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DbCHH|C 22| 2, 2™ Generation Somatostatin Analog

o2
orstE el Staxtegld

CHIE|AO] A|OQLE 22 (Signifor® LAR, AE2W: A EIO|E TIR0{0|E, pasireotide pamoate)=

AOLEAELEL FAMA|(somatostatin analog)2 20123 D FDA2F 2016E 128 ZLHUM ‘=0| AHASHR|

UL} a2 RER| U2 UCH|UZ 2|2 L= CI2 ADIEAEIEl QAR %20 o3 22T R AL
HABIER| s LTS X0 SOASIUC

Signifor® LAR(pasireotide pamoate)

LCHH|CiS (Acromegaly)2 H&0| Bt 20l d¥=2E(growth hormome, GH)O| I FH|Z|0 A1
c oL ot SAlsks AEOICH £ & & 3 EH ds 50| H|tshH £0[s Y= MM LELHD
Ciorst S Z0| 7Ict

SiA UCH|CI29| 2| Z24Aoles =08l &5, AODIEAEIEl A (somatostatin analogs, SSAs) 2! A

= O
S22 £84 AAAH S0| QUCt = SSAs2E octreotide(AtEAEEl, MEAELEI 2t2), lanreotide
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NEW DRUG

UCH|CHZX|Z, 2" Generation Somatostatin Analog, A|JLE 2t2
CRITICISM = 9

autogel SO| UAsH| LE=AEEL LEAEED 22 LHIEIA AHF22 57 URE[UCH 2t=(long

Fo

acting release, LAR)= 1% 2~33| BH=2Ql H|GIA 2 3UE FHE 430 o Tz HPAIR

MYAHERS| FALA|O[CE

o o

m

|
=

2MIT] SSA A|ZIL|Z(pasireotide) 2t2& 1MICH SSAQI AP=AELEl(octreotide) 2t2Qt H|WSH QAHT0|A
AL 2t2 EO020| ALZAEIEl 212 EOoj20|| H|sf b Ai5etA Z A (full biochemical control)off &
=5t H|20| 2| LIEHGCE T2t AP=AELEl 2t2 & TAM|TH SSAsO| BHE0| gl= SRAISO|AH T AFEO| 7t
sotAl =0 2|2 40| §ojd Aoz Elct

=]
-
n
-
=

CHS(Acromegaly)oj2t ot ZSk017}?
OICHH|CHZ S Q1| & 20| U= k54| SO0IM HEE22(growth hormome, GH)S £H|5Hs MESO|

22 D57 S GHO| LR O|4O2 §o| 2H|slof YASICL 2tk 40| B 49l Soi4 GHO|

Ar

A|Li2)2A| @o] 2HIElof AHe] Tk 2ot Rojzle Asto|Ct

—

UCHH|CHZS Q1T 1009 BY O 60 ATt O AES XD Y= HOR YA Y= HIH 5
Ole BB, L7} IS HEY 4 UD MAME| AWED2 2 QIAISR Rt ATt CiY otk
0|30 Zgkeict

wCHICZe] S4O2 &3 20| ROIAT Yojoiet o] SlOfLISEA PB Y| MM HatEE, 4

Ol RF O|ROIY HOIO|A GHO| 0| BHISIA|S 7| Cf 014 {27 90 UEH=(ol0] R0jAE SO

O EAISS O WS B0l B2i7, ¥ O BB A5 20|, RSO 22 Vol S30| YT, £58

=70 sl 47t YT,

GHZ BYE Z7HI7IT HAWel BE WA, Fe| HHE AHSIE 7150 | U2 Fu

Of 42 4 UCH EF LSS0l POIID DYl M & YTk Hlat4He] SYo| HAY FS0| 4
2E U3,

=

= AL, AMES YHISIo] AOFYOIE z2iE = U HoteAof THE 2= ZHMZES st
]
(=]

AN
24, =29, d=24E, =€ %0l El= SMU #H], 27[8SE UErE + AL

HHtiS2 2S oAl FH2E 4% Sd9 #Het gle 3971 o st Y, 1Y, 45

ot
= =2
S, HES(EE) 5o TES2E MY S0 JYALL oF 3~48f J= =7| W20 =7|0f TS0
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NEW DRUG
CRITICISM

w5t Mol GH EH|MZE(somatotropes)OllAl 4 BH|Z|= 191742 ofO|-Ate 2

= H)2
O[F0{2l HEIE 22=Z0|Ct ZH|E GHEZ o2 Z==2A0 22et G S 8ot 48 € HAls
A

H
ZAS= AES UEUA ECh GHO g E8I0f 0sts 2 2458 dESEE S(GH-axis)0l2t

GH =H[9| MFUE8|Yq =E0} 2H5I0 GH 8 F2st YeEZFHEU=E

fo

rir

At s2gol

0x

o

2(growth hormone-releasing hormone, GHRH), ghrelin, pituitary adenylate cyclase-activating
peptide, ZAMZIZE 22825 2 2(thyrotropin-releasing hormone, TRH) S3} GHQ| 2H|Z AA|5t=

Aoz 24242l somatostatin, neuropeptide Y(NPY), cortistatin 0| QICt.

0] 2 GH &4 2H|9 HY =35t ZAQIRZ 717 2 ARl A2 GHRH 2 somatostatinO|C}. GHRH
Q} somatostatin® MZ BtUio| 2EZ Edff GH FHIE O HFUstA |Alot Yed 1 g L0,

dE, J2[1 CAF HEfOl| Thet Ch2A| LIEHHCE
z2ol= YIYBHEI=ES22Q ghrelin0] GHE| Z2H|E S7tAI7I& 280 L{ 20, Ol= HjAtl 3=
) 7

7te] Lot ¢Aie| g Sh= A2 YWZEICE GHRH, somatostatin, ghrelin® A
=
=

GHO| ZH|= klotra| HYUAM Lolkls AlYStF=220] Cieh +E39f JEfol| ofsiME Fet

o
=
&St ghrelin, insulin-like growth factor I(IGF-I), leptin S92 2SS =220 QsiME R4Z|= Aoz &

GROWTH HORMONE

GHRH - Growth Hormone Releasing Hormone |
Hypothalamus GH - Growth Hormone

V IGF-1 - Insulin-like Growth Factor
ul‘h.(ﬂll
GHHH]
Pltuttaw
gland

T

Growth Hormone(&2{: www.anabolic.co)
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NEW DRUG
CRITICISM

A HUASEERH|ZRSE2Z(Growth Hormone Releasing Hormone, GHRH)

MAUS222HZS22(GHRH)= A|ASHESl 24l (arcuate nucleus)OlA &4 £8|%j= HE|

O|Ct, &2 HE&7I(median eminence)2 A2 U=C, 07[0M GHRH?L 2HIZ0| EWAS S5l
t

St MYCZ 0|SHt0] Hatan MUE2E PHIMIO| ME0| ZASHs GHRH S8 ZE5tof

N
fol
|ru
ro

2488 LIEPHD GHRHE GH &2H|AI(secretory vesicle)l| 2H|E S7tAIZ EQtOtL2} GH |AAte A

At(transcription)BFS = S7tA|ZICH

GHRHO| 282 adenylyl cyclase-cyclic AMP A2t HZAZO U= Gsa THEHS SEoff LO{LtCh MIZELK
PN

= =
CAMPE| S7t= protein kinase AS &dsfotil, MIZELY Hag £2E S7HAAH GHE| 8|S S7tAIZIC

i

A Somatostatin

o

Somatostatin® A|ASHEE HIES S2AMUEA L Y2MUFAOIAN ZHSHA LAHEICH O2{Lt A|AsHRo
Z25t= || A ZQ|8M (periventricular nucleus) @ Al&FsH(paraventricular nucleus)o| €28t somatostatin
BN MBMEE 2872 2AZ2 UH, of7|0|AM somatostatinO] EMAHZ 2H|Z|0 L5t GH S4AM|

o 2830 GHO| &8l ZRHSICH In vitroO|AM somatostatin® 7|2 &2 GHRH 2 ghrelinof| 2|5t
=]

Somatostatin®| 22 57t2|9| OtE 712 somatostatin &2 (somatostatin receptor, SSTR)Of 2|5k
Oi7HEICt =3t HoMe O 57t SSTR7t 25 H3IE|2|0 SSTR2QF SSTR57G L|5t4A Hys22
ZHIMELOIA 7t Bro] WHEICE SSTR2 L SSTR5 S0l &A= SSTR1, SSTR3 L SSTR4 EsA|ECE
1,00081 4= 42 sE0ME 2aHC 2 GHO| &H|E HAISIEZ SSTR2 & SSTR57t k[otea| GH =8|
MZO|AMQ| somatostatin® GH £H| A 22ES oifsts RE 2232 AR UCH of2{SHo|A
SSTR2= Yt ZuUE 20 FA|T CHE 8 E Sot 82 207t A2 A= HOICL SSTR2E &8t
somatostatin®| 282 adenylyl cyclasel|AAE E35f| LIEFHCE O Z MEL cAMP £=X|7} Zasta
ZE HE0| AAMTH K+ HE2 Edsteict

SSTR1E &, 2B cells), $I&A, 042] SYMIE, SSTR2& =, =sted, 2 cells), XA, £4, HY
MZE, o2 SHEMZE, SSTR3= &, {14, 7t B, 02 SAEME, SSTR4= L[ (CHE OFYEL}t A38), ¢
A, o, o, Eligh o2 SYME, SSTREE= &, Hloted, AP and & cells), &, 012 SLMZO|
ZAfBtC

A Q&2 QAF HZQIZ}-1(Insulin-like growth factor I, IGF-I)
ol&2l SAF AAOIZ-1(IGF-)2 70719 Of0|AtCZ 0|20{2 MEIE S2202 A GHLe| RA 50| 2to|
A

N 22 M4 ZHIEICH IGF-I2 AABHE U blat4%0] 283H0] GHO| £HIZ oAsts 2ime| I 2

UCH| 22| 2, 2" Generation Somatostatin Analog, A|ZLZ 2t2 ﬂ
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NEW DRUG
CRITICISM

A(long-loop feedback mechanism)g LIEFLHCE

StCHH|C=(Acromegaly)2 OH AdEQHo 2 2| &5H=7)?
LTS 2 ASAQ GHe| CHEH|Z zefels 2Se=Z 79| ZH= GHO| ZH|I 7|sS d¥at o
o o2 — 7 o

ol Ye YYrELR HES2e Aot HTH|USO| A=E LSk SHS AASE
= I:I

| (S| AAZA| FUAS BR0E AL A=E 5kl GH HIE AAlsts AAHE e

rir

goetEel 22 714 GH £2|7t 2.5ug/L 0|2, AZ@a B0 TE FHIGF-1 2|2k B+ GE5HEAL

29| 2|H GH 27t 1ug/L22 YoIEL}. O & D740l Yoyt LTS EAte| AMYE St 2
(o)

—

2+ As 7t 28 2YAR07| W20 2o F2 =40| FCf.

LTSS ASx2e dE8HE 2% £ YA 222 REHEE 7Iteles a2 AMESttt. SHA|gt
£=0| F7|0|AHLt 20| 27158 3R00= SHAQ ALZE(0{0F otCt A LTH|CISO| |20l &
o428l &54|, somatostatin analog(ADFEAEEl SAA|, SSAs) = somatostatin - receptor ligands(40}
EAEE =84 HiRIAL, SRLs) 2|1 d¥2 =22 £83 AAA S0| UCt

A TIO0 54| (Dopamine agonists)

EIel Es5A0lE bromocriptine, cabergoline §0] ATt Bromocriptine® ZHH|US 2|2 EAte| 10%
OIMC IGF-I a7t EHSAIZ = URUCEH A AZAZH0] AZE M2 =02l 2549l cabergoline®
bromcriptin2Ct O 22120|1 WAHE ¢ ZC} Cabergoline® ZUCH|CHZ 3210 F 40%7} IGF-10] A4
St=|=&F 3t2, &4 GH-ZH| dEZS 7tAL Us BAQ| 44%= GH &=7t 2ug/l OIstZ AAste AL

2 LIEFGCE

UCH| 22| 2, 2" Generation Somatostatin Analog, A|ZLZ 2t2 ﬂ
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NEW DRUG
CRITICISM

55t ®algo=z 1E, b, S5 2|1 HJ|E2 &5 UEHts SO0l of2o| S

ADOFEAELEL QA (Somatostatin analogs, SSAS)
AOFEAELED RALH|(SSAs)E= ADFEAEIEl 8% HiQ|AF(somatostatin receptor ligands, SRLs)2t

Ct. SSAsOl&= octreotide, lanreotide, pasireotide §0| QICt O] LA EL2 LUCHH|C|=o| O|z}AQl %]
20|

=]

ofL|zt, LT SHAOA L2l

2 82157 Ql}

—
Pasireotide

JLanrectide,
Octreotide

Somatostatin analogs and Somatostatin Receptors(&2{: www researchgate.net)

. Octreotide acetate(H|ZQ: AFZAEIEIR 0.1mg, Sandostatin®)
Octreotide2 &4 somatostatin FAHAH|O|C}. O] HE2 =44 Ql B [7F 1~32Q HH somato

BlWS €3 2o dUHe2 WYS 7t AL 2A12F BYTI2 GHE AAISkE =147t 408y

SICt,
O] UAl= YCHIHS SHRIOM ‘HES2EEZ L somatomedin-Ce| 88 dAag SHOZ £z,
HEstALL =571 |otA| b=

o
MERZ7) S23] 2 HERE T7HR(9] S2t7|2te| &aro) Sel= ALt

T

0| oAl= 27|0l= octreotide2AM 0.05~0.1 mgS 8A|Zt &= 12A|ZI0ICH T|5HFRAMSICE  O|F

ZoR WE GHO &, YYSY U ORI chet B3t 20| oJ5tol £0iYS MRAsICH

= -

S

2122 £ 37|19 UALt B GHI} IGF-12| 24| Ao EatzdQl 2

o

=

He

Al

|0

EE B2 Y22 2AlL 55 =Y 1221 FE SO LEHT M2

statin2}
4=
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NEW DRUG
CRITICISM

UCH| 22| 2, 2" Generation Somatostatin Analog, A|ZLZ 2t2 H

ODIEAELEl SAFY|(Somatostatin analog LAR)= Ot 2Fx|Q17}?

MEHS ADFEAEIEl QAR (Somatostatin analog-Long Acting Release, SSA LAR)O= octreotide2}

lanreotide, pasireotide & UCH O] YAHS2 7| A& AHAHZ GHI IGF s=5 =240|1 At

R
=
ol
>

AATICE. 1900 SEHEE SSA LARZL 20[Lt HAMIZZE 2o HXAQl 2R2 AMEE|UXT 220

A Octerotide LAR(OC LAR, MZH: AZAEIEIZI2RAL 10, 20, 30mg Sandostatin®)
Octerotide LAR(OC LAR)= SSA LARZ octreotide?} HLHOIM =40 ofst M1|E YR|& £ Y= F
Ao= FMR O|MYAHmicrosphere)=2 ZHS0{A]

oz 3oz YELEF SIRULL O YAz 2FFA 220 octretide?t OIMUAIS| EHOIM 5453 Y&
£|0] 2~3A|ZtHof BEH dEFs=7 P @Ol LUt IA RAI=CHE 7~14Y ARO[O O

=
SEI B71]0f 28~35Y SO A4HOR £ L2 QA Ut

—

&t (polymer, poly-DL-lactide-coglycolide)2|

217t
o

CetM OC-LARE S0 otR0i| 2~33] =22l LjstFAS BR2 H octreotide?| MTHAAZ 4F
of et FH= 0] AFOAM octreotide?t H|RSH 22H2S 20| ULt O] HAH= 30mg 2FFA &
H

ot IGF-12] AHE A&t oF 50%

@
HW
2
x
0
T
10
_19
fol
(2]
N
rC
o
°
i)
g'ﬂ
=2
1o
N
>
rir
0

A lanreotide acetate(HZY: A0LEY22EH 60,90,120mg, Somatuline Autogel®)

Somatuline Autogel2 slow-release depot somatostatin @22 cyclic somatostatin octapeptide &
AHA|OIC}, O] A= 60mg L|SHFALE GHRF IGF-I19| UHEH|IE AASCH A7(2H(4-65) E0e & 2/3 &
Aol GH p28[7F 2HED EC

AL Z(Signifor®, AME: OiA|2{|2E}O|E C|OIALIE|O|E, Pasireotide
diaspartate)= AU 3f2¢} ofE 210[7} YT

©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000



NEW DRUG
CRITICISM

AU (pasireotide diaspartate 0.3mg)= 20124d 0] FDA2I 2013¥ =UOIM ‘&2 2Z2L|0{H 5
o 899 FHYEY =0 1Y 23] FASts YHZ SQU=U2H IFUHoME 3HeAELR AFENUY
Cf Wb AL ZEQF A|OLE 2t220| 2}0l= A|L|E = pasireotide diaspartate0|0 FAIHO| A3}

1, AMZUZE 2t2= pasireotide pamoateO|d UCHI|CHSO0f| AFRSHCH=E A0

| cortisolO| 2tC}tst

—u
0z
0%
N
[
wv
3.
-]
(@)
e
Q.
w
D
Q
w
L)
rlo
=i
el
it}
"
_o'ﬂ
P
é
10
o
0z
|o
HU
ro
=°.£
- -||I
r>=
A
X
fol
[
ro
0
no
O
|'O

. SEe2E dMVIs oY, AE St =

l

o
B2, B8 30| LEfLes Ae=2

=0, 42 delsly J&stolM

OIx|2| SSTR(somatostatin receptor)0dil= Ct2 O|A 5712| OFgo| U
2 Ch2 RZ20|M YSEICt pasireotides= O] & SSTR1, 2, 3, 5 § 470 &840 =2 zgtzdoz AE
tCt O] A= FARYH SX0M D2EZEZ2TY ZXM|IZE(corticotroph tumor cells

EHSIE| =0, pasireotides= O] £84|0| 22310] ACTH 2H|E AA|5t0 cortisol 2H|E ZAA|ZICE.

>
rr
wn
(Va]
_|
pel
ul
=2
>
o
ol

rol

rk

AOUZ= ZHY0| Aes 16282 AESES Uyde=z

rot

3
Yot o & JEOf FHE2 7| WOl LEHRC O AtES & & 20%7F 670 A+ VIR HE gl U

9| cortisol £2|5 LIEIYHCE.

AL = 2t2(Signifor® LAR, AEH: O}A[2|2EI0|E I} 0j|0|E,
Pasireotide pamoate)= AHA| YA S2l|A=7}?

LHIE|AQ] AL Z 2t2(Signifor® LAR, HE2&: OIA|2|E0|E T}Z0|0|E, pasireotide pamoate)= A
EAEIEl RAFA (somatostatin analog)2 2012'F O] FDAR} 2016'F 12 =LHOA ‘&0 HAGFZ| Q

Ot
Hu +=2 2Z2E[] @2 YTUHUS 2= E= CHE A0ELAEE FAR =00 Qs 2==R] ALY

o=

iR gbs ZHH|US| 220l SU=UACH

Of O HH A% BO| 40mgOR 4RO B WM 28 UK0| FAGICL 40mgoR
3HY B0 GH L/ELS IGF-1 £3/(L0|, HER BHAEE 437t 23] 2He2| o 3
3 By @ 4 Ut

—

O{5tOfOF StCt. O] &FAE FO &2 e A
o

At L SO M S 2| BHEIF 2RIE|RUCE SO S22 0 o E0 A2 2~374E OfLf 22Tt
= SME Hw Al 4= 2=z FE0| Q= SA0AE BN H 30%2 Y YEE0| O] A £ 1274E
2 60%2 AU, 7|& somatostatin FEAH 2= FO| Us SRAO|M= 40mg FOHE2 67ME =

UCH| 22| 2, 2" Generation Somatostatin Analog, A|ZLZ 2t2 ﬂ
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NEW DRUG
CRITICISM

71%0M 87%, 60mg FHZ2 60%0AM 84% S7t=ACt.

AMLE 2t2&= o of2|7|HS 7HR|AL =712

AOUZE 2t2= somatostatin =240 ESHZ2 22510 A|AMSHENM £H|E|= somatostatinZ}t SAFSH
2422 Ed Lot 22E GHe 2H|E YAA|SICE Somatostatin] &A= o2 R2I0A LdzH 2

& MEOME CrEr 2D}, koted SY2= et LHEUSO| 9 GHO| B FH|=|1 J|E ¢/

—

]

-

o
+

—

o o
o] AR MZEU, sl JtAERIO| g 2H|ZICH Somatostatin SAMHISE somatostatin &2

QA2 SSTROE CHE OfA 571 OFHO| UY=L, A d2lshy H&SIoM M2 THE Z2A0M &

rek

o
ZICt. Somatostatint FAF 29l octreotides= SSRT 20| MEHHO=Z 2I5}240| =1, pasireotides

SSTR 1, 2, 3, 5 & 471l 8|0 =2 2IstH2=2 ZEGtct,

o

Effects Conssquance
‘ H
@ﬁ/\\/@ Multirece ptor ligand Higher response rales

R e e
i - Surgery resection may be
Tumar sheinkage Flbrmersi
. P, Inhisits GLP-1 and insulin
. L] secrotion
Pasireotide
Inhibits CYP4S0

SSTRA GH-secreting
pituitary adenoma

£f, 3 3
: ig&j‘cﬂlga i
>

GH secretion
and tumor shrinkage

Effects of Pasireotide Pamoate(&2|:www.dovepress.com)

ALE 2t29| 57t d2 oTA UBE|U=71?

A O[O0 2y 228 22 H0| Q= YCHH|O|S 2HAH(Drug-Naiive Patients with Acromegaly)
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NEW DRUG

UCH|CHZX|Z, 2" Generation Somatostatin Analog, A|JLE 2t2
CRITICISM = 9

ojof of4l 225 &2 A0| gle LTS 2 358F= g2 L7

A ORF 34 UMAIESZ SIGNIFOR LARS| OtMMat SEMof cfsi AMARIE 2 Siehnddl
SIGNIFOR LAR EO0#2 40mgolM 60mg 7tA| =251, octreotide LARE &4 iR (active

comparator)22 5t 20mgOlA 30mg7tA| S&ot 12708 7t oA Zt&stCt.

r°|'

=

12 724 B7tA|HE(biochemical control)= 1270 A[EHOIM GH<2.54g/L O|HM HYH L HES D45t
IGF-1 427} ARl S ZHE|QICkD THLHSIICH A2 HDN(Table 4, Figure 3, 4), SIGNIFOR LAR £

T2 31.3%0|¥U &g tHE 19.2%0|UCt. Ol= SIGNIFOR LAR O|A ofi=zof BlsH Fl5HA 12t

S5 WIHHZL0! Biochemical control EAME0| =2 22be|QiCt

Table 4 - Results at Month 12 in Drug-Naiive Patients Study

SIGNIFOR LAR Active Comparator&
(40-60mg) N=182
N=176
GH<2.5mcg/L and normalized IGF-1* 31.3%* 19.2%
GH<2.5meg/L and IGF-1 <ULN 35.8% 20.9%
Normalized IGF-1 38.6%** 23.6%
GH<2.5 mcg/L 48.3% 51.6%

* Primary endpoint (patients with IGF-1<lower limit of normal (LLN) were not considered as “responders”)

ULN = Upper limit of normal

** p-value <0.01 for treatment difference

% The maximum dose approved for use in the United States was not used in this trial but the majority of patients were
receiving the dose most commonly used in the United States to treat acromegaly

Figure 3: Mean GH (mcg/L) Levels by Visit in Drug Naiive Patient Study*

3.5

—— SIGNIFOR LAR
---m--- Active Comparator

Mean value of standardized IGF-1

;;_‘ """"""""" - -
[
1.0 — T T T T
176/182 164/174 150/169 138/159 136/151
0 3 6 9 12
Month
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NEW DRUG

QUCH|Ci2 2|2, 2" Generation Somatostatin Analog, A|LZ 2t2
CRITICISM = S 9

Figure 4: Mean Standardized IGF-1 Levels* By Visit in Drug Naiive Patient Study*=*

25
20—
..
- 3 —&— SIGNIFOR LAR
g ---m--- Active Comparator
g 15
T
)
=
3 10
=
0 [ I I
167/178 164/173 151/165 136/157 136/151
0 3 6 9 12
Month

A [[2 2 ADIEAED QUARZ HAEF| RAEEZR Y= UCH|CHZ 32f(Patients with Acromegaly

Inadequately Controlled on other Somatostatin Analogs)

18M| Olge] g =2 ge= AHAUs| 2EEZ| fle TTHOUS 2AAUS Y22 T, 22420, Of
YUY, 24 Uz 34 YLAFP2Z SIGNIFOR LARY| Qtd-gnt RE-QO| ool JYATRIF 2457 A

A2t B GH #2|7F 2.5g/LE0 310 IGF-10] g8 L Liojz2 2dE dede 2(tiz(9

1.381€ 90{7l= B2 octreotide 30mg £ lanreotide 120mgE HELHOZ A 6704 2|&Z o
2 EojEr2 BI2(0|YUCt OF22 GH 484 ZeAH &2 =oigl 2232} somatostatin analogs?| HEL
He FOE2 St HYIISSIL A32|'d 80| Y AAel FHE SA|5HAULt.

ARZD, 12t K24 HIIR|HE(biochemical control)= 24FH "W GH<2.549/L, 2|1 IGF-19] HAS;
of =235t 22te| H|E2 SIGNIFOR LAR 40mg 0= 15.4%, SIGNIFOR LAR 60mg &0 20%, &4

CH2 = 0%0||CHTable 5).

Table 5 - Results at 6 months in Inadequately Controlled Patient Study

SIGNIFOR LAR 40 mg SIGNIFOR LAR 60 mg Continued
N=65 N=65 Pre-Trial Therapy
Control Arm®
N=68
I| GH<2.5 meg /L and normalized IGF-1* 15.4% 20.0% 0% l
Normalization of IGF-1 24 6% 26.2% 0%
GH<2.5 meg /L 35.4% 43.1% 13.2%
* Primary endpoint (patients with IGF-1< lower limit of normal (LLN) were not considered as “responders”).
& For one of the active comparators, the maximum dose approved for use in the United States was not used in this trial
but the majority of patients were receiving the dose most commonly used in the United States to treat acromegaly.
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