX 9 H1EM

Q) YEFAF IR - IFHursr
NADRY OZBEREEE
AH 0.1~0.4mg/kg DHERFGIZ LV | Fh5 1 B X0 MFEE R P A > XU ALK T RHA B L, 3 KEfE%ZET
S OIS R A3 A H ATz,

D EERILVE VEREORERIVE VEMRIEE Type 1A, 50 UERE
AHl 0.05~0.2mg/kg O H[A & G4, 3 FER] O ST Sm-C SRR O FLEEIZE L,



VI. E¥EEIcREd 5IEH

1. MPREDHR
M BELEDGOLPRE
OA VAV UZRBRERE (1 A ) URRERREE A KO B, IRITERERERTE, KEE, 7270« AT
R — VRERERE)
MAEED = b o — /LA a[RE & 72 2 FEFER) L~ L
OB NE ARG D RLE R VT o BURHRIE Type 1A, T 1 U EGERE
FEAEAR D EBR L~ L

<BESMP Y~ AT Y C BEOEFEME (ng/ml ) 29

5 ES B
GR ‘ — - =
n RA5) 1E 7 g n NA) 1E A
0 12 36.1+20.1 13.8~94.2 9 37.9+23.9 13.2~108.8
1~2 24 56.0£38.1 18.4~170.9 16 482+37.0 143~162.3
3~4 17 65.5+29.8 28.9~148.2 12 53.6118.7 27.9~102.7
5~6 12 56.5+39.9 18.0~177.5 13 68.31-36.2 27.2~171.8
7~8 17 105.8+44.4 49.3~226.7 17 67.1+52.6 19.6~230.0
9~10 22 119.2+72.3 42.8~332.0 21 102.7+£23.4 66.1~159.6
11~12 17 159.0+100.0 55.5~455.4 22 126.9+57.6 56.2~286.7
13~14 166.5+56.9 87.8~315.5 174.1+35.6 117.0~259.2
15~16 160.0+56.3 83.0~308.2 156.6+128.2 44.0~556.7
=17 35 134.0£35.9 80.2~223.8 32 117.5+26.5 75.9~181.9
At 170 155

¥Log £ H#4t% D Mean=+=2SD

1) BRI OREUES & VT ELISAYEIZ LV HIE Sz b 0, BN R DIGE

HIEENREL R END 5,




() ERRABR TR SN I PRE
1) B2EERLA
O Ak 23

fERERAONRME Y~ F AP C (GF-1) REIXIZIE T T, 173~197ng/mL OEE %R LI=A, HERERRA 5 #i
IZ 0.06mg/kg K O* 0.12mg/kg % ZEJERFIC BRI b Lz & & & 5% 3~4 BRE B ISR m PR E (22

400 &% U8 480ng/mL) |1Z3EL7= 29,

(ng./'mL}‘}_ -
oy CER A
600 ‘ * ‘ { O----0 P
i o—e :0.06mg/ kg
o0—o0 :0.12mg/kg
500 + Mean=S.E.
1L
w400 -
i
300 Ag
200 . f
g9 Peg oY
100 +
Olljjlljllljljl”ll]
0 2 4 6 8 10 12 24
R [ (h)

YRV UERBERANICEEETRS LIz EnmiEdh [GF- 1 BE
YRV UERBERANCETRSEOEYFHE/ NS A—4

Be 5 B (mg/kg) Crmax(ng/mL) tmax(h) AUCo-24n(ng * h/mL) ti2(h)
231420 16.8+8.4
+ +
0.06 (415+57) 2808 32402473 (40.3+15.7)
328+49 11.3*4.1
+ +
0.12 (49759 3.6£0.5 4759+1053 (24.0+6.2)

HEMBRE N T A — 5 BEGREMOWEM D DB G Z 2 LWk (

(Mean=*S.D., n=5)

) BB OREM D b F L7,



QEfxS
e A 6 BliZ 0.1mg/kg % F R 30 4
Bk 5% 24 WA CIRIE R G-RTE

(ng/mL)
1000 -

900 -
800

700

1fit

600
500 -
5 a00f
|||
i 300

JIZ1H1E7 BERZ TG LSS, &5 2 HEIZ

23 LT 29,

(n=6)
(n=3)

—— UV ALY
-0~ TIL KR

“n,

3 .
e
200 P 0~ ---=-" =% $o o -O“SfQ{&)ip
Pe_
o
m iy 1 L L j; AiL L {s Liill l‘ 'l I{HHP .
0126 12 24 0124 B 01246 12 24 3036 48 (hr)
A51H ZRELE| HTH

VUERBRAICRER TRESFOFHMIEF IGF- [RE

) AFNOAGR S - HER AR, 4
T3, 1 H1EEED L E TR
VHUMKAESE Type 1A, T v UIEMERE
L XFHIRANC, 1 H 2RO & X

NAVA) VERFEERESSE Y
DERES

A AR UERERTRERE 13 #illC

13Ing/mL ($& 5-Rijf :
159ng/mL) & &I Uo &
0.4mg/kg 5 THIE L Y & o7,

(ng/mL)
1000

900 |

800

700+
I

r 600
i} L
’ 5001

-3

BE 400

300

147 = 106ng/mL) |
e 47 R R

VA URERREEIEDO LS T,

OBA THEH . 118 0.05~0.2mgkg % 1 H 1~2 [EIERHIE FIZ
IFHIRRTE S BN T 5,0 THD,

0.1~0.4mg/kg ZHEIEZ FEE LizGA
409 £+ 230ng/mL  ([A] : 168 &= 99ng/mL)

PR, 2 ORIBE TG 2ITHD LR,

—a— (.Img/kg(n=13)
—e— 02mg/kgn=9)
—b— 03mg/kgin= 3)
—— 04mg/kg(n= 35)
Mean£S.D.

YR UEAVR)

5
VREGREEREICHEK TRSHOMED I6F- 1RE

HORREIZ

10\ 0.1~0.4mg/kg % 1 A 1~2 [ &F &L T
LA 2B GO &S IRIRRTE SRR

=3

L.

IS

RET 5, REFRVE VIO RERLVE
TEHT D,

1 H1E#ESO

. &L 3 RBgIcEN TR 346+
923 = 830ng/mL  ([A]
24 FEEMEIX 0.2 KOV

1218 %



QEMmFE
A VA RN EERE S BT 0.1~025mg/kg & 1 H 2 [BIER FES L-HA, #5% 7 HE ETITERIR
HBICELT,

YR EA VR DRBREREEREIC0.1~0. 25mg/kg &
1H2ERERTHESHOMBFY I AP0 (IGF-1) BE (hg/mL)

e e, B5% 1. 3. SEEREI#Z O MmE R
(mg/ke X [i) ®1HH H7IE8H H FI3XIX14H B
0Oh 1h 3h 5h 0Oh 1h 3h 5h 0Oh 1h 3h 5h
01 x2 137 | 354 | 267 | 275 | 314 | 500 | 498 | 374 | 317 | 525 | 556 | 460
17 63 147 32 70 154 | 244 | 188 73 290 | 258 | 173
0.16 X2 49 264 | 301 | 272 | 176 | 500 | 458 | 310 | 183 | 533 | 543 | 365
0.2 X2 93 245 | 264 | 246 | 182 | 359 | 303 | 277 | 405 | 515 | 547 | 624
0.25X2 203 | 665 | 701 | 648 | 592 | 839 | 799 | 832 | 486 | 759 | 663 | 724

A MERILEVEREORERILE VEMKRIBAE Type 1A, SO VEREBEESE P
OHEEE
R E CRPIE D R R LR v B CHRIE Type 1A OBE 2 I T SRHEA 5~18ng/mL & R T - 7=
73, AHAl 0.05~0.2mg/kg & HEZ TG Lo & &, 5% 3 KF# B IC 83~699ng/mL D E— 7 fEZ R LTz, ED%
M R 13D B oI LIS 24 BRI OB I IRITE & 25082 0o 72,
F v AEEREO B 1 Bl S GAMEIE 4ang/mL LUT &K< AH 0.05~0.15mg/kg O H[EIR T #5125 LI 544 3 RF
MEI% 72~205ng/mL TH > 7=,

YRYVHERBRRTESEOMmMERY T AT C (IGF-1) EE (ng/mL)

o 1 Beha& B 5-#% e R

PE | A W mg/kg AT 3h 6h 12h 24h
0.05 8 106 63 20 7
. . 0.08 5 166 100 32 9
5 15 %Eg ;;e/i@ 0.12 12 699 124 52 16
g 0.15 18 183 136 76 —
0.2 — 285 216 77 18
R L B 0.05 6 83 47 14 6
LS 7 JHE Type 1A 0.1 6 85 43 13 4
0.2 6 195 108 25 6

0.05 =4 72

0.075 =4 122

L8 9 A= 735 0.1 =4 151

0.125 =4 205

0.15 =4 195

QEfixs
R RV E PO R RV B RIE Type 1A K ONT 1 EMRREERE 4 1 112 0.15mg/kg % 1 B 1~2 [A]X
WG L X OMETREITNZRORETIZE-ETH Y, LT O #HLNICEFIREICE LT,

YRV URERTHREEOMFERYT FATDUC (IGF-1) EBE (ng/mb)

s N | 1 DEGE P G DR % 3 WO LB P
- mg/kg () NiIdEAH
1 0.15%2 221 183 195 200 312 315 344 259 271
: (8) (16) 22) (29) (58) @5 | a1y | a6 | a7
211 182 284 224 49 194
2 0151 M | an | 6o | 6y | on | a3

B 1 RERLE CBEIMKHEIE Type 1A
BE 2 T u EGRE



(3) i
B ER R L

DE=E - fHRRORE
DREOXE
MUE R L

2) BrRROFE
E R L

2. EMBERITA—F
(1) B4R 7535
LB L

(2) IR AR R FE EH
PMERR L
<BEB>REERAICBIT D tma?
0.06mg/kg Hi[AIF5F : 2.8£0.8(h)
0.12mg/kg H[EIFGHF : 3.610.5(h)

) HEREEEH
MEERR L
<BEZB>HERANCBIT S un?
0.06mg/kg H[EIFGE : 16.818.4(h)
0.12mg/kg H[EIFEKF : 11.3+24.1(h)

ORI e PP S
R L

(5) S ET
gk L

6) 2Dt
R L

3. BEE (KEal—3>) @i
(1) B4R 7535
LB L

(235 A — 8 EHER
AR L



4., RN
<BE> (Fvh) D

Z v MZ 032, 1 XU 3.2mgkg &L FTHRET25 &, 0.4~1 KL

BRIZEDENTRD kot

YRV ESY MIETERELLLEEOEMEENSA—4

R BE PR A LS

FEL., T 3.4~4.6 B L 3%

éijﬁi Crmax (ng/mL) tmax (h) (n§9§2;L) ti2 (h)
0.32 381 1.29 3,600 4.57
1 868 0.89 6,474 4.16
3.2 1,550 0.35 9,242 342
(F¥) : n=3~4)
5. 9%
(1) ik — X BEFT @@
R L

(2) % — BRAERAPT & B 1%
<BE> (Fv k)0
TR 12 ARV 18 HH T v MC Imgkg B FH& G Lz & & IHEERMEIIR 5% 6 FEEE CRMRMEEPIRED 18%LL
T&ﬁmﬁ%fbtoﬂ%12HE@?—F?V?fﬁAT@ MRIEOMFRRITEIEE TH Y, 18 BHICBWTHA
IRORREE, BRNEBLSMCIE, DT LB SRtz #5-4 24 FERECIIIR E BRIRLAAN O F b RE I
B LT,
FRRER, BB OWTIIRMEIZEBIT 2 P10 25 WIHES B L P KOBITEEZ NI EnD, YvY D
MR BE IR S O L HER ST,
MRICREAT LI O BB OV RIS R M S ASIZ RIS HERS L, 5% 24 B Cidb T L s g, IRIRICBATL
o= U RO OB IR E B2 ST,

@) EA~DBITH
<BE> (Fvh) 0
itk 7T BEOWEHR T v M2 PV~ & Imgkg B NG Lz & & OFH HRBURRERE TR 5% 1 IR E i
FBETRETRE K 0 K< TCA RYEMER Sy PSRRI E D 5D 2 EIE 40%LL T & & o 7=, #E5% 3 RFRILLZ IS+
BEAZRE EEIY | 5% 6 RElICHEMIBE 16.26ug eq/mL Z 7R L7 ME L IZITRERICIEA, #51% 24 FFETIX
BRED 8% Lz, TCA REEME S FHEREERE D E®D 2GRN & 3 — RIFBEBIICHITICBITT S
TEBMBNTNDZ LR EME, BV~ VHEROBHEIRLTICBIT T2 000, YV~ HEOBITHEIXEY
LEZLNT,

) A~ DB THE
PR L

®) Z Do~ DBITH
<zE> (v k)0
7 v M BV =Y % Imgkg BT #5 Lz & & OB RER T FR IR 2 FR & W offfk b &5 1 R S03 3
BFN B BE s L7z, ¢ 545 1 ] CII B I PR EE 0 7.8 (5 L@ <. DWW THDRIREORETH Y | BEE,
i, Berg. fifi, BElE 44~81% Th o7z, 5tk 3 RELIRITRER > O CiliE & I FEROHER THL L 24 B
A CIT AR 2 PR & SR EE D 24% LU IS Lic, &5 3 B LI o FURIRO I3 O I REIE 'P1-F = 7'm 7 Y
Y TholedT, FRROBSREITIERE 121 AR VAENTZbDLEX BN, £z, 7 ARRKERE LizSa 0afh
LREKTHY . MBANERMEIEED o Tz,



(6)MBEAIEESE
bt MiSEZ Y < 0~400ng/mL Z U1 L7 B2 ClE, AR Y~ M AP € (IGF-1) FiEF co 1880
1wM)&w«mD@EE&#ALT£@\ﬁﬂﬁ%M%biL%ﬂifﬁﬁ¢ BEAMKARITIZTE 100%TH -1, K
BN 5 L. 40KD 43 OFE S BIT0RMIN L7243, 150KD /B OfE A EIXIE & A EZ LT, Ao Rg
Sz, —J, EER Y~ s AV C (IGF-1) OEI& iﬁM;@ﬁMtt% WS L, MR A S ERIEAA] 1,000
KON 2,500ng/mL BRI IZIZZENZEH 13.3%. 82%IZIK T L7z (invitro) 3132,

(ng/ %71 e hn Y=/ 200ng/mL &N =/ 400ng/mL iR
60r 60r 601

i 150KD 5 i B Y

/ 150KD

%

k 150KD
40

X-

Y 40KD

v

C

& 20t

it

0 0 0
20 30 40 50 60 20 30 40 a0 60 20 30 40 50 60

G i
YV Db FIREEAE~DES

(%)

120
q

100-
w80
B 607
40+

20

Lt it i S
0 200300 500 1000 1500 2000 2500
VRN (ng/mL)
YIVIOE MIREEHEESE (FHH. n=2)

<HBE> (Z v b, invitro) »

39bm%’yvfy(w~wm@mm EWINT 5 &V~ U A3imiEh ¢ ®A 150KD KU 50KD O Bie % 2 fl
DORFREARES EEAREIRR L, B L U CIRET 2HIGIXIRE O EFITE#Em L7z,

Fio, Ty MYV U EHIRNE ST 2 &, mEROERR Y <> 0 0.4 FEE O CHEOMITER L, By~
VIR 6 2 R OFIE TR Lis, —F . KRG IS HOH (5 5. 1 n)mﬁﬁéﬁ%@y
<V U DEEITHIRNE SR TELS . RTHREOHE Y <Y VxR RNCmiEhoEA L EAREZTEK L.
INPRBALOZEEIE R L Tnb LEX b,



6.

R

(1) FCBBR L B UM AR ER

<HBES (Fv b)) B9
T v MCETHE% 1 B cgEfRicy <~V ST E—7 ZRO S, TOMUCEERE 1P Y~ K0 ES T

ROT VT I VBREOHSFROBHT AAEICE— 7 B8RO bz, BlgTICIZ® 514 15 2 Tl 1251 USNTE D4y

BEORILDHE—T RNED LN,

Z v M HLRIRE R KRR TIE. 20ug/kidney D% 5 B THRERAIEIE S 72 87.9% S IRANE 2 D BRI v, & D>
DHFWINED 70%MHE &N/ IAENTZ, £, BRICB T 2MREET7 1 Y Y — A\ TORBA MO 5y L 0 if
Mmolz, o T, VvV NI TREMAEE SN-%ZDIT & A ENRME»D BRI S I, FMEMS SR
DHBEANICEIAENTT A VY — Al CTEIRBEIND B D (invitro),

Oz FHgk o 3

B R DT > OB T 1PV~ v Imgkg 85 LU, 85O R LR O FHEBENO 1P~ v L3
EEBLILEZA, PLY = AT —EETHAEL, 40 HRIZIIHRGED 24%F TR T LI, ZOLEZOERMNTO
WHISHEESS (oive) 13X 0.029min!, X 24 HTHHoTz, —FH, MESEEZLDO T v hOEHELTIC PV~ v
Img/kg ZEH LI2th, BEHIZEGEHMOEEROE FTHBEEZRHE LT 37CTA > Fax— L, RO PV~
VLR OTFELREEERELZE 2 A, invivo LREEONREY (DY) NRD L, WLV <Y O RNTO
WEIHEEESL (hino) 1 0.012min"', EHNIE 56 0 TH o720 kvive KN kvino 235 151 <Y O HIRALD B DK
T B (O RO OEG2HEE L& 25, 41%0538H (O SHu, 59% NI K sk Lz &%
Z bz,

QRBICEET HB% (CYPH) OHFiE. HEX

EE R L

QYMEBEENRDOERERVEDEE

DR L

) KEMOFEEDHERVEMRLL, FHELR

BB L

. B

<BE> (Tvh) D
By <>y Imgkg ZIEROMET » MIETHG L, REOCEF~OHEMERLZ RO L 2 A, F51% 168 Rffith £ Tl
ZNEIIRTIZ 782%., 86.6%705, #EHPIZ 6.9%. 5.3%MBHEE ST,

YRV Img/kg 5 v MICKTRESFOREUVE PR REHFER

5% 168 M £ TORTREPRER Giix 5 8% FH+S.E)
2 i3 i3
¢ 514 k¢ (hr) 7 5 = %

0-4 10.8+25 148+1.9
0-8 182+1.5 22.8+0.8
0-24 555+2.4 12+0.2 73.0+3.3 1.840.3
0-48 67.1+2.5 2.8+0.2 80.8+1.3 3.0+0.5
0-168 78.2+2.0 6.9+0.8 86.60.9 53+0.6

FURIR(168 FE[EIHL) 6.3+0.8 7.9+

iR (168 KEHT) 4.6+0.2 22403




8.

10.

11.

b5 YRR—5—(BET HIEE
B ER R L

. BREICKHBRER

MigENT GMEAT —#)

MBI EE 6 6 (5561, & 1, 25~56 F, ¥ 41.5 F) STRHEIENENTEE 6 6 (B 561, 41 61, 24~57
¥, EH435F) . BEERA6H (BSBI. & 16, 23~67F, FHI35.8F) IR WT, AFI2 HE (50 Xi 100ug/ke)
DR #G% F i Lz,

50ug/kg $% 5 CTIIARERIOIMIE 1GF- I & OCZEMBNRE /N T A — X IZZET TN o7, L L, 100ugkg #5-Tix, IGF-1
Mg E— 27 REEIIEF A &0 | M@ R OB TIEREITBE RSN T, FEL @, ole, LML bEkE 12~
14 Bif#12iE, i IGF- TE1X 3 /0 —FICERITEN -T2, FIS, R OV AR I LB & O TIE %
BraFEIZRBWT, FL LD Lz %9,

HEOEREHT HBE
BT L

Zoft
MR L



. &£ (FRLOIEF) CEATHEE

ERAELZNDER
EEN TV

-
e
% DR

2. FRABLENDER

¥R (ROBEICITERELAENI L)
BV O & 5 BFH (RRIDS I ER 2 A3 2729, ]

(f#dL)
F v FEMWERHEERBRICISWN T, RSN RAE L L ORE 203H ) . ERVEH LR, A OHIE
HIHER S Z Z DD T2, R AT AN HE U TRE L 72,

3. MEEXIEHRICEET HFELTOEMA
(V. 2. eI BICHEET 21EE) 22BTDH2 L,

4. AERUVREICHAET I IE L TOERA
V. 4. HELROCHEICHEETLER] 2207502 L,

5. BEELGEFHIE L EDER

8. EELEARNEE

8.1 BEESEDOKIEZ THT 570, HHICKEL T o227 L b, oL LOARAICLDL T
Vo Z7RBREITH) ZENEE LV,

8.2 (RKMmpEAEL T ZENHAHDT, BETIZ L, /-, ROBBETIERICONT, BERVTEDOFEE
WA SRESE, BEEL LM TEDI L) ICHoEET L2 &,

8.3 IKMIENH ODLNDZLNRHDLDOT, MTE¥E., BEHEOELESE, fBRE MO R A BET 2BICITEEE
gD L,

8.4 Wikt E Liza ., AFNCHTD2HUEANECD Z X3 H D, FUEADEAIZ LV EROBBNRAL LN DL GE
ik, BEEPIETAZ L,

8.5 BERBMEMIAE DORIE - BALRH L ONDZ EBHDHDT, EMMICHRELZIT O 22 CBSEE 012175 2
Lo [11.2 B8]

()

8.1 AANC X ZMBUEDFEDFREMEN B H 7, MMOBETHIZ BOERR (¥ —7 xua-g2a BA)) (2HE
U CRE# L7z,

8.2 AHID b oMb FEMIC & 0 ARMBEER ORBNEZEZ b DT, A AU CRFNCHET TRefi LT,

8.3 AANDOIKEIEMIC X W RMEL L Z TRMREMENEZ X Db, A A D BANCHEL TR L7,

8.4 HEHRRBICE W THAELANRHRE SN TRBY ., PUADOFEAIZL VRN T2 AREENEZ 5N D720, BR
EERGMEEND Z EDRWE H R LT,

8.5 ERARHBRICI W THERBMEREBYES 1 Bl STl D, AFIEGICL A MBEOES), L < IR OMEFEA 7
& U COMERDHE IR MEMEIE DO FIE - BALICHE LI B A SERICEE TE RV o Rt L7,




6. FEDEREAT HBHICHT HIE
() EHHE - BEEFNHHBE

9.1 BHHE - MERZEDOHLEHE

9.1.1 BEHEZRIIHTNDOHIUTOEREXILIKE
- FERAHIER & UIRIBSE R 2

- T, RO F GREE

- BUERIRRE, RERI 2 R EEEL

< WL FRPES)

CGBEOT L a— VB

(f#RL)
AFNOFBENC X VARMAEZ & Z T ATREMENB R b D7D, A A Y CHRFNCHE L CTREd L7,

9.2 BHaEEERE
9.2.1 ERELEHERETESE
ERAERH SO DB LN H D,

(faL)
AFN OB ENC & 0 ARMAEZE T ATREMEN B R OGN DT, A AU CRENCHE L TR LT,

Q) FrHREfEEERE

9.3 FFigeElEERE
9.3.1 EELAHERETES
RIBED & oD BENNH D,

(f#dL)
AANOHBAENC L IRMBE A2 Z TR B A SN D720, A A ) CRFENCHEC TRl L 7=,

M) ETEREEHT 5E
BE I N TV

(5) 4E4%

9.5 HEi&
PRI SATIEIR L TV D ATREPE D & D MR I, 1BIE O R SMENfEltE % BRID & S 2 58I D
5¥onz &,

(fig#)
Mx.2. (5) AFERAEFERB] OHESH



(6) 51w

9.6 27LIR
W DA AEPE R OB DA Z S L, ERLORERE I 1 2 A2 2 2,

(fF35)
VILS. (3) Hit~OBITH:] DHESR

(M INRZE

9.7 MR
RHE AR E RSO3 R 2 e B & Lo A R OV v 2 Fa i & L 72 BRI 5 M L Ty,

8) =l E

9.8 EhE
HEIZEE L, EHOICREZIT) 2 SEEICRG T &, —RICTEFEREMET LTV,

7. ®HEER
() BtRAZR L FNDER
BRE SN TWVZRN
Q) BtAZE L T NDER
10.2 BHAEE (BHRHICEET S L)
HRHN 4 S BEAER - H & 51k REFE - fEIRIK
BEaLrFa R AR OREAREERADNTH SN D | F XD X O TIERWAS, Y
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214 Ipsen Biopharmaceuticals, Inc.
iongd INCRELEX®

40mg/4mL

AT - Mtk

INCRELEX® is a sterile solution supplied in a multiple dose glass vial at a concentration of 10 mg per mL (40
mg per vial).

200548 H

INDICATIONS AND USAGE

INCRELEX (mecasermin ) injection is indicated for the treatment of growth failure in pediatric patients 2 years
of age and older with severe primary IGF-1 deficiency or with growth hormone (GH) gene deletion who have
developed neutralizing antibodies to GH.

Limitations of use: INCRELEX is not a substitute to GH for approved GH indications.

HKEBAEA

DOSAGE AND ADMINISTRATION

+ INCRELEX should be administered subcutaneously.

+ Injection sites should be rotated to avoid lipohypertrophy.

* Recommended starting dose: 0.04 to 0.08 mg/kg (40 to 80 micrograms/kg) twice daily.If well-tolerated for at

least one week, the dose may be increased by 0.04 mg/kg per dose, to the maximum dose of 0.12 mg/kg given
twice daily.

Mk - &
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214 Ipsen Ltd.

k544 INCRELEX 10mg/ml solution for injection

Solution for injection(injection).

Each ml contains 10mg of mecasermin*.

FIE - Btk Each vial of 4 ml contains 40mg of mecasermin*.

*Mecasermin is a recombinant DNA-derived human insulin-like growth factor-1(IGF1) produced in
Escherichia coli.
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For the long-term treatment of growth failure in children and adolescents from 2 to 18 years with confirmed
severe primary insulin-like growth factor-1 deficiency (Primary IGFD).
Severe Primary IGFD is defined by:

-height standard deviation score < -3.0 and

-basal IGF-1 levels below the 2.5" percentile for age and gender and
f‘jJAb . ’;(‘j]% -GH sufﬁciency.

- Exclusion of secondary forms of IGF-1 deficiency, such as malnutrition, hypopituitarism, hypothyroidism,

or chronic treatment with pharmacologic doses of anti-inflammatory steroids.

Severe Primary IGFD includes patients with mutations in the GH receptor (GHR), post-GHR signaling pathway,
and IGF-1 gene defects ; they are not GH deficient, and therefore, they cannot be expected to respond adequately
to exogenous GH treatment. In some cases, when deemed necessary, the physician may decide to assist in the
diagnosis by performing an IGF-I generation test.

Treatment with mecasermin should be directed by physicians who are experienced in the diagnosis and
management of patients with growth disorders.

Posology
The dose should be individualised for each patient. The recommended starting dose of mecasermin is

0.04mg/kg of body weight twice daily by subcutaneous injection. If no significant adverse reactions occur for
L - & at least one week, the dose may be raised in increments of 0.04mg/kg to the maximum dose of 0.12mg/kg
given twice daily. Doses greater than 0.12mg/kg twice daily should not be exceeded as this may increase the
risk of neoplasia.

If the recommended dose is not tolerated by the patient, treatment with a lower dose can be considered.
Treatment success should be evaluated based on height velocities. The lowest dose that was associated with
substantial growth increases on an individual basis was 0.04mg/kg twice daily (BID).
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Pregnancy

Risk Summary

There are no available data on INCRELEX use in pregnant women. Exposure to INCRELEX during pregnancy is unlikely
because the drug is not indicated for use after epiphyseal closure. In animal reproduction studies, there were no observed embryo-
fetal development abnormalities with intravenous administration of INCRELEX to pregnant rats and rabbits during fetal
organogenesis given at exposures up to 11 and 3 times the maximum recommended human dose (MRHD) of 0.24 mg/kg/day
based on body surface area (BSA), respectively (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

Studies to assess embryo-fetal toxicity evaluated the effects of INCRELEX during organogenesis in Sprague Dawley rats given 1,
4, and 16 mg/kg/day and in New Zealand White rabbits given 0.125, 0.5, and 2 mg/kg/day, administered intravenously. There
were no observed embryo-fetal developmental abnormalities in rats given up to 16 mg/kg/day (11 times the MRHD based on BSA
comparison). In the rabbit study, the NOAEL for fetal toxicity was 0.5 mg/kg/day (approximately equivalent to the MRHD based
on BSA) due to an increase in fetal death at 2 mg/kg. INCRELEX displayed no teratogenicity or maternal toxicity in rabbits given
up to 2 mg/kg (3 times the MRHD based on BSA).

Lactation

Risk Summary

There is no information available on the presence of mecasermin in human or animal milk, the effects of the drug on the breastfed
infant, or the effects of the drug on milk production. The developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for INCRELEX and any potential adverse effects on the breast-fed child from INCRELEX
or from the underlying maternal condition.
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Pediatric Use

Toxicity (Gasping Syndrome) with Benzyl Alcohol

Serious adverse reactions including fatal reactions and the "gasping syndrome" occurred in premature neonates

and infants in the intensive care unit who received drugs containing benzyl alcohol as a preservative. In these

cases, benzyl alcohol dosages of 99 mg/kg/day to 234 mg/kg/day produced high levels of benzyl alcohol and

SKH O its metabolites in the blood and urine (blood levels of benzyl alcohol were 0.61 mmol/L to 1.378 mmol/L).
INCRELEX contains 9 mg/mL benzyl alcohol as a preservative.

(20194:124) Additional adverse reactions included gradual neurological deterioration, seizures, intracranial hemorrhage,
hematologic abnormalities, skin breakdown, hepatic and renal failure, hypotension, bradycardia, and
cardiovascular collapse. Preterm, low-birth weight infants may be more likely to develop these reactions
because they may be less able to metabolize benzyl alcohol. Use of INCRELEX in infants is not
recommended.

Safety and effectiveness in pediatric patients below the age of 2 years of age have not been established.

Paediatric population
He[E DSPC The safety and efficacy of mecasermin in children below age of 2 have not been established. No data are

(2021412 H) | available.
Therefore this medicinal product is not recommended in children below age of 2.
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