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R DER

VT Z D4 =% IV UFFRINEBIG. LIRS U F FR) SR EE] (LAR®) [F> T
ONFURTFRTHY . KRDOVYIIZAIF U RUBFDY YIRS F 707 (SSA) ([EA
EGRE AU FREEBIE R RE] (LIE. 7O LA FRLAR®) . SV L7 FREFERTE (U
. SVUAFR))EBERIC, YRBRIFUREME (sstr) [THEE U, sstrzd b dZ&ICk
W EMIVEY (GH) . AV ZAUVERERTF (IGF-1) NUBIBRERIFNILEY (ACTH) D
D HEEUERT,

OFEREXENRU TEFEEANE

FImBE RN U FEFEBENEICH T E—EREFEANEDBICSSATH Y, TDMD
BEEEVCGHRBUBRER RNV EBELNHIE T LD ULINSDOEIFEA T,
EMEREINB[S VY AICAIELIZGHA 2.5ug/L K [MIEINICHEETHROTROE
e (OGTT) £0MFEIS NI GHIEBEN 1ug/LFKE] | D DIIGF-1 A IERE] DmE%E%ZE
ERTERVEEN —EHEFETDIEND. L DEEZZWERICEESELEAN
BLEFNTEF LI,

SStriCIE5BDT T I A T (sstr1~5) B'dpt). GHEELE FEKAREE(IC (& sstr2 XU sstr5hY
SHEEICHEIELTHY. RWVWTsstr1 KU sstr3anFEIRLTWET V, BEIFD SSA & sstr2 ~D3R
NS —A/NIUAFRIFABDY TIA L (sstrb. 2. 30 1) ICBVERIIMEEF DI EN
HESNTVLET 2,

—73. GHELE MEFRRERE(ICHENVT, sstr2 OFRIBERFD SSA ICHT 2ELFHIRIND
BCIFIEDHBRIRRH MRETNTVBIENS ), sstr2 DEBEMEV—EDSTIHEXEERS
[CBWVT, YT ZT75— CLAR®F sstr5 Z N UIAERIC K GH i EERZ FiE T 22 &h
HIfFSNR LIz,

SHICBIFEDSSATIVAO—ILAR. H2WVIFEYEEEN RV EmE XERE Z R,
BIFDSSAEY T Z 04— CLARPZLLE T 2 2 DDBNBIERARHBRZEEELIcE A, BifE
DSSALHEBRUTHRIC?EVEMENROHSNELICY 29, SHICHRABEZEZNRELU
ERNSEIEERRRICEVT, YT Z75— CLARPIRSDRER. IGF-1ERU GHEDK FH'EE
SNFRLIE,

M EDIERNS. Bk DBEN BB R BRAGE Z RS EBRMRE L. BHEAREZTR
EUCERNSEIMBIBRRBROBREEGHET, 2015F 78, YT Z74— CLAR® (FFEHRE KXIE
ROTEFEMENEZBIMECUTCHEL, 2016 F 9 AICTEmBEXE - FEAME AE
ABNLE THRIAN T XIS THREREE) (CBIFDMRMNIIVED . IGF-1 (YThX
I-C) i BRIRER UFEER DE | DZAEN TR THEBINE LI,

¥ SAREIBRITZ T o1c 0 v Y JYREE 39 Gl DREBMIRICFIEL TUL S sstr DIEEE RIREZ BB EMFHITIRET U, sstr2 &
U5, 3ORREBZIEM(XA70-1:, XA72:, RA7 3 ICOIFTRITUV T Ulz, B1HADSSAIE, sstr2RIREH
0-1 DEETIFOGTTICELDACTH M ZEIIHILIGM>fzht. RO7 2(20%) . A7 3(50%) TIFEEITHHILZ (X2 18 7E.
p=0.04).

%2 C240288% : 7 Z 74 —CLAR®40mg & p=0.0006. 60mg&f p<0.0001, LWI'NHadjusted pilE (vs EEXIHREF) . 5>/
S IMEBRSDOERIRF FLEESR (F I FRLARE, SYLFFR) RURTU—Z2TTOGHIE (2.5~10ug/L. 10pg/Li8))
THEUCEEZOIATvI0FBETI/ILERWTER U Al pE%Z Weighted simes AICE DV T
C23055 8 : p=0.004 (vs 7T L F FRLAR®E) . SVI LAEBOEBRRAF(FTEAFMEDOE R CHEL A
Cochran-Mantel-Haenszel (CMH) #&7E



p
:>><>

@IV VTR

TV VI TRBEDHE—DERFIIIFV—ILEREZIERLS B2 ETY, JBEDFE—FIRE
[FTFEFREOARMWEIBRM TN, FHANBEEBSBVESE, FHCTERELZVEELD
BREUCEBEICHUTCE. RFREE. BYEE XEMARBHEEANERINET. UL,
NOEDBEICI>THERURVWEENFET DI END., FCREERREELUTC. &§3)LF
YV —)VIMFEDRA T D FEARIEICIER LT ACTHDOBEID W ZIHEIU. D D NEMAIREC
WIS R A E T DEFI DRI < EENTUVE LU,

TvI I TRBETlE. TEAEREHNSD ACTHIBE|DMIC sstr5 HNEEREEIFB->TWVS
OREMEN T RENTWVNET 8910, )N A FRIEsstrb (CHEVWRAIMZRTIEND 2, sstrb
NDIEEZENUTACTH D W R O EEMREIEIC N T 2IHIERZRIET D ENHFIN
FUlco

FHRMEX FBREDT VYV TREE. H5VIF TEAEREDONR IR AE IR
Dwy Y IHREE 15061 BAN1 HIS0) ENREL BRAREMBRRTRTE. 27
T — SLARPIRSICRUIRS 7 nPA%ICHK 4 BIDEE TERPBERD)LF Y —IL (MUFO) Y
L= E U112,

L EDBRNS., B0 BB REIBRRTREF B LT BAACSIT2YT =
T4 — CLARC DA, REUNBESN20184E3BIC[Ty YV HRINNLE TR
RN ST RBRIBE) | R INRER (F3hRE U TREIUSLE U,

%3 G2304 8% : mMUFCH'EZEE_ER (ULN) RisiE oI BEBEIGZRMEL LTz, ZED 95%SHX A (Cl) D TERAY BRI

REUICBMECTH D 15%EBAICIcD, YT 2T —CLARCD T v Y TIRIC T 2EMIENRIES NI,

Signifor LARKit.

pasireotide



4512

’0

NILFFRIEsstr5, 2, 3. 1L, I BFVLWYIMRY
F 7 FO0 AT (in vitro) .

sstricfEEUEME T AT EICKY GH, IGF-1, ACTHRUO'OILFORFTOY D5
LET,

« BEFFD SSA B sstr2 [TEIRMICIER I 2DITHUT, INVLUAFRIFZLD sstr (5. 2. 3. 1)IC
EFU. $5(Tsstr5. 2[CUELERIMZRUE T, (77. 78 R—IBHR)

FIREXTER U TEFIEEAE

‘0

(BEFD SSA TV hO— LA RIBFEHREARE RS CORE (BN EMBERARER PAOLA (C240258R) )

BFEOVIMRIF 7 FORAICELSDBETIVMO—-ILFRE
SIHMEXEEEICBWVWT, Y = 7+— LARMAOMEIRSH R U
60mg it 583, BE (F I LA FRLAR30MgIE5IES VL
ZFR120mgigS5) MEBRBHELEBRULTHEEIC BLEMFE2ZRL
UL [5591'5'“_9] ) (16 2—IB)

in

(EEABEEO R RS AT BE TORME GBS IEEHREER (C2305 558)))0

EYLEEEOBERVWRIGEEXERBEICSVWT,. Y9 2T ="
LAR® 3747 L4 FRLAR 5B EHBUTHBIC BL B
ZRULELELBHT—I]. (26 R—IBHR)

(BFEADEREXEEER U TEFEEANEEE COEE EAEIBERRRER (C1202558)))7

EMSBEEDEEICHHIDOST . BRADEIGEXREEERU TEEF
HEEAEEEICYI ZTJ3—CLARZIRSULUIEECA,. 1851258
BOENE2(318.2%TULTI, (39— L)

(EMEBEREDRRWEIREXE RS CORME CBH FEIBERRER (C230555)))°

V9 ZJ7#%—CLAR®IZ. 4BAIC1EIDFHANIESDFRMNERAT,
IGF-1 {ER U GH{EZ{E TS E. ZDETIIRIE 25 HAICH IS
LELELBAT—9]. (29 R—IBHR)

%1 Y7 Z74— ®LAR®40mg ¥ : p=0.0006. 60mg3% : p<0.0001. LWINH adjusted pfE (vs EEXRE) . S5 LMEEDERIE
FBPAEE (AR F FRLARS, SYLUAFR) RUZIU—=27TOGHIE (2.5~10ug/L. 10pg/LiB)) TREUEREROYZ
FvIARETILERWVWTER LAl pfE%Z Weighted simesiAICE DV TR (GEKER 1 p<0.025)

%2 [GHA'2.5ug/L K] MOTIGF-1 A" MRIR &R OB EBHEN (ERE) | OmEEZZRUICBEIS

%3 p=0.004 (vs 77U ZFFRLAR®E) . 59 MEDOBRIRF (FEAFMEDHER) THELZMMA Cochran-Mantel-Haenszel
(CMH) #&7E



\
OX®.
N\
/
IvIIm

' FHREXEBREDT Yy VI REE. BV TEFRREOARNVIRMDNTERGHRI v VTR
‘ BETO/NIE (EIFHFRFIERREER (G23045K5%)1) ' 12

TV REBEEICHT BIRS 7HAEDEDZEE 4 (95%(SFEXR (CI) *5)
. ¥7'= 72— "LAR*1Omg BT 41.9(30.51-53.94) %, 30mgH T
40.8(29.65-52.67) % TUIL[BERAZESGBAT—9], “ox—vsm

- AEER Tl FEFHBIRE TH 2RSS 7 1 BRDEMZED 95% Cl D TIREH. FHIICHE
UIERRIETH 2 15%ZBA T e, YT ZT4— CLAR®DIvY VY IIRICH T BiaEaMiE
PREESNE LT,

O (HEMNEERMOTYYVIREE. 530 FEIREONIIRIT RS GHRT YS Y TR
¢ EE TORME (ERHFISIERERETEE (G2304 558))) 1 12

29 Z7#—"LAR"* . 185 1»Ai&ICMiRP ACTH DRI HEIH SN,
5 12HABFTN—ASAVIVRETHEBLILIE[BEAE
%'335591'53—9] ) (52 R—ILH)

FTIRBEXERU TEFEEALE. vV VI TR

‘0 EXRBEIERELTRMEE - HERHORE SIBE. Fik. QTER. FFHEE
BE. EILFYV—IVIENERSEENTNET,

&, EItEH
FIREXRERO TEFREENEZEZXNREUCEARSEIBEERRER (C1202585) (CHW
T. BIERIRSEE(E. 33602861 (84.8%) TUT. ERREIERTZMMAE146(42.4%) . &
FRIA 861 (24.2%) . MHHEREFEZ 441 (12.1%) . BBGEE4A 6 (12.1%) ETUTE,
OV O—- IV ARBEIREXEEEENRE USBHNENBERAER (C2402588) ICHWVT
BIERRIRERG. ¥ 40mgEFT71.4%(45/634). 60mgEFT74.2% (46/62 %) TULI,
FREIERIE. 4A0mgBTIFSMmAE 33.3% (21/6361) . ¥ERF 19.0% (12/6341) . THF
11.1% (7/6361) . 60mgB* ClE S MmHE 29.0% (18/624l) . ¥EFRIR 25.8% (16/6241).
F1 19.4% (12/628l) TUTc. EYHEEREDIRVEIRE KERE ENRE UISBH SEMIEEER
EHBR (C23055ER) [CHBWT., BEIERFIRIAE(F 86.2%(144/167 22) TUT=., EIRXEIER(F
TH1 32.9% (55/167 ) . SMNHE 29.3% (49/167 f5) . BBGHAE 28.7% (48/167 f5]) TUT=,
(59 R—U&H)
TV IREBEEWRE U ERHEESEMEERERER (G2304 5 5R) (CHB VLT, BIERRIR
(I, KEI10mgEF T90.5% (67/744) . 30mgEET96.1% (73/76%) TUTz. ERRXEIE
FHIE. 10mg8 Clx=Mm4E 47.3% (35/7461) . & 28.4% (21/74641). BGIE 18.9%
(14/746)). 30mg¥ T3 = M#AE 46.1% (35/76%61) . BB G iE 43.4% (33/766) . T #
35.5%(27/76 ) TUT=, (64R—IBR)
%4 FHROERETILF YV — )L (MUFC) B EHEEE LR (ULN) U FERBIZEBEDES, CI TR, 54 HBBOEBEDEEEZERLEN

BEDERS7nBROENEERLT VS,
%5 Clopper-Pearson IEFEAIC K EH

Signifor LARKIt. ¢

pasireotide



[BERZSOEALOFR]IDUEIC I ITBRLIES L,

HERIBIHR (ksvorvIrx—vay)

2020 & 6 HedET (55 2 hiv)

2. &=

2.2 (RoFBEICRRSULBWVLI L)
2.1 FAEIDORTCX UL BBUEDBIERED S 555
2.2 EE (Child-Pugh 5%87 52X C) OFfEEEREZEDH2EE [9.3.1 ]

3. 2Rk - 1K
3.1 $8R%
AE|FERADBUR CARERBL CRWVSEREITH D,

e VP ZT4— AR | YT ZT5— AR | YT ZT5—LAR | YT ZT5— AR | YT T5— LAR
AR+ Vb FERFYh FERFYh AR+ Vb FERAFvh
10mg 20mg 30mg 40mg 60mg

BRI S ISULAF R VERIE

Eﬁzlﬁﬁo) 17.138mg 32.904mg 49.356mg 65.808mg 98.712mg

(31;%471114:)3”

INUFFR|12.5mg 24mg 36mg 48mg 72mg

@g%ﬁﬂ

AnaEY B - V- )VEBEHBESHE(11:9) IO —RIATIL
16.431mg 31.548mg | 47.322mg | 63.096mg | 94.644mg
LB - JUD—)LEHESE(1:1)
16.431mg 31.548mg | 47.322mg | 63.096mg | 94.644mg

=12 12Uy (2.25mL)  BEFSFAKEE. RORINFIELTD-Y>YZh—)L101.25mg. 3JL X

(2mL) %2 ;ééggu ©/\15.75mg. RUAFITFL (160)RUAF> O (30)F1UT—)L4.5mg

E ) AFF ARG RO SEOEBRZZEL, /N UFFRELTZENZN10mMg, 20mg. 30mg. 40mg XIF60mg iS5 TEDLIBETIEINT

Wa,

E2)2mLAMR S TEBRLIBERBEINTLS.

3-2 'Iiﬁ
AR554 VI ZT4—LAR | YT ZT4—LAR | YT 20— LAR | YT ZT#—LAR | Y7 ZT4+—LAR
ERF vV BERFVS BERF VS BERF VS BERF VS
10mg 20mg 30mg 40mg 60mg
MR TS TVEE~STVERDHE
pHE? 5.6 6.0 5.6 6.2 #15.8
BEELEEY | #91.0 EERIERICHT D)

EI)FHN NAT I ESANER CRBR. EERIGKTHRUTR
EAFFNNA 7 ZERNBR CTRBUIERD SR




p,
:>><>

4. FhRESL ISR
OTFEERBICHEBIDHEMNILVEY. IGF-I (YIIXIY -C) DihBRIKENUFEERDWNE
FMEXE - TEAUENE GIELE THRIN T NIFITHRE R SE

OOvy T NRIMLE CHRI N+ NS TH RIS E)

(%)
V7' =D — LARFEERF vV
10mg 20mg 30mg 40mg 60mg
1. FElREAIE - FEAMEENE — O — O O
2. TVIITIR O O O O —

O: 2hRESD ) — ZHRETRL

5. $HEX (FHNRICESHET 51

(FEREXIEE - TEFEEAILE)

5.1 FEAMBAEICDOVTCIE. MEBENEPLABEEREREMMORRICKZ2ESEMNZER L. FEAMRZ(CHEKT
B2HDTHDEAETHICHERT D &,

5.2 BIIEOREY ZITZER L. DV NRIF U7 AT THRIATDRIBEEHE. THIICLDEBEN K EL]
EEZAONDBEEICFERTZCE,

6. HiENMUHE

(EMEXIE « TE#FEEAE)

BE. RALIF/INVUAFRELT 40mg = 4 BEIC 3 hBR. BEHANITENT 2. ZDRIFESDIRE
([C/RUT. 20mg. 40mg X3 60mg # 4 BEICIR5 T .

(TyIVTm)

BE. RAILIFNNYUFAFRELT 10mg # 4 BEIC, BIRHANITES TS, BH. BEDREICHUTE
HMBTE2N. SEAEE 40mg &5,

Signifor LARKit. ¢

pasireotide



ﬁglﬁlllﬁiﬁ (FRSYTA4YTxX—23Y)

7. BIERURECEET %32

(GimBEXIE - TEEEEAE)

7.1 FIBIF 60mg % LIRE U, MERMILEVRE. IGF- BERUERERICK Y. 20mg S CEEERTE 3. B,
60mg FTHE L THRENHSNBVESICE. HOBEENDTEI ZEERT 5T &,

7.2 EFE (Child-Pugh 9387 5 2 B) DFFSAEBEDSH 3 EE Tl 20mg & 4 BEIC 3 » B BEEHARNICE 5.
ZDBIFEEDREEICIHL T 20mg (& 40mg % 4 BEICR5T 5. [8.3. 9.3.2. 16.6.2 8]

(TvI VTR

7.3 FABIE 40mg Z LRRE U, [P+ RPILFV— VB, BEFREERZEICKY. 10mg ~ 40mg DFE CESIER T= 2.
B#H. 40mg FTIRE L THUENHSNBVNESICIE, AOBEE DB EEERTE &,

7.4 RS (Child-Pugh 9487 52 B) DOFHSEEBZEDSHZEE TR, 10mg %= 4 BEICESHANICEHT 5. 86,
SEOREIGUTEERETEZ. REAEF 20mg £ 95, [8.3. 9.3.2. 16.6.2 8]

8. ERREANEE

(RhHELLE)

8.1 REIDIEAEFICKIA VAUVEDBMME T I HET, BIMEZEI T LN G2, IRS5FIBR. &
S5’ 1 ARAFTIRE 0. R5BER 1 AFANSKRSHIBER 3 ARF T 1 ~ 28(C1 0. MBEZRIE
U. BEOREZTRREHRT D& FFIRS PR 5FEIEE 4 nBLISDERNICIIEE (2R IHE.
HbA1cEE) ZAIEL. AEIRESPLERDMNEICRUCIBEZAET DL, ARDABZIBET 2H G,
HER 4~ 6 EBFCEFE 1 7ZBRICMEEZAET DT E[9.1.1. 11.1.1 28]

8.2 HIRNU QTERNDHSHNBIENHDD T, HSHIBATNUIRSHG 3 BRZERICODENREZTT
ST, Flew TORBMEICIHU TOBRIREZITICE.[9.1.2. 9.1.3. 11.1.280]

8.3 ALT. ASTED FRZHSFEREREN GO N2ZENHDD T, R5FEHN. R5HIB2 ~ 3B, 7
D&RFSHBEIHAFCTEFRAI1EZBRIC. TNLUEIEERANICHEREREZITOC . [7.2, 7.4,
11.1.388]

8.4 BBEDEMNIFBEEDRL (RMERX. BBEXNFHEX) I'HS5DNEIENHDD T, REFIBAIN
URE5D(E. EHMIC(6 ~ 12 nBE)BEK. XIRICKIBELRUBEREZITOTENERLL,

8.5 AFD/RSPIFEHD TEFTILEYDMHIIHISNDIBZNNHDD T, HEITNUT. RSHIGH
NOKBRSHEERNICTERMEEREZITOC .

8.6 AFN DR SPICHRRIEBEDE T ZH I ENH DD T, BEDRKEZ+DICHRRIT DT L, BRREE
DEREBAENEBOSNIGEICFRRIRERREZITO T,

8.7 AF D/ SPICRIBREMKEME TL RIILFY —IVMENHSHNBTENHDD T, BEDIREZ
TRCERET DT B, B BRAR, B0, BIL. KIE, EFMJDAME., EMBEEDOERNHS
DINCBEICEEBERISGER T DRIBE T DT L, KL F YV — VAN ROINTZ AT FEIDFHEX
[FREZERTDECHIC, MBSO TEYILEZITOE,

GEimBEXEE - FEFEEAE)

8.8 RRERILICH L. TEAREBNMERTHTEN G, CTNICHVWREIEREDEERERZELDT LN
HBDDTEEDREZTDICHRIT 2L, BBEDERDRDOSNIBZGIF. DB ENDYIBZ F#E)
BB Z(TOTE,

8.9 lRNILVEVRU IGF-I ZEMNICAIE T 2T ENEELL,

9. HENEREZRIHBEICHT I ER

9.1 GHHE - BIFEZDH D EE

9.1.1 BIRRDEFE
RSFIBRIICIERE (ZREIFIAE. HDAT1CH) ZRIEL. MiEZIhO—)LULTHLIE, B5mHIBE 1 18
SR S5HBE3I HAFTIHE 1O, MEBZAEITDIENLEELL, BREDBILTDBZNHH S,
[8.1. 11.1.1 28]

9.1.2 BIRNIICEXRRRIR, 2B DEIEE. 80T 0OvT, DoMIEDOARE, RLEFUOE. Kt D= SN
DEMBOBIEREDHDEE
RN HOONBRFRIET BB ETNHNGD. [8.2. 11.1.28]

9.1.3 QTIERDHDEE GERMQTIERAEREE. oM DAEARAUD AMAENIFEYT 22D AMMAEDEE)
EAUD AMAEN FMEY T R YD AMEDESE(ICABZIRS T DHE(CIF. RSFEBHICH T BHEEDRMIE




p,
:>><>

ZTV RSPEERANICIBIREZTOCE. QTERMRIET2HEZTNNHS, [8.2. 11.1.28H]
9.3 frikaERRERE
9.3.1 EE (Child-Pugh %87 5 X C) DT #EERES RS
BELBRVIE, MREN LR, BHEAN B TUPI<RBEHBZNNH 5. [2.2. 16.6.255]
9.3.2 FE (Child-Pugh D387 5 A B) DR AEREEHE
FBEOREICHUCEEREZRET L, MPREN LRI IBZNNGD. [7.2. 7.4, 16.6.25H]
9.3.3 BE (Child-Pugh %87 S X A) DT #EEES RS
MPREN LRI 2HEZTNN 5D, [16.6.255]
9.5 i¥iw
IR (FIEIRL T WS TIREM D B2 LTI, BE EOBERMEN BRI Z L0 HIMENDIHEEICDHE
593 EEYRER (S DU F) T BEYICEUNEIRT AE T, FH /MR E D FIRZED .
EERRIEHORD. BEAEDREN RENUBRERZSOEBERESMENDOSNTND, Fic. B
8 (Svh) T, [RRREELI T Cl OZRBRECHENTRHONT VD (BHE, BRBN O LRI O
P HIERHER) .
9.6 &#3.iw
BELOERMERUBARBEOERMEZEZREL. RILDMENEPILZERITTHTE BYER (SVH) T
HAAPICRITIBDIENRETNTLD,

9.7 INR
INEHFZERREUTCERREERFSEEL TLIEW,
9.8 Sitin&

FBEDREZHREL, TRITIBUVBNH SRR ZR ST DT E, —RIC, EEEREMETLTWLS,

10. tHE{EH
10.2 (HAEEB (HABICSEE T L)
ERRE BRFRAEIR - BB E HEF - ElRE T
>oaRRUY VIOARUOMPEENET | EYPSREE (« X) ITBWVT, FEIHSD
TBENHD D, OXRU DB EERINZEZEL. [
EEZE NS EeED®/RENH D,
TIAEEARA QTEEFRRCITNIEELIEZD | WTNEQTERDEIERZBE T

QTIERZEITZENHSNTND
A& 11.1.288]

TN BB, BEZTDITATD
Z&o

8o

Jplituipatl

77/0-)F
FILYD LIETA]

NN, IIWFFELE
KD PEMEZHIET DFH
[11.1.228H]

HATDELEEDRK L LT OV
HERHESNBZBZNNH .

WINBHRRP LT OvIZES TR
ZIRZTNHHD.

PEROSNICBEICFEEZSOR
RZENT DREBYRLEZITD
Z&,

CYP3A4 THBTNDEA] F(ICCYPIAATHRBTNZERID | REIN RNV E > DESEZ N
FIIVE MPREEZ EREB2IEN DD, | THT&ICK. BENICCYP3A4
TRESNDERIDIVU7 SV R 7%
ETSE2TREMEN G D,
JOEIUSFY BEGSINUAFR)TTOEIY | BEEARHETHZ.
FPFUEOHAICKY, TOETY
TFUDOAUCH LR UIcEDRE
&3,
A VAUV RE RBRRAEEOHARICIHEE | VAUV, TIVATYROREND
A&k A DHRBISTEITHIE EMBER | EVFEVICERNICHEERZ

BHOMIVEVEDONS Y AN ZEL
IBEN BB,

Signifor LAR'kit 10

pasireotide




ﬁglﬁlllﬁiﬁ (FSYTALYTxX—23Y)

11. BER

ROBWERNHSHONBTENH DD T, BHEZTDITITL. BENROONICBEBICEFESZRIETIRE

BB ZITI o
11.1 EXBEHER

11.1.1 BI¥E. FBRROFENFIER (63.4%)

PERIRMET N7 Y R—Y X ORERFMESEICEDDZNN 2. SIMENRDOSNTHEIR.

B5(CHERR

BEEZRS T IREEYNEZITV., [MEIYFO—ILDENRDSNIEVEEFAFDREN F1E
SthlZEZRETSHIE, [8.1. 9.1.1 B]
1112800k (5.7%). QTR (1.7%)
BEMTAI. NIV ABTAISORIMERAZE T 2EA NG KD PEREZMIET 2EAZRSLUTVDE
FICBVT, RIRXIE QT ERNARHONBZE. T

10.2 28]
11.1.3 fraeES (6.3%)

NSMHABZHET 2 &, [8.2. 9.1.2, 9.1.3.

ALT 1850, AST 1BI0.7-GTP BIlZZH SRR EZRC I LN B2, BB VESRIHEREERS

HERBHSNIAGZEICIF. AR SDOFIUEZEERIT DL, [8.3 BH]

11.2 Z 0t DEIEA

5%t 5%t
MR >/ CREE — E= il
IS iRE e — BlEiaER e
BEREE — BRfE. SFENESHETE
BBEE NN B0t
B EREE RBEE ABEE, ABST S
RER UK MEMES BiEAE —
Mmep CK (CPK) #10, ZUIANESOE
e o e A
B IRE B ijé;?m[ﬂ] Ijs:/; J b?\j‘j]—&) Sﬂmqu ;T: r\E
VP UBSHER
LEBER VSR 2% E L Eiivec
KR USRS IS, BAHE

11




p,
:>><>

14. BRALDIE=

14.1 ERIARIGOER

14.1.1 ARIDFERICHEHTE BURWAEZRUABDOXEZ#H 9 2 E.

14.1.2 AREHTHBOERDERMONA IV P I FSI—#FERL. BRINUERDERZF<EH 30
NERCHBEL. ABYZ=ERICRLTHSITOI &,

14.1.3 ERADBRDEEZ/NA T IVARITEAE. MERNTR(CEEITDFET. KFEABICTEPHITIRD &

14.1.4 ASARL. BBEREIESICFERATS S,

14.2 ERIESIHIOER

14.2.1 BIARDIHTIRSU, BIRAICIFIRS LRV E,

14.2.2 F5#E 205 —I 72BN &,

14.2.3 FHEAIFESDLENLEEL. =ZAHFMOHICIFIRSULBVT &,

14.2.4 BEICIFEAXEICHRSL. B—8UNDERSIEEITDIE,

14.2.5 SREETHUNROMERN DR SZ T &

14.2.6 FHEFZRAUCEE BEZFRACWMADERZHCHZTIETEDBICEHZIRE, HAIZNZ TEHT
I

14.3 FHgS5EDIR

14.3.1 FSEAIZDERVKDICEE(ICTIBRI DT &,

Signifor LAR'kit 12
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%"QE%ZQE}EHJ:ODE%{J%(CJL\ZIJ 7~12R=IZTSEBLIEEL,

EE A&, BIEFE TOENERRHERDBERN O, BN COBMBFERMEZEICASRINIIh. EA
FEMEARIIRBESNTHBIFEB AT —BEANICHIFDEBANBT LR BDIBENI S TN CHIF T,

\

D 55 S MRS HREtER PAOLA (C2402) 5tER
(EIREEEE. HREERER) [ﬁﬂ F—g]4.5

4HHNER DY NRAIF 7 FOTEITI VM-IV ARBERENEREZNR E USENSIEIRRE SR (C240255) (20160680)
(ERAF M ER)

5)Gadelha MR. et al. , Lancet Diabetes Endocrinol. 2014;2(11) : 875-84.(20160592)

COl: ARHEIF/ NILT 4 ADEZICLIITONC. KBXDEEDIBA4LIFE/NILTAADHETH 2.

KRN DEEIL/ NIVT 4 AKEER, WEBRGEEZBLTVDEDSEND,

1) EASRBI=

=i B : A ORUA FRIAR S VLA F REEEEE (XU T, SYLAFR) (L& 2ZYasE Iy NO— L REREE
EAEBBEENRIC. 7T FRIAR0ME 35U FR120mgR 5 CHT BT = T5—©
LAR®40mMg K0 60mg 12 SOBMMERII S HEEBIC, REMZETHEY 2.

p ol £: 618D SSARTAETIY NI—/LARER 18 MLl EDSEHE AEES 198
[HEREIR 581 2 BSRILIAIC 5 BRIE LT GH D918 (T GHB) 1° 2.50g/L #1882 3 X (& IGF-1 H' 4R
ROEEHRIOELEE R (ULN) D 1.3 12583 5.]

58T YAV 2HRAES VY M EERY 2RO MR TRE LRSS, DRLERR. RTHER

X1 B5EIFER, VT ZTJ5—CLARP"HE_EER
¥2 FURVATFRLAR®I0OME XIFS VLA TR 120mg =i S

<€ RAIU—ZT >« a7H > €<— fiiGH ———
X V9" ZT74—CLAR®
;| 3= —_® ®, 1
7' =7+ —“LAR®40mg &¥ (65 £I) > 40mg 1360mg >
61ALLED SSABTAET )= 5 ®| AR®
JURO-MFEBR R YTST#—oLAR'6OmgBESE) > T2 1 AR
SeIREAREERE 1986 g
(B ANEE)
S18mLLE -
SREENIEREE (68 fl) e
- P GHIE>2.5ug/L . 0 =T #—CLAR®
oy L FIhLAFRLAR 30mg X3 > jgm;;l zeoms |
SYUAFR120mgits
0 24 )
Sy LBV o RL ST
1:1:1 ®T
SR
7' Z 74 —"LARP40mg X [F 60mg =% Sk
IR5HET . dIEfl
R=i%%5 56 AU L F TR =BT
ysl BN REAAER (FIRUA FRLARS, SYLAFR)RURIU—ZV T TOFELGHIE (2.5~10ug/L.

10ug/LiB) ZBRIRFEL T, YT Z 74— ®LAR®40mg & (65 fll. HINAIRS) . 27 Z 71— ®LAR®60mg
2 (651, BIANIRS) . SREEXHRES (68 6. Huxmr%@’fﬁt‘bﬁxﬁt FIMUZ FRLAR®IE 30mg ZEI N
85, XFSVUAFRIF120mgZE TES) (21111 DHETSVS LAMEL. ZNEN28BICT BRS L.
KE5EIIFEHR T, )7‘_7Z—®LAR®®ﬁH§(40mg2(¢ 60mg) IF”EBR MRS LI,

I7HORBRERSHEIE 24 BEEL. I7HADKTEICUITICEAE I BAEMF. MitRICRITLY T
U7 —CLAR®*ZH®R 5 UTE,



})\O
CAVHICY T Z 04— CLARCE CTHUENUIERZ. AEER N CREZRSHEE

- APHICY T Z 04— CLARYB CH Y IV PO VARSI T, BN YT Z 74— ®LAR®60Mg 25
EHIRRUTTIEBISIEER T TR Skt
- AV HICREN R CIVPO— VAR THOIAEAF. FEER T TV T =75 — LARPA0mg 7 3 @#%
5L, Z0%HIVMO—)LARIZEIF60Mg [CIBETREC TS
MHIC DT Z T4 — CLAR®IR S (S, JBREMETESICREVCHIEEECSHIT DD, Y7 Z74— CLAR®
WRFESNDE TR ITREE LT,
I7HANIFMEBADOVINDRR T, HBRERSZK T FPIEUAESF. HBERKIRSHNS56H
D EBF TREMOEMRAEZRMUI,
BBEMICIBUTY T Z T4 — OLAR®(F 20mg 8 A[ T, AT LA FRLAR®(F 10mg8BAI T, SV LA FRIE
30mg A CRIETIREE UTc,
x E 5Tl 18 B: 8524 8ROFZWNE[[GHA 2.5pg/L Kb RO TIGF-1 AMARIR O'F &R DELEBEEA (IEBE) | OmE
HERUICEEEIE]
Bl R 5T i 18 B: 18524 B%DIGF-1 I ERBBEOEREESE. #2524 BE%ODGHA 2.5pg/L REDERSENE. 18524 B%D
S AERE/NE>25% THOILREEG. R524BHROEBEFEDN—IAS54/4 VD SDE{LE, ZREHE
Qol [acromegaly quality of life (AcroQol)] &
ZE2MFMHIEE: 65K BRRE (ZERBMBE. HoATCH &
% M 5t B AN FEHHEESFELSEIAFHIES FRADEITURER (FASH) ZWREL. SV AMEROER
RF CHBULEEZOVATv2Z0FET V2RV CER U FRlpB% Weighted Simes &I
E DV THEL. adjusted pfBEUTz (BEK#ERRIp<0.025) . 84w XL (OR) [T T B IEHER
Al 95% EFEX A (C) XU 97.5%ClZ2EH L. H@BORMN 1 ZBA LB E. ¥ 2745 — LAR®
(40mg X1 60mg) B¥H'RER IR CHNTHERICAvADBEBVEHIEUZ. BRIOEHMERUZD
Clopper-PearsonjAIC k2l 95%Cl Z&H Uiz,
Weighted Simes [CEDWCEIRE. RUFEFHHES / FERIAFMEEDORBENRESE VD
LEUZERAET DD, BretzONWREUCFAICE IS —hF—EVTEERAV. SEHLER
(EFEHOEEENOFELGEEHIERCHF 237 Z 74— SLAR®4A0Mg B MU 60mg B & SEERNHR
BEDZENZEND 2 BB (B33 family-wise S5—FEDiEsRHERZa (f1{l] 0.05) (CRRLIZ.
FEFHHEBOHBNEREL T, IGF-1 RUGHZENZNDONR—R A VHODZELENUZE(LZED
A2 T o1,
¥ FAS: SV MESNZENTOES
TN REMEITHREMD SAFH) ZHREL. BRI SHEGBERN SRIIRSHD 56 BRI TICHRIRL/C
BESREBEYNUORERZEH U,
BESRDIFE(C(CE MedDRA BAEERR 16.0 Mz ERA L. BIEEIE NCI-CTCAE S5 3.0 RICEMUTZ,
TU—R5MEAET . ZHTIEEBRN CTCAEICRWEGF. TU—R1 1 8BE, JU—R2 . hEE,
TU—R3IBE. JU—R4 EHRZEBNITHSERD 4R TIHEIL,
¥ SAF [ EEREN 1 O ERE5 TN R—=Z 54 VRICEVRREMFHEN RS NI R TDESE

4. SHEEN I ZNR

OFEERERICBIIDHERIVE. IGF-I (VU IAIY -C) ilnBRIREER OFEIEIRD g E

SOIRBEXIE - TERAMEEAE (HEBLE CHRM AT XISHETHRE I S)

6. BiERUAZ

(GEimBEXIE - TEAEEAL)

BE. RALLRE/NYUAFRELTA0mME & 4 BEIC3 nAE. BIHARISTSH T D, ZDRIEBEDIKRECIHEUT. 20mg.
40mgX(F60mg = 4 BEICIR5T 2.

FORUAFRLARC DEAICHIF2RENRVRERR. [BHE. BALEA TSN AFRELT20mg %= 4 BEICIHEB. BY
HARNICTES T D, ZDRIFERICEY 10mg. 20mgX(F30mg & 4 BEICRS 32N, 30mgik 5 THRN A T9RBE
[CBRY 4A0mg X CTIBE CTE2.] TT,

SUUAFROEARICHIFDRENRVUBER. [BE. RALIFSVUAFRELTIOMgZ 4BEIC I HBE. FEBE TITES
T3, ZDRIFBEDREEIHLT 60mg. 90mg Xid 120mg %= 4 BEICIRET 2.1 TT.

Signifor LAR'KIt 14
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2) BEER

FRRAOBSHZRFER OEBRFMEC OV T 3 BRBICREEIEBh .

RN—RS5A Y DEEER (FAS¥)

0 ZTJ4—CLAR®E%

40mg## (n=65)

(n=68)

FH (%) TIME(SD) 42.9(14.05) 45.8(14.07) 46.2(13.11)
Bt 27(41.5) 30(46.2) 30(44.1)
4B (%)
godi: 38(58.5) 35(53.8) 38(55.9)
BA 53(81.5) 52(80.0) 56(82.4)
2A 3(4.6) 8(12.3) 4(5.9)
NE (%) FITH 3(4.6) 1(1.5) 0
Z0ft 4(6.2) 3(4.6) 7(10.3)
FAUNEIER 2(3.1) 1(1.5) 1(1.5)
BMI(kg/m?) {8 (SD) 21897 298020 295059
TH51E (SD) 66.4(60.98) 75.0(65.46) 80.1(75.59)
E2uN=10);
FiHiESDY (%) 50(76.9) 41(63.1) 41(60.3)
TH51E (SD) 58.3(64.85) 73.9(51.34) 69.9(66.26)
O DEARS
i PRIB [0 [3.53?306.9] [20.2338.8] [5.1%3'379.7]
BEOREHEEE RS BRSTEDE 2(3.1) 2(3.1) 5(7.4)
1 (%) AYRF A TEE 0 1(1.5) 0
BATRSRE SO () T8 (SD) 0 12009 0
SamE B0 FTRUAFRLAR? 50(76.9) 50(76.9) 51(75.0)
SYLFFR 15(23.1) 15(23.1) 17(25.0)
Re=ZSAVD 102GH>2.5pg/L 47(72.3) 47(72.3) 48(70.6)
GHf&E e GH>10pg/L 18(27.7) 18(27.7) 20(29.4)

A (Wog58-2EXIESFME +1) /30.4375
£ (PEHRSE- EHREER +1)/365.25
¥ FAS (full analysis set) : RADBITHRED (52 F MESNICITNTDEE)



9

AV A\

3) B4

B [FFRFHEEE] %524 BERO=HER
255 24 BROENES, T =775 — LAR*40mg B 15.4%. 2T =75 — "LAR"60mg B 20.0%. REHIHR

BO%CTH, YT ZTx—LARPDOEAEH CEENBHEHLLINTCHRICBBZRUIZ (40mg#f p=
0.0006. 60mg® : p<0.0001. LI NHadjusted piE. 55 MEBEDBRIRF cHEUERZOY
AT w7 BRET ILZRWVTER U Al pfEZ Weighted SimesAICE DV THREE) .

%1 [GHAY2.5pg/L i) RUTIGF-1 bR O EHRI OB ELHHEA (ERE) | OmEETER UcBEES
%2 BRIRT : AUSEER (FIMF FRLARS, SYLAFR) RURIU—=27 COFHS GHIE (2.5~ 10ug/L. 10ug/LiB)

(%)

30, o EENREF
06 195%Cl]
p<0.00012 OR | 95% exact Cl ' 97.5% exact Cl
254 20.0
- 2 . Aot 1663 3.32-0 2.58-00
p=0.0006 [11.10-31.77] .
204 15.4 23.03| 472 3.70-00
[7.63-26.48]
ES
% 151
xR
10
5 0
[0-5.28]
0 .
YD ZTJ4—CLAR® YT ZT#—CLAR® EEIEREE
40mgE# 60mg&# (n=68)
(n=65) (n=65)

#5524 BROT—IDRATH>BE. FFEDHIEL TR,

a)adjusted pfE: S5 MEBDOBRIRF* CRABULEERBROVAT vIORETILZRAVWTEH UK Alp B% Weighted SimesECETNT
FEUIC vs REEXHREE)

6. HENRUHE

GRimEXEE « FEAEEAE

BE, ALY FRELTA0mg = 458EIC3 HB-. BBHANITERNT 2. ZDRIFEEDKREECIHE T, 20mg.
40mgXIF60mg# 4 BBICRST 2.

FORUAFRLARC DEAICH IF2RENRVDRERR. [BHE. BALEA TN AFRELT20mg %= 4 BEIC3IHBEB. B
HANITES T D, ZDRIFERICEY 10mg. 20mgX(F30mg & 4 BEICRS I DN, 30mgik 5 THRIN A T9RIBE
[CBRY 4A0mg X CTIBE TE2.] TI,

SUUAFROEAICHIFDRERVBER. B, RALIFSVUAFRELTIOMgZ 4BEIC 3 HBE. FEBE TTES
T3, ZDRIFBEDREEIHLT 60mg. 90mg Xid 120mg %= 4 BEICIRET 2.1 TT.
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B [EEZIHHIRE OFHEIRIEEN] IGF-1 XU GHZENZENDR—-RS5A4 U SDE(LE

RUOZE(bR

SIGF-1ERU GHEDHERIFLU T D@ THole, 15 24 BEDSIGF-1EON—XS5A UHSDELED
FIOELSDIE. T Z T4 — ®LAR®40mgEF ©—28.00+£34.241%, 60mg8f C¢—38.57+£31.588%. &
WERBF C—7.19£27.691% CTHofc. %524 BHD GHEDR—X S A VW5 DZE{LEDOHRIE (EH) (3.
27 ZT4— ®LAR®A0mg & T©—51.409(—98.81-291.33) %. 60mg & ¢—60.336—98.68-109.64) %.

KEWIRF CT—14.709(—96.28-471.40) % Tholco

| SIGF-11& | | GHIE |
-0~ Y= T5—“LAR*40mg YT ZT4—LARY60ME =@ EEXIFRE
(pg/L)
3.5 30~
B £SE T9fELSE
3.0
s I
[ 2.04 i’;J
G G
F 1.5 + H
1 =]
g 1O
0.5
0.0 : :
0 12 24 (@)
HAR
flz -o= 65 61 57 65 61 57
65 59 53 65 59 53
-8~ 68 61 62 68 61 62

B85 24B%DT—IDRATHOIBE. IEEDHEL TR,
sIGF-1 (standardized IGF-1) : #Z2#{E U1z IGF-1
SIGF-1{BE=IGF-1 BIZEME,/ MBIK O EH5I D ELEE LR

6. iERURE
GEmBEXTE - FEAEENE)

B MAILRNYLAFRELTA0MEg 7Z 4 BEIC3 HnBEE. BEHARNISES T 5. TDRIFEEDREICIHUT, 20mg.

40mgXIF60mg# 4 BBICRST 2.

FIMUFFRLARPOEARICHIFDREROAERR. [BE. MAICEA I ZFFRELT20mgZ 4:BE(C3HA™. BY
BERNISES T 2. ZDRIFERICEK) 10mg. 20mgXiE30mg & 4 BEICRS T DN, 30mgiR s THRIN A TR BE

([CBRY 40mg X TBETES./ T,

SVUAFROBRICBITDRENUAER. B8, RAICRSYUAFRELTIOMg Z 4BEC 3 H BRI, KR TES

T B, TORIFBEDRAECHLUT60mg. 90mg I3 120mg % 4 BEICIRET 5.1 TF .




B [EIREHEBIER] 85 2480 IGF-1 M IEFEEDEEES. %524 BEDOGHH
2.5pg/LRKimDEEES

15 24B%DIGF-1 N ERBBOEBEEEIGF. 7 Z 74— *LAR®A0mMg B 24.6%. 60mgEf 26.2%. FENIHR

0% THY, YT ZT4— “LAR® DEAES CEENRBF LN THRICHBEZRUIC (A0mg#¥ : p=0.0006.

60mg#% : p<0.0001. W NHadjusted pfE. 5> LAMEFOERIRF* CREUCIEHRRIOI AT vIO)F

IEBVWTER UK p B% Weighted simes AICE DV THEE) .

5 24BBOGHN 2.5ug/LRKBOBELISE, V7 = 74— “LARPA0ME B 35.4%, 60mgEE43.1%.

SEENIERAE 13.2% CTHY. YT Z 74— LAR* DI AER CRENBH LN THERICHEZRUC (40mg#:

p=0.0024, 60mg& : p=0.0001, 5 LLEDBRIRF* CREUERBFEOVRT v IERETIL) .

% ERIET | AUARERE (AT NLA FRLARY, SYLAFR) RURITU—=V 7 TOTHGHIE (2.5~ 10ug/L. 10ug/Li8)

| B5248%0IGF-1 EREOSESS | | 1524380 GH2.50g/L KEOBELS |
. vs SREERIAREY . Vs SREIIREE
G 95% exact Cl g p=0.00012 95% exact Cl
%[95%Cl] ome EFECIREPET™ %[95%Cl] 43.1 42004
g i 0=0.0024»  [30.85-55.96] R
3266 6.84-» 2.01-13.77

40 1 40 35.4

301 24.6 26.2 30+
Z [1477-36.87) 116.0338.54] £
2 2
=} =} 20

20 13.2

[6.23-23.64]
10 A 104
0
[0-5.28]
0- 0-
20 ZTJ#—"LAR® KREXIRET 2T Z 74— “LAR® KREXIRET
40mg8  60mgEf (n=68) 40mg® 60mgE (1768
(n=65) (n=65) (n=65) (n=65)

a)pfE: SV MEFOBRIRF* CHREUICERGOVATvIQRETILVEAVTEB U Rl p B (vs EEXIRE)
b) adjusted pfE: a) D plE%E Weighted SimesiAICE DV THEREU (vs EEIIIREE)
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B SEEH : [BIXFHEEE] 125 24 B&0OBEFR

N=2 54 YRUES 2438 OWER CEBERNFHESNESICHN T, 15 2438% OBBHRREE
H25% EBR ICBEEIGIF. 2T =T —CLAR®40mg B 28.6%. 60mg8f 18.9%. REIHREY 2.8% ToHof.
Fre, /524 BH OEBHFED N~ 51 U SOE(LEDFIESD GHEFIL) & ¥7 =T+~ “LAR®
40mgaE—14.4£18.78% (n=42) . 60mg&¥—9.5+17.28% (n=37) . REXIRE*—2.0£14.97% (n=36)

19

Toholc,

’ 18524 B%DEBMNERINE>25% Thol-EBES \

(%)

307 28.6
| 18.9

= 20
&
Zl
=}

10 +

2.8
o | =1
20 ZJ4—LAR® 20 Z 74— "LAR® KRR
40mgB% 60mg &% (n=36)
(n=42) (n=37)

| B524BEOBBARON—RSAUNSOELE |

CE =5 RSl

. 20 Z 74— LAR®40mg B 29 Z 74— "LAR*60mg B SREERNJEREE
%) (n=42) (n=37) (n=36)
501
/I\“ 25+ R
;3( 0 [ - itz ..”Tﬁﬁnnm...,l
7 = =
b‘ bt 2 ."o .'-.
5 . ol !
o) —25+ ."+'+c oo i
g ‘+o. oo
f : |
£ 501 o
_75 -
sE gE gE
Fi5{ELSD —14.4£18.78 —9.5+17.28 —2.0£14.97

%5 24:8%(F Visit10@BICZET 5.




B 2ZEHR : [BIRFHEBIEE] AcroQol (f2ERRES:E Qol)

\
Y/
:>><>

185 248% D AcroQoLIEA AP DR—R 54 VHSDZELEDTIBE+SDI(F. VT ZTx— “LAR®40mg B¥

T2.6£17.36. 60mgEFC¢5.2417.46, EEXWHEEF C 1.6£11.87 CTohofc,

101

6 5.2+17.46

2.6+17.36

RIS Ui AUIN— ), SN LINE

THIfELSD

1.6£11.87

-

2 j
0 |
D0 ZTJ4—C®LAR® V' ZJ4+—CLAR®

40mg B 60mg &t
(n=65) (n=65)

SRENEREY
(n=68)

6. BEANURE
GEmEXAE - FEAMEENE)

BE. BAILRNYLAFRELTA0MEg7Z 4 BEIC3 HhEE. BEHARNISES T 5. TDRIFEEDREICIHUT, 20mg.

40mgXIF60mg# 4 BBICRST 5.

FORUAFRLARC OEAICH IF2RENRVRERR. [BHE. BAILEA TN AFRELT20mg %= 4 BEIC3IHBEB. BY
HANICTES T Do ZDRIFERICEY 10mg. 20mgX(F30mg & 4 BEICRS I DN, 30mgiR 5 THRN A TRBE

[CRR A0Mg TR T/BETED./ TT,

SYUAFROENICHIDEERUBEE. (B, BACIES VLA FRELTIOMg % 4 BEIC 3 H B, FEHE T
TB, TORIFBEDRAECHLT60mg. 90mg I3 120mg % 4 BEICIRET 5. TF,
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4) =4

AFHICH B SR D RE 8E) (3. 7= T4 — SLAR®40Mg BT 24.0 (11.9-28.0) 8. 60mg BT
24.0(4.0-26.0) 8. SEERIERT 24.0(8.1-29.9) BTHY, 25 ERODRIE HH) [&. ZNZN6(3-6) .
6(1-6)@. 6(2-8) EITH I

M EI{EF (SAF*")

e IV HAICHBIFZBIERRERRE. 2T Z T4 — ®LAR®A0Mg B TIF 45/63 4 (71.4%) . 60mg st Tl&
46/62 8 (74.2%) . REEXIREF CIE 29/66 41 (43.9%) Tl *2

e I7HAICBIF2EREIMERIE. T Z 74— ®LAR®40mg TIFEMHE 21/63 %) (33.3%) . #ERF 12/63 4
(19.0%). TR 7/6341(11.1%) . T ZT#— SLAR®*60mMg CI3ZM0E 18/62 %1 (29.0%) . #ER% 16/62
(25.8%). TH112/6261(19.4%) . EEXERBF CIFRBGAES/66 %1 (12.1%) . HINYEL/666](6.1%) . ¥EFR
% 3/66 Bl (4.5%) T ol *?

o IPHACRIFHEERBWERGS T = 75— SLARPAOME BT 2/63 11 (3.2%) . 7= 74— SLARP60OMEBLT
1/6261(1.6%) [CRHSN., BB TIRROSNEBHoF, BEBENERDNRIES T = T4 —LARA0mg
BCRIMN. SIMER UMD T RIS 16l 7= 75— SLARP60Mg BECRIMEN 1 HlTiofoht, 2y
SBE ST, ABRICEWR SN TTAE Tz, 2

¢ IFHICHIBIREDPIEICESFBNERIE. 7= T4 — SLARYAOME BT 2/63 61 (3.2%) . YT = T4 —©
LAR®60Mg BEC 4/62 Bl (6.5%) . SEEHTBEECOBITHY, PIRIE. 7' = J7— SLARYA0Mg B TR M.
VERD'E 1B, 60mg BECRIMIED 36, FERAH 1 B Tas iz, *

o FHBICHBNT, IPHDRISRICER 51 56 BLIADIET AN o7z, *2

%1 SAF (safety analysis population) : 2T RER GLEREN 1 B HESEIN. XN—2 54 VRICEYBREMTHIN RIS NI TR TDEE)
*2 BREOERBEDIVHORE - R TH 1 2013F 18228
MedDRABZEER 16.0 lR7ZEA L. BAEES. KEEINA AT (NC) BEERILBAEAR%E (CTCAE) £ 3.0 lZRWVTEHiE L.

6. HiERUHE

GEmEXE - TEAEEANE)

BE. RAILRNYLUAFRELTA0MEg 7Z 4 BEIC3 HAE. BEHARNICES T2, ZTDRIEEEDKREICIHUT, 20mg.
40mg X3 60mg = 4BEITR 5T 2.

FORUAFRLARC DEARICH IF2RENRVRERR. [BHE. BAILEA TS AFRELT20mg %= 4 BEIC3IHEB. BY
HARNICTES T D, ZDRIFERICEY 10mg. 20mgX(F30mg & 4 BEICRS 32N, 30mgiR 5 THRIN A T2RBE
[CBRY 40mg X CTIBE CTE2.] T,

SUUAFROEAICHIFDRENRUBER. [BE. RALIFSVUAFRELTIOMg = 4BEIC 3 HBE. FEBE TTES

T3, TDERIFFBEDHREECIHCTO0mMg. 90mg X 120mgZ 4 BEICIRS5T 2./ T,




o
0O
y/
B [ZE2HEHEIEE] ZIEISFMmEER U HbA1 c D

VT Z 04— LARPIR S BN O'REN REHCH T DS MABMER U HbA T cld. LIFDKXSICHRE LI,

| EIER MBS
~0- 7= T4 —SLARPA0Mg B
(mg/aL) 27 =74 —"LAR"60mg &
160 1 - =EHIRE
150 1 T SETI91E (95%C))
v 140 T T T T -[
B |
& 1304 | l
%g 120 4
I A L SR MR S ¥
100 1
0 T T T T T T T T
0 4 8 12 16 20 24 (B)
HARS
Bz o= 63 61 62 60 59 57 58
62 57 58 59 57 56 57
-.- 66 63 60 63 59 60 64
HbA1c D#FE
(%) =0= VT ZTJx—C°LAR®40mgB¥
7.5 - 3= 75— L AR®60mg B
—o- EENITRB
AT (95%C) T
7.0 -
b |
b 651
0
c 6.0- §
55 1
0 T T T T
0 12 24 (B)
HARS
B .= 62 57 56
61 55 54
- 62 59 59

8. ERLEFRIER (ki)

(GhRESLE)

8.1 REIDIEFAEFICKA VAUV EDDMME T 2L T, BIEZEEC I TEN T D, RSHBR]. R58I6% 1 1A
FTIFHE 1O, ®B5FHEER 1 H»ANSKRSHEER 3 H»AFTTE T ~ 2B(C1 0. MEEZATEL. BEDREZ FERERE
FBIE, ARRSHIIRSHIEE 4 »BALEOERNCIMAEE (R, HDA1CH) ZAEL. FEARRSHIERBNE
([CIUCMEBZRAET DL ZRDABZIEE T 2HGE. BE%R 4 ~ 6 BEECIHE 1 OZBZRICMIEEZAET D
Z& 9.1 111 3]

Signifor LARKit. 2

pasireotide



B% PR RR #8

23

V)55 £ M4BEEFRERER (C2305 it5R)
(EFRHEE. #REiEER) BT —9]19

6) HANER | RYBBEREDBVERERERSZNREUCENBNBERRER (C23055#%) (20160591]
(CRGRISEHmE D

1) EERBI=

8 # : FEEBEEDRVWEREXNERE(CHITBIRS 120BRDEWEN [CDOVT, ZTMUAFRLARR(CHT 2

x4 R:

$0'= D7 — AR OERMERITT B BIC. BEUSRTHET 5.

1 [RERIVEY (GH) B 2.5pg/L K] &[4 Y AUV RBERETF (IGF) -1 YRR O EinRI OELEBEHEN (ERB) | OmE%Ez
ERUCREESG

EYPEREDRL 18 HLLEDSEHEAESE 35841

IUTDIRTCEEICT  ROTROEEREER (OGTT) %0 GHDHIEMBEN 1ug/L R mICHIFIST L, 55

580 2 IBRILIAIC 5 EAE LT GH O T8 (T GHIB) 1 Sug/L £483 5. IGF-1 DMERIR O E BRI

EE(E LR (ULN) £182 5]

3586155, GCPE/R N &1z 22 BRI LTz 336 Bl RT RN R E LT,

HETFY Y SHERRAT VY M _EEREREN R TR E BB NER . EREEER. /A5 ER
<«—2A0U—=V7 —» <«— 7 > <« bttt >
e [
/ $7'= 74— LAR*40mg &
V= TF—®
LAR®40mg3 | —]
(176 41)
< ®
FYSEEEORZL P #I L #FRLAR®20mg &
swErEEE —F®) 7/,
35841 RV | o) =5 4—*LAR*40MgRE
FIMLFFR
FRHFANERE) LAR®20mg§¥ /4
RIKBE=1pg/L <
NIFF GHIE>5pg/L =2 AIbUAFFLAR®20mg 8
- IGF-1>ULN
S18ELLE
iR F : t . } >
0 12 13 25 26 =)
JOZAF—/N—Bf f f f f f
SV L e fikisTEE E=E] e
ey AMERHE 10 spage am 27

2 EWMBILEREEART
X3 |UPIFTORF—N—1&5

i WRE MEAFMREOERZERIRTEL T, 7 Z74— SLARPA0Mg &% (176 4l) &4 T4 FRLAR®20mg

BE(1826) [CSVS AICEIUAIT. D7D 12-F* &, 28 BHICTEER T CHRNER S U, T,
121885 (13@ERS) (CRERIIC I 7HEBUHBREZR SUZT DOEMIECE D<EHBIBLEMD IR KR,
1318k (14QEKRS) KW I7HERUABREDORIRSNIFRBIABREANDIOXL —/N—KRS5ELUE
(VT 07— LARPE > A TbUA FRLAR®20mME : ZTRUAFRLARCANDYIE A B, 7 TbAFRLARC B —
VT Z 0% — CLARPAOMG : VT Z T4 — CLARP DY R EY) . 25 nBRETIIER T &L, 26 hBICH —2
MEU BEFENY T ZTx— CLARP DS, SBBREMSTE S FRELCPIEEECEH I DD HTINDET
IFER T TORSDMETET]EUTc, IR5ENF TR Z TR LAR® DIEGFZ DR CHRlgiig T e,



p
:>><>

78 AR E BIC, SBREBIRSZR T XIFPLEUAEAIF. SEREREIRSHD 56 HE(CRZEMDIBHT
FEZEELU,

DUTOHAIC, 1 85mm0 FIERSE) OBEZMEHE T GH A 2.5ug/LL EXI(FIGF-1 AP ULN KUEEBEDB G,
VT Z 74— CLAR®(F40mg NS 60mg (T, AThLAFRLAR® (& 20mg 1S 30mg ([CIEETTREE LTz,

-O7H 30RAK (AEBRS). 7 HRAR (8 OERS)
- fie A C O B DB R = ik I DAER LW DO THTTRE
R OO —N—9DIER 1170 BE (OORF—N—%DIR5508) X(& 2015k

BBHEITIHC, V7= T5— LAR® (& 20mg. A7 R4 FRLAR®[E 10mg (LW D THIRETIAEE LTz,
¥4 AFERTIF 1 HB=28BEEEU.

EEFMEB B5122B8DOEWMHRIGHN 2.5ug/L K@ RO TIGF-1 AR R USRI OB EEEHEN (EEE) | D
WEEZERLCEREDE]

Bl x 5F ffi I8 B: 85 12»B%DIGF-1 P ERBOEREEEG. 85 1228%DOGHA 2.5pg/LRKEBDEEEISG. £5 1218
BOEBEBABEON—IASAVNSDELERVTELE #EEEQOL [acromegaly quality of life
(AcroQol)]. J7BIDR SN S 25 hARF TORME. D7HDRSHIENS 251ABDN—IX5 1>
HODBEFHEBEDOZEE, JORAF—N—1E5 12 hARFTOSRME. IGF-1D7ORAF—NN—1&512»8%
FTOHE. GHOIORFT—N—R5121B%FTOHE. J0XF—NN—85121BRDERFKED
ZE &

Z2 WM IER: J7ARUREHRICHII2EEER. BRIRE (ZRISMEE. HbA1cH) &

i W B EH:BWE FEFIMEECHIRS12/BBRDEMEE. FASHSERNREL. ZTMUF FRLAR®EIC
WITBDYITZIT+r—CARPEHOEHEMZ SV LELBOBRIEFCHAELEMDA
Cochran-Mantel-Haenszel (CMH) #&EZF W\ THEK%0.05 THEE LTz, Clopper-Pearson’iE
([CKRDIEMERMmAI 95%Cl HE B Uz, KABEIZLOCF E* TisELic,
3DDEELBEIRGHAERF. FASERNREL, SV AMEBOBRIRF CRELUE CMHIREZ
WUz, RANEIZLOCF & CRTELIC, 185 120 AR DESFBEORN—XS 1 /h50D
ZERF. BHEERTHREL. R—ASA VDOBBEARBNRUS VS AMEBOBRIRFERZEEEULT.
HAEHT (ANCOVA) ET L ZRWCEELE L,

BEIDOEERERFHOIEBRF. 2D 1 EEROEEZ 5% (CHITHT BIcd. BB

EHETH 2S5 127BBOENROEFENCKIBERENRINIBEICDH. Weighted Simesi&

[CED<HFIEZRVT. SEUEZEUIREZET O

%5 FAS (Full analysis set) : SV MESNIETRTDEENS GCPIER 22 BIZBRAN LT AT R ER

%6 LOCF (Last observation carried forward) % : RI&R DT —I D RAITHHIZHE. BIEDRILKT —9 TOHHTE
EXYap

BeM IOZF —N—FID TR TORLHMBRIFILSAF, IORA —N—kld7 O 4 — N —BRifF S £

(CAS¥) ZRREL, HBERSHBERNORKIZSHD 56 HEF CICRIRELICBE SRR RMNU

RIRRZEHUI.

BESBROFE(LIIMedDRABAGEM 14.1 iz L. EEEIFNCI-CTCAE S 3.0 v ZEER LT,

TJU—R5FERE T ZHTIEEERN CTCAEICBWVWESEF. TU—R 1 BE. JU—R 2 hEE,

TU—R3:BE. JU—R4 . EHEBNITEEERD 4 RIS TEHEL .

%7 CAS (crossover analysis set) : #5 13 nA#LUEOYIBICERSSNCRHBRED. D7 TYOICRSINHER
HEERBDIINTCDES,

4. SHRESIFFNER
OTFEERBICHBIFDHEMNIVEY. IGF-I (YIATY -C) DilhBRIKEEN OSBRI DiE
FIREKXIE - FTEAMENE HEHLE CHRIN D XS THEER5E)

FORUF FRLAR® DERICHIF2MEEN TR, [FERERICBIFIRERMNIVEY YRIAT Y -CilhBRIKER UFEAE
RKOE  KREXE - TEAUEAE NENLE, HHIICKEDEETHRINTDRGENSHITHREREE) I T,

Signifor LAR kit 2

pasireotide



B% PR RR #8

2) BEER

T RO 2R ORI COVWTHEICRIE (RN 2T,

7 =T+ —CLAR®E¥ FINUFAFRLAR®EE E=na
(n=165) (n=171) (n=336)

R—251 Y DEEER FAS?)

25

F19(E (SD) 45.2(12.42) 45.7(12.86) 45.5(12.63)
Fi5 (7R
cho i [#5E] 47.0[18-80] 45.0[19-85] 46.0[18-85]
S 80(48.5) 85(49.7) 165(49.1)
R Bl(%)
i 85(51.5) 86(50.3) 171(50.9)
BA 105 (63.6) 111(64.9) 216(64.3)
PITR 39(23.6) 43(25.1) 82(24.4)
NE (%) Z0tt 17(10.3) 11(6.4) 28(8.3)
EA 3(1.8) 4(2.3) 7(2.1)
PAUNEER 1(0.6) 201.2) 3(0.9)
28.73(4.556) 28.72(5.310) 28.72(4.947)
iz E
THHEGD) n=164 n=170 n=334
BMI (kg/m?)
28.15[19.0-44.4] 27.65[19.5-55.8] 28.00[19.0-55.8]
B
RERE [ n=164 n=170 n=334
20.6(46.99) 19.4 (42.24) 20.0(44.57)
TG
FHHEED) N=165 n=171 n=336
ZRHh S OEARE ()
5.5[0.4-357.5] 6.300.4-377.1] 5.8[0.4-377.1]
.
"PIRIE [EEE) n=165 n=171 n=336
28.1(50.54) 28.4 (56.29) 28.3(53.45)
iz E
FHIHEED) n=70 n=77 n=147
FHSDEARE (B)
5 9.3[1.6-328.8] 6.101.2-377.11 7.001.2-377.11

n=70

XFAS: ST MESNIZINTDEENS GCPIER 22 BIZFRS U BTN R

n=77

n=147



7

O

V

.
3) Atk
B [EEHEEE] 18512 »BR0EnE

512 2BBOEMNRIE. VT ZTJ4—CLAR®EE31.5%. AT UATFRLARPEE18.1% T, YT = TJ4—®
LAR®E CERICE< (p=0.004. V7 LMEBEFDERNRTF (FEAFMEDEH) THREU/CAmEA CMHIRE) .
D =TI —OLARPEEDA TN AFRLARPEE T D ORIZ 2.134 TH o,

35 [GH B 2.50g/L 58] RO TIGF-1 DRI O BRI EEERTFR (EME) | DRSS 2R U EE el
o) (BRI
507 %195% exact CI 0=0.0049
OR[95%CI] : 2.134[1.277-3.566]
40 31.5

[24.5-39.2]

= 30 A
5 18.1
= 50 [12.7-24.7]

VTZTJ4—CLARE  FINUFFRLARYEE
(n=165) (n=171)

a)pfE: SV AMEEDERNRTF (FEAFIMEDOER) THBUHA CMHIREICE < [vs I 7 F R LAR®E)

4. MEEX SR
OTFEERBICHIBIHEMNIVEY. IGF- (YIIXTY-C) 51BRARRER OFEAER Dl E
FIHREKXIE - FTEAMEMNE HEHLE CHRIN T2 XS ETHRER5E)

FOMUF FRLAR® DERICHIF2MEEN TR, [FERERICBIFIRERMNIVEY YRIATI Y -CilhBRIKER UFEAE
ROE  KREXE - TEAUEAE NENLE, tHIICKEDBETHRINTDRGENSHITHEEREE) I T,

Signifor LARKit. 2

pasireotide



B PR RR #8

M [BIXEHEIER] 5 120AE%DIGF-1 A EEBEDOEEIS. K5121,A%D
GH ' 2.5ug/L kBDEEES

BE5121B#DIGF-T A ERBEDEEEN S, VT ZTJ4— CLARPE T39.4%. 7T A FRLARCE T
228%THY). VT Z T+ —CLARCE I A I A FRLIARCE ICEERTHERICEEZ R U (adjusted
p=0.004. S5 LMEBSDOERIRTF (FEAFMEOER) TR UCMmAICMHREICE DL pfEZ Weighted
SimesJAIC KRR .

®5127B%DGHN 2.5ug/L KBDEBEEBIG(E. VT Z 75— CLARPE T49.7%. #TNUAFRLARPE T
50.9% C&Hh ol

85125080 IGF-1 ERE | | ®5120A%0GH2.50g/L K% |

(%) ’ (%)

100 100~

%[95% exact Cl] (B¥RILLE) %[95% exact Cl] (B¥RILLE)
p=0.004 p=0.838
80 ORI[95%CI] : 2.2771[1.409-3.681] 80 ORI[95%CI] : 0.956[0.623-1.467]
] ] 49.7 50.9
60 60
§ 394 § [41.857.6]  [43.1-58.6]
= [31.9-47.3] T
& 40- 228 & 40
[16.7-29.8]
20 - 20 -
0- 0
VT ZTH—® FINVAFR VT ZTH—® FINVAFR
LAR® &% LAR® 3} LAR® &% LAR® g%
(n=165) (n=171) (n=165) (n=171)

a)adjusted pf&: S5 MEBOERIRF (FEGFMEDFE) THRELCEAI CMHIRTEICE D< pfE% Weighted SimesEICKUFHEL
lvs 7L FFRLARE)



7t
B
?:%
N
W =EZ15%R . [BIXEHGOIER] BEEAE %
B512/BEDEBEHRBOR—IS54 VHSDELROFEEE LSD GHEAIED) (F. T Z 75— CLAR®Ef %
—38.9+21.61% (n=114). ZIUFFRLAR®PE—36.9+23.65% (n=116) CTdrol=, 'Ié
A
VI ZT4—CLARYEE A TIBNLAFRLARYEE JiE
(n=159) (n=160) (B¥RLEED)
R—RS54AVDFHELSD. mm3 2482.9+4234.01 2251.243457.31 p=0.8382
O_

~

Z |

it R

£

DA —20-
ry
= D
—404 —36.9
%) —38.9 (=116)
(n=114)

a)adjusted pfE : BHZETENREL. N—R 54 VDERFRER VS VY MEBOERIRF (FEAFMEDER) ZHEEL LI ANCOVAETIVIC
B O pfE% Weighted Simes AICKUFFRELIE (vs FThLAFRLARE)

4. MEEX SR
OTFEERBICHIBIHEMNIVE. IGF- (Y IXT Y -C) 71 BRARRER OFEAER DS
FIREKRIE - FTEAMEMNE HEHLE CHRIN DX S THE#R5E)

FORUF FRLAR® DERICHIF2MEEN TR, [FEERICBIFIRRMNILVEY . YNIATI Y -CHihBRIRER UFEAE
RKOtgE  FREXE - TEAUEAE NENLE. HRIICKIDEETHRINTDRGEXSHITHEEREE) I T,

S Signifor LARKIt 2

pasireotide
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29

fReHa
IPHHET 'S 250 Bk CORGHAIC I P IE FIUEAIZR SN I8

W [BIREHEIEE] D7D SEIEN S 25 hAEF TORER*

IV DR S (NR—XS5142) h'5 25 HBEFTOEDFIE. WITNOFHIERRD. 7 Z7+— ®LAR®E
TEh oI,

% [GH D' 2.50g/L 58] RUTIGF-1 BHERIR OSBRI EEERHER (ERE) | OmEEmER U EEES

(%)

40 -
=@= 0 ZTJ+—CLARYE}
31.5 == FIRUAFRLAR® B
[24.5-39.2] 28.5 29.1 %[95% exact Cl]
. [22.3-36.7]
30 4 309 [21.7-36.0] 24.6 25
[24.0-38.6] [17.7-32.71 [17.1-31.9]
19.9
25.4
% 2. [14.2-26.7] )p5 [183.335]
$ 18.7 [16.2-29.2] [15.8-30.3] 13.1
; [8.1-19.7]
[13.2-25.4] 16.4
[11.2-22.8] 14.5
10 N 1 1 .o 1 1 .7 [9-2'21 .3]
[6.4-17.3] [7:0-18.1]
0 - T T T T T T T T
0 3 6 9 12 16 19 22 25 (A)
BRSNS DHARE

B0 165/171 165/171 165/171 165/171 138/145 138/145 138/145 138/145

OR? 1.890 1.955 1.402 2.144 2,694 2.183 2.015 2.104
[95%Cl]© [1.144-3.123] [1.179-3.241] [0.857-2.294] [1.263-3.642] [1.400-5.184] [1.145-4.160] [1.106-3.674] [1.128-3.923]

a) VT Z T4 —CLARYEE/ AT NUA FRLARCBEDFEGIE
D) 127BAFTIFFAS, 16 nBLIRE S HICRRAT U o AEBIZBRSM UTco BRIEUTTIERIS DR IE B LARE TIEIFZ=20 1 & U TEWIR L., #iiHR T
027 —N—=UIIEGIF 16 n LR ClEIEERD6] U TRWIR T,

C) ORKRUZ D 95%Cl: 5T MEBFDERIEF (FERAFMEDHRE) THELI CMHIREICE D

W SEER : [BIRFHEED] EEAHE
BRE525HBEDRN—2AS54 VD SDEBFBEDZELEDFGME LSD GHEAIE) (& T =T+ — “LARYEF
(n=53) T—51.2420.44%., 7T~ FFRLAR B (n=31) T—54.7+21.93% TH>lz.
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JORF—N—8

I7HRET DRA (131B) h'S 250 BRI TIORST —/N—1R5%Z(T oI

JOXF —N—#BITNRER (n=112) *TlF. BUEDEIGEF T ZT5— LARPDYIEZFET53.2%.
FONVAFRLARPADYIEZ B CT39.4% THY, VT ZT5— LARCADYIEZBECEN DI, RIS

Fizd i | PS50 = VAV sy futd

¥ RS 13»ARLUEOYDICRSSNICHBED . D7 TYOICRSSNIERBRECRG DT NTDESID'S GCPER 22 BI7Z RSN LT R £

B [BREHEES] JO0R A —N—185 12 BgE O

VB R HBREDOKRS (JORF—N—185)BIBN'S 121 ABOEMNEIE, VT Z 75— LAR* DB R
T17.7%. ZIRUAFRLARPADYIBRBECO0% THY., T Z T4 — LARCNDYIBZBEDH D ED DT,

¥ [GHHY2.5pg/L K] ROTIGF-1 hYHRIR U FERIOEAEBEEN (EREB) | OUEEZERUICREEE

(%)

0= VT Z T4 —CLARP DB X B

309 B ATNUAFRIAR DB R B
%[95% exact Cl]
215 22.8
- 14.1-33.6
[13.1-32.2] [ ]
17.7 17.7
20 A [10.0-27.9] [10.0-27.9]
=
)]
B
10 1
6.1
0.7-20.2
3.0 3.0 [ ]
[0.1-15.8] [0.1-15.8]
=
[—]
0 T T T
0 3 6 9 12 (8)
(1§|J§ﬂ) 7DZZ’—I\“-?§5%‘3§'&‘TJ‘50)§§E
YT URADIETE 79 79 79 79 79
TINAFRURADTETE 33 33 33 33 33

4. SHRESIFFNER

OTFEERBICHIDIHEMNIVE. IGF- (YIIXTY-C) m1bBRARRER OFEAER DS
FIHREKRIE - FTEAMENE HEHLE CHRIN T2 XS THE#R5E)

ZFORUZAFRLAR® DENICHIF BIRENIFMRIF. [FEERBICHBIFIMERMIVEY . YIIXY Y -CoibBRIKER UFEIE
ROWE  LHEAAE - TEAMEAE NRITLE. tEICKDBE CHRI AT RBEE NI THEERES) | TT,

Signifor LARKit.

pasireotide
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I7HRET DRA (131B) h'S 250 BRI TIORST —/N—1R5%Z(T oI
B [BIREHEEE] IGF-1 DS
2T Z 04— SLARPADYIE X B COYG sIGF-1{BlF. JORF —/N\N—1& 558168 (R—X 512 (3 1.9, &5
3HBEIFTANR=RSAUNDSDETE23.6%) THY. TOERDETULEIT. £51208%F 1.1 (X=X
FAUNSDIKTE40.9%) (TR TFUIC. 777 FRLARPADYIE R 3 COYI SIGF-1 {Bld. 70X A —/N—
’RESRBEE 2.1 THY, 5 12HABFT2.1~2.2 DEE THR SN,

3.0 - =0= VT Z T4 —LAR*\DYIEZ Bf
’ == FTNUAFRLARP NDYIEZ BF
Fi5fE +SE

2.0 A

- —w &H

1 I e
(=]
O-O T T T T T
0 3 6 9 12 (A)
) JORF—N—1%5FmH S DHAR
YIZIr—IRADTEAE 76 72 66 59 57
TINVFFRIARADYERE 29 33 28 28 25

SIGF-1{E=IGF-1 I MRIR U F R DELE(E LR

B [BIREHEIEE] GH D

0 = T4 —LARPADYIEE R B TOFH GHIBlG . TOXA —/\— 12 S48 (N—2 S5+ ) 13 5.9ug/L T.
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1 MERHIC I 7 ERURREZR S ULEAID I NT DT —Y, RUMGHICHBREZ B X TES DB A RHBRECLDERBINDT —9%Z
=18

%2 HEEEN 1 @M ER S TN, R—R 54 VRITBYBZLMHIN RS NI NTOREINS GCPIER 22 HIERRN U TN R EM,

%3 F—9HvbATH 201141285298

¥4 JU—R 5JMEAE T ZHITBIEEERN CTCAEICBRWBGRF. TU—R1 1 BE, JU—R2:0EE, JU—R3 1 8E. JU—R4 EHmE8HT
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N FFMESXIEFiMER.

@12:BR EDSSARIERNZAMEBFECKZANEE CIVNO—IVARBREBEE CUTDINTERICT !
HEREIR SR 2 BFREILINIC 5 @RI Uiz GH D IHER 2.5ug/L Z#B X B, IGF-1 HYERIR UE#FID ULN
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o RFERICHWNC, ZRSHE TR 2T, *2

X1 F—9hvhATH 201584828
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12)Lacroix A. et al., Lancet Diabetes Endocrinol. 2018 6(1) : 17-26.[20180078)
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BEMA (1128) [Z/NV LA FRIZFRINSFVEBIE (K NEREEI TERFRASE. U/ UAFRETE)
600ug R V' 1950ug % 1 B2 B 5 BB K TR 5 UEEE, Cnax (FIEESD) 3 ZNZN24.3+7.20 R O
80.6£25.3ng/mL &, ¥ T ZT+— CLAR60ME ZEREMHRNR S U EEDFE Cmax /N UAFR
B2 TE600ug D Cmax EBFZE T o1z, o, QT B BACSICBEFIELR QT ) DX—X 54 >~
HWoDFHEAED TS EREDEFRS 2HBEEICERRERY., ZDFEHE[O0%CITFZFNZFN13.19
[11.38-15.011 %0 16.12[14.30-17.951msec T olc.

28)#tNER  DEBERICH T2 (B212555) (20160590) (REREFTHHER)

6. iERUHE

TV VTR

BE. ALY VA FRELT 10mg7Z 4 BEB(C. BBMHANIOESHT D, BH. BEDRECINUCEEBE TE2DN

RERAEIL40mgLET 2,

8. ERLEFRIER (ki)

(GhRESLE)

8.1 REIDIEAEFICKA VAUV EDDMME T 2L T, BIEZEEC I TN D, RSFHIBR]. R56I6% 1 1A
FTIE @, B5HIEE 1 HANSIRSHB®R 3 AAFTIE T ~ 2821 0. MEEZAEL. BEDRBZIRREHR
FBDIE, FRRSHIIRSHIEE 4 »ALEOERNCIMAEE (2RI, HDA1CH) ZAEL. FERRSHIERBNE
([CIUCMEBZRAET D& ZRDABZIEE T 2HGIE. BEB%R 4 ~ 6 BEFCIHE 1 OZBZRICIMEEZAET D
Z& 9.1 1111 3]

Signifor LAR'Kit. s

pasireotide



B% PR Rk 8

6 Elli3::
1) BASEIEER R ER (C120251(5%)”

FHRERNERENO TEFAMENEREZNRELCEANBIBERAKRIER (C1202858) (CBVWT, ¥ 7=
T7#— SLAR® DIRSHIB D R1E (83H) (&, £2RSHIT380(56~856) HTHofc AAICDEEZESETE
BRVEIERIEO7HIC 33 6Ich 28 61 (84.8%) ICEROS N e, FIFRIMERIIEIMAE 1461 (42.4%) . &R 8 6
(24.2%) . MtHEREREE 461 (12.1%) . BEGIE 461 (12.1%) FCTH o,

B FAIRER (C1202515%)

O7HA kit AR 2R 5H 7R el  2KR5H
ZI{EM (n=33) = (n=25) @ (n=33) SI{EM (n=33) @ (n=25) @ (n=33)
n (%) n (%) n (%) n (%) n (%) n (%)
SR 28 (84.8) 6 (24.0) 30 (90.9) EipE= 6182 0 6 (18.2)
RS KOS RAE 3 (91) O 3 (9.) TH 2 (6.1) 0 2 (6.1)
ShE 1 30 0 1 (3.0 =D 2 61 0 2 (6.1)
MHEEBEIEN 1 30 0 1 (3.0 ISR 1 30 0 1 (3.0
SIRTERN 1 30 0 1 (3.0 e 1 30 0 1 (3.0
MRBLVUVNEBE 1 (3.0 2 (8.0 2 (6.1) iR 1 30 0 1 (3.0
ST MR 0 1 (40 1 (3.0 S)=] 1 30 0 1 (3.0
I/ HERANE 1 (3.0 1 40 1 (3.0 g 1 30 0 1 (3.0
R#BLOFERE 23 (69.7) 3 (12.0) 24 (72.7) @ FFiBEREE 8(242) 2 (80) 9 (27.3)
= myE 14 (42.4) 2 (8.0) 15 (45.5) bt 4(121) 1 (40  5(15.2)
FERRS 8(242) 0 8 (24.2) AREIR 2 (6.1) 0 2 (6.1)
fitveREE= 4(121) 0 4 (12.1) FEE s 1 30 1 (40 2 (6.1
ZILZFO0-)VIE O 1 (40 1 (3.0 = 1 30 0 1 (3.0
(B 1 30 0 1 (3.0 RERAET 0 1 (4.0 1 3.0
wRREE 3 (91 0 3 (9.1) KEBLURTHE@MEE 3 (9.1) 0 3 (9.1)
BERTEIRE 1 3.0 0 1 (3.0 BESAE 2 61 0 2 (6.1)
REBERR 1 3.0 0 1 (3.0 B 1 30 0 1 (3.0
SPBYEHEL 1 30 0 1 30)  EHEERSLD
B 1 30 0 1 (3.0 @ fREEHEEES U EL 0 &)
ERRE= 1 30 0 1 (3.0 LR 1 30 0 1 (3.0
=B 1 30 0 1 (3.0 iitea 1 30 0 1 (3.0
EBKIUREES 2 (6.1) O 2 6.1) | | —fp.-2HEERLD
EERI 1 (30 0 1 30)  BSHMORE A G0 2 (&)
RS 1 30 0 1 (3.0 ) 1 30 0 1 (3.0
D= 1 30 0 1 (3.0 SRRy 1 30 0 1 (3.0
IR 1 3.0 0 1 (3.0 HFRE 6(182) 2 (8.0) 8 (24.2)
meER= 1 30 0 1 (3.0 i=wANSE =) || 1 30 1 40 2 (6.1)
AR IRIASE 1 30 0 1 (3.0 DERQTER 2 (6.1) 0 2 (6.1)
[FIRES. B0 1 @ @ - (VAUVBRERTHY 1 (3.0 1 (4.0 2 (6.1)
fithRES meILFINOEVES | O 1 40 1 3.0
RIS 1 30 0 1 (3.0 P FREEHEAD 1 30 0 1 (3.0
s E R 1 30 0 1 (3.0
HERL 1 30 0 1 (3.0

F—9hvh4TH:2015%4H828

7)HtRER BERASEREXERO EAMEE NEBREENREUCENSBIBERRER (C120258) (20160578) (FERISHMEHE L)



\
OX®.
"N
/
2) ;B9 55 M EES REBR (C2402 5KER) BN T —9]

FmEXNEZNRE UTBHNAEMBERAREER (C2402575) (CHWVT, BIFRFEIREEF. KXF40mgdiT
71.4% (45/63%) . 60mgaF CT74.2% (46/62 %) . MIRBFT43.9% (29/6648) TH > fco ERBIFERIE.
40mgBE CIEEIMHE 33.3% (21/6361) . ¥R 19.0% (12/6341) . TH] 11.1% (7/6361) . 60mgaF Cl&
SM#E 29.0% (18/626l) . ¥EERIR 25.8% (16/6241) . AT 19.4% (12/6241) . JIREF CIFAEGAE 12.1%
(8/6641) . EIHE 6.1% (4/66 1) . #EERIR 4.5% (3/66Hl) TH >z,

BIERRRE (C2402 5 5R)

40mg & 60mg &
EI1ER (n=63) (n=62)
(%) n (%)
(71.4) 46 (74.2)
(1.6) 0
(1.6) 0
(1.6) 0
(3.2) 0
0
o
0

FIRGIE
RRRES KUTFERIE
IREER
e RS
MRBIVUVIVREE
Bim
A RS
BB T2
REBLUREES
S
YERTR
2BUNEFRR
ZERERFM R I ROERR
TitFEREREE
BRI ARTAE
RS
RIEES
EEEIDRE
HRREE
FEEDHFEL
FEVE
iRfEE
BRI
mEEE
SIE
IFTH
BhElEE
T
155
S ERR
B
LESERTE
U
Il
e
JHibEsTE
JHIETRR
58

(3.2)

(1.6)

(1.6)
(55.6) 36 (58.1)
(33.3) 18 (29.0)
(19.0) 16 (25.8)
(3.2)
(1.6)
(1.6) (4.8)
(1.6)
(1.6) (1.6)
(1.6)
(1.6)
(3.2)

(1.6)

(6.3)
(6.3)
(1.6)
(1.6)
(1.6)
(3.2)
(1.6)
(1.6)
(21.0)
(19.4)
(4.8)

- NN RPN =N W P N
O o o oo A MO o ol = NN 0 =

=
v

(23.8)
(11.1)
(6.3)
(1.6)
(1.6)
(1.6)
(4.8)
(1.6)
(3.2)
(1.6)

(3.2)

(1.6)
(1.6)

—_mloo0ooo0ooMNOWIH==N=—,o=N=0=—=woN

OO =N, W=|=- =~V

Signifor LAR'KIt s
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61

BIfERAFRER (C24025H8R) tx

Bl

FFEERES
BEGHE
AEEAllE
FHEE
KES LUK THEERES
BREAE
BERRBLURESHEBES
ESEEE]
EhEHE
HERBFUAERES
Tz
TRAIRRE
—fg - 2BEESSVRSERIORE
ESEIERE
®’H
BE
HIIESE
BRARIRE
Mo R OREEN
FISZUPZ/NSYRATIS—EEN
JUINEZTOE VBN
[MhERERIENT
*ERD
M7 )VAURZ T 79 — L1810
M T 2D NES
[MPpRERIEN
M7 LT = ViEs
Mo L7 F = /1800
Y-SV RTTS—EIEN
MHEREE T
FREP T RO R 1%
BE. PEBFIOUESHAE
HBIUN-
BliS

O = =0, 000000000 WULLIOO = O = —=0==0=" === =0 03

40mgB#
(n=63)

(%)
(12.7)
(9.5)
(1.6)
(1.6)
(1.6)
(1.6)
(1.6)

(1.6)
(1.6)

(1.6)
(1.6)

(1.6)

(7.9)
(4.8)

(1.6)

(1.6)

(1.6)
(1.6)

—lo==0Ol==2=s20o=m=2N=hr~0u=NMN=U00O==0==bnbpo0ONND>

60mg B
(n=62)
(%)
(11.3)
(11.3)

(6.5)
(6.5)
(1.6)
(1.6)

(1.6)
(1.6)

(8.1)
(1.6)
(3.2)
(3.2)
(1.6)
(8.1)
(6.5)
(1.6)
(3.2)
(1.6)
(1.6)
(1.6)

(1.6)
(1.6)
(1.6)
(1.6)

(1.6)
(1.6)
0
(1.6)
(F—=9hvbAT:20134F1A)



\
OXD.
7N\
/
3) ;BN E MBEEREKER (C2305KER) [;8HT—9 ]

FEmBEXEREZRNREUTBAN S =1EERARTER (C230555) (CHWVTC., BINERAREIREE (L. KNEIIRS5H
86.2% (144/167 %) . #0NUFFRLARKRSE CT76.3% (129/169 %) Thofc. FRIERIEAAIR S8
T HIH32.9% (55/1676l) . SI¥E 29.3% (49/167Bl) . BBHAE 28.7% (48/1678) . 7T L 74 FLAR
RE5BRECIEI TR 42.0%(71/16961) . BBGAE 34.9% (59/16961) . 8% 18.3% (31/169 %) THo1=,

BIEFAFEIRER (C2305545%)

REIRSEE TR S8
SI{EMH (n=167) EIfEA (n=167)
n (%) n (%)
FEIRGIER 144 | (86.2) HREZE 1 (0.6)
BRRES KUTFERE 1 (0.6) B 1 (0.6)
SESIERIARE 1 (0.6) BB IURIBES 1 (0.6)
Ri%. %’IEH::‘J:O‘%%WFHH(D%EEE% 1 0.6) BEHET 1 (0.6)
BRBLVRI—TESD) DEEE 17 (10.2)
MmEkE 1 (0.6) STEEARIR 10 (6.0)
MRS LTV INRES 7 (4.2) F—-ER=EJ0v7 3 (1.8)
#im 4 (2.4) IR 3 (1.8)
J\ERME M 3 (1.8) WME 1 (0.6)
A EE 3 (1.8) DERGEEE 1 (0.6)
BIEaERE 2 (1.2) iz 1 (0.6)
BRNIVEYRZIE 1 (0.6) EEMEISINGE 1 (0.6)
RBEBLURERE 95 (56.9)  mEEE 4 (2.4)
i 49 | (293) | @mmE 3 (1.8)
FERRIR 33 (19.8) L 1 (0.6)
2BUBRIS 11 (6.6)  DRIRSE. MR KUHHREE 1 (0.6)
BAER 6 (3.6) 12 1 (0.6)
2B I T RORERER 6 (36)  EBigEE 78 | (467)
MiHERERR S 3 (1.8) T 55 (32.9)
SPREAIIE 3 (1.8) [2EES 21 (12.6)
R IMAERE 3 (1.8) IS BB 17 (10.2)
SREIAE 2 (1.2) L)Y 15 (9.0
BT UEURME 2 (1.2) TR 8 (4.8)
JVRF Ui 1 (0.6) IE0t 7 (4.2)
BILAFO—VinE 1 (0.6) 57 5 (3.0)
[=yalSleINiiitnd 1 (0.6) FEERANIR 4 (2.4)
&7 IV I =V IMmfE 1 (0.6) HILEsE 4 (2.4)
{EAUD LI 1 (0.6) SEERE 3 (1.8)
=547 STSFNIiltn 1 (0.6) OREzIE 1 (0.6)
KU >/ BEIMAE 1 (0.6) BHEDEISEH 1 (0.6)
bl =l el 1 (0.6) BR 1 (0.6)
TEEE 2 (1.2) [EIREE 1 (0.6)
5285 1 (0.6) B 1 (0.6)
TERSE 1 (0.6) H558a 1 (0.6)
HIRREE 23 (13.8) | FFEEREE 58 (34.7)
FFEEHE L 11 (6.6) REERE 48 (28.7)
GEEE 9 (5.4) RERRAT 5 (3.0
TR 2 (1.2) REEHEER 3 (1.8)
BRI S M AE ESiE 1 (0.6) BEEER 3 (1.8)
ARSEE 1 (0.6) fEzERU—2 3 (1.8)
EER 1 (0.6) FElkiEE3Ag 2 (1.2)
e 1 (0.6) FrEha 2 (1.2)

Signifor LAR'kit 2

pasireotide
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63

BIVEFAFEIREE (C2305558) e

BIfER

&R

BEEflIE

EEEES

FEEEX

FFEEA

BHEU)LE VI
EESLUE MERES

BREAE

REEIR

Z SFEAE

e

2EMET

piTay

ERZ
HERRBLUBSEEREE

RIENE

HEbE

EREEfE

SIU7F VI

BET

EhE1sRE

BhPYE

B
BB LUREEE

MpR

BiE
HIERBLUALERE

BRI ARAEAE

R
—f% - 2EBEEDS LR SEFRIDIREE

SEEIEB AR

i)

EImY ki)

PEfEEREET

i

SEEIER IR

SESTEBAIASER

Bk

RS

0’8

AEIRSE
(n=167)

n

R RN P PO N

N W
@ N

g—‘—‘N—‘—‘N—‘—‘—‘—‘—‘NNNS—‘—‘—‘—‘NN

—_
—_

a2 a ala ala s NN o

(%)
(0.6)
(0.6)
(0.6)
(0.6)
(0.6)
(0.6)
(19.2)
(16.8)
(1.2)
(1.2)
(0.6)
(0.6)
(0.6)
(0.6)
(6.0)
(1.2)
(1.2)
(1.2)
(0.6)
(0.6)
(0.6)
(0.6)
(0.6)
(1.2)
(0.6)
(0.6)
(1.2)
(0.6)
(0.6)
(15.6)
(6.6)
(4.8)
(1.2)
(0.6)
(0.6)
(0.6)
(0.6)
(0.6)
(0.6)
(0.6)

TEIRSE
El{ER (n=167)

n (%)

AR EE 53 (31.7)
M L7 F VKRR RFF+—E1E00 17 (10.2)
M7 R FEEH 15 (9.0)
PSZUPIINSYRTTS— B 9 (5.4)
JUINESOE V8N 9 (5.4)
U/)N—v1En 8 (4.8)
PANSEVET I/ NSV RTTS—EIEN 6 (3.6)
UL E 5 (3.0)
Mo EREEIENN 5 (3.0)
FERFD 4 (2.4)
DERQTIER 3 (1.8)
75— 2 (1.2)
SEUILE VN 2 (1.2)
M7 ILAURR 779 — B 2 (1.2)
MohFL R K SREESRIENN 2 (1.2)
Mo ERIRERRIE L E iR 2 (1.2)
P ERIRBRRI R )L E 1800 2 (1.2)
moocUZ U= RIEND 2 (1.2)
AEESIENN 2 (1.2)
mehA)L L& 1 (0.6)
fshaL R FO— LD 1 (0.6)
mo3)LF YV —)UiEs 1 (0.6)
M 7RI Liga 1 (0.6)
M7 =y LIEN 1 (0.6)
Mmoo cUD LGRS 1 (0.6)
MehRRERIEN 1 (0.6)
Mo FRES R 1 (0.6)
IDVEBEISTER S TR 1 (0.6)
DERTEIRIERS 1 (0.6)
DER2EETE 1 (0.6)
IDEXTREER 1 (0.6)
StEEYREERS 1 (0.6)
A4 VAV VRRERRF RS 1 (0.6)
FAFvVER 1 (0.6)
ELEEURERRS 1 (0.6)
{ELEEUREBEMN 1 (0.6)
HWERRS 1 (0.6)
8=, hSBIVNBESHIE 4 (2.4)
MEBE TR 3 (1.8)
MBEICKDED 1 (0.6)

(F—=97vbA47T:20114128)

4) EFFHLESE MHEEERELER (G2304 H5%) [HARAZTGEHNT—9 ]

TvI Y TIREBEENREUCEEHEIFEMBERRER (G2304

ER) BVT. BIFERRIR=RIE. A 10mgEF

T90.5% (67/74%). 30mgaF C96.1% (73/76 %) THolc. FREIEAIE. 10mgsf TIFFME 47.3%
(35/7461) . THI 28.4% (21/7461) . BBGIE 18.9% (14/74 %) . 30mgaf ClFHIMHE 46.1% (35/766l) |

FEEAE 43.4% (33/7681) . ™1 35.5% (27/7661) T2l ™,



Y/
O

BIERRERE (G2304 558)

_ 10mg(n=74) 30mg(n=76) n=150
BI1EF
n (%) n (%) n (%)
RIRGIZN 67 (90.5) 73 (96.1) 140 (93.3)
RE D KUOFERE 1 (1.4) 0 1 (0.7)
BEX 1 (1.4) 0 1 (0.7)
MRS LU/ VRES 0 4 (5.3) 4 2.7)
=1l 0 4 (5.3) 4 (2.7)
A WEE 7 (9.5) 8 (10.5) 15 (10.0)
BEHEETE 3 (4.1) 5 (6.6) 8 (5.3)
FIVUR 2 2.7) 3 (3.9) 5 (3.3)
BENLEIRZE 0 1 (1.3) 1 0.7)
BB R EERETTEAE 1 (1.4) 0 1 (0.7)
BLF A NE 1 (1.4) 0 1 (0.7)
ERIARRISREIR ME 0 1 (1.3) 1 (0.7)
RABLUOREEE 51 (68.9) 57 (75.0) 108 (72.0)
S4B 35 (47.3) 35 (46.1) 70 (46.7)
BRI 13 (17.6) 18 (23.7) 31 (20.7)
BRELR 2 (2.7) 8 (10.5) 10 (6.7)
2BUHEIRIR 3 (4.1) 4 (5.3) 7 (4.7)
MitEaEEE 2 (2.7) 3 (3.9 5 (3.3)
{KIm#E 2 (2.7) 2 (2.6) 4 (2.7)
BaL270—/UIfE 1 (1.4) 2 (2.6) 3 (2.0)
BHRTTE 1 (1.4) 1 (1.3) 2 (1.3)
Bk 1 (1.4) 0 1 0.7)
BAYUD L MfE 0 1 (1.3) 1 0.7)
EARERINIE 0 1 (1.3) 1 (0.7)
EXT Ry LIME 0 1 (1.3) 1 (0.7)
{EFNUD AlME 0 1 (1.3) 1 (0.7)
ZISESIMP T ROERR 1 (1.4) 0 1 (0.7)
BRI 1 (1.4) 0 1 0.7)
BHEE 3 (4.1) 2 (2.6) 5 (3.3)
NERIE 2 (2.7) 0 2 (1.3)
SRIEE 1 (1.4) 1 (1.4) 2 (1.3)
rZ 1 (1.4) 0 1 0.7)
M>o5% 1 (1.4) 0 1 0.7)
EiREE 0 1 (1.4) 1 0.7)
BERES 7 (9.5) 5 (6.6) 12 (8.0)
STEIEHEL) 5 (6.8) 0 5 (3.3)
b 2 (2.7) 3 (3.9 5 (3.3)
R 2 2.7) 1 (1.3) 3 (2.0)
AfTEHEL 0 1 (1.3) 1 0.7)
sRREE 0 1 (1.3) 1 (0.7)
{BER 0 1 (1.3) 1 (0.7)
R 1 (1.4) 0 1 (0.7)
Z1R 1 (1.4) 0 1 0.7)
EBFIURIBES 2 (2.7) 0 2 (1.3)
DEEMHFL 2 (2.7) 0 2 (1.3)
DIEEE 4 (5.4) 6 (7.9) 10 (6.7)
SETERRIR 3 (4.1) 3 (3.9 6 (4.0)
iz 1 (1.4) 1 (1.3) 2 (1.3)
FEMERER 0 1 (1.3) 1 (0.7)
E—EREIOVT 0 1 (1.3) 1 0.7)
B 0 1 (1.3) 1 0.7)
EE=MEASLNGE 1 (1.4) 0 1 (0.7)
mEEsE 3 (4.1) 4 (5.3) 7 (4.7)
SIIE 2 2.7) 2 (2.6) 4 (2.7)
PRERERIRMAEAE 0 1 (1.3) 1 (0.7)
{RmE 1 (1.4) 0 1 (0.7)
RCITMERINE 0 1 (1.3) 1 (0.7)
[FIRES. MIZRE K UHERRIEE 0 1 (1.3) 1 (0.7)
SHm 0 1 (1.3) 1 (0.7)
SipEs 31 (41.9) 37 (48.7) 68 (45.3)
TH 21 (28.4) 27 (35.5) 48 (32.0)
) 11 (14.9) 11 (14.5) 22 (14.7)
EE 8 (10.8) 9 (11.8) 17 (11.3)
FSERA & 3 (4.1) 2 (2.6) 5 (3.3)
LRSERRE 1 (1.4) 4 (5.3) 5 (3.3)
e 4 (5.4) 1 (1.3) 5 (3.3
TRIE 2 (2.7) 2 (2.6) 5 (3.3)
IEDt 3 (4.1) 1 (1.3) 4 (2.7)
ISR IR 1 (1.4) 1 (1.3) 2 (1.3)
2] 1 (1.4) 1 (1.3) 2 (1.3)
PHEOHUEN 2 (2.7) 0 2 (1.3)
EEE 0 1 (1.3) 1 (0.7)
K 1 (1.4) 0 1 0.7)
fE=L8 0 1 (1.3) 1 (0.7)
OREzE 1 (1.4) 0 1 (0.7)
BefE 0 1 (1.3) 1 (0.7)
B 1 (1.4) 0 1 0.7)
BRI 1 (1.4) 0 1 0.7)

Signifor LARKit e

pasireotide
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65

BIfEFARIRE (G2304 5 it =

EIfER

FiEERES
BEGAE
BB 5oi
REEIL R T UIEE
FHEI5
BEEAlIE
fEEEE
pEERU—2"
FHaERSE
FEEE
REELR
EREIEES
iEE-37d
b ki e
iy ki e
IEETEPN

BERRT
RES UK MHEES
BZRERIR
T OFERE
la=nd
FIRERCIR
HI3E
BRRBLURBSHBRES
b
RHENTE
FHEnfERR
BAET
SRk
EhPNE
kA
TR
BESLUREES
SEBERE
RESER
FBIR
FRRZE
HERBLUAERES
RiEE%

—f - 2BEESLVRSERIORE

B
FRIIE
{gatnd
RIEMZE
3
N
JESEMLESIR I
ESERRTRE
B

ERARIRE
M7 ROYEEN

r=2IWIZIVNS Y ATIS—EHENM
FSZUTPZ/NSVRTIS—EEN
JUINEZOEVEN
FANSFUBTZ/NSUATIS—EHEN
ML F V=)L

UN—EE

mepo L7 F Uik RkFF—EEh
M ULE 10

mepA VAU ViE

&R tH

4 VAU VIERER TR

e ERE

75—
moJ)LFIOEVFES

M 7' ROFEZEE)

Mo~ AN

GElrES I

DERQTIER

DERTEIRIER
DENBIMEES

HERES

JOMOVEVEEIER
NSURAT7EF—ELER
RPBMRIRTS—PBik
REEM

B, PEBIUUESHE

HEEH

10mg(n=74)

n

20
14

(%)
(27.0)
(18.9)

(5.4)

(2.7)

(2.7)

(1.4)

(1.4)
(1.4)
(1.4)

(1.4)

(2.7)
(2.7)
(1.4)

(5.4)
(2.7)
(1.4)

(1.4)

(1.4)
(2.7)

(1.4)
(1.4)

(1.4)
(1.4)
(23.0)
(12.2)
(5.4)
(1.4)
(1.4)
(1.4)
(1.4)

(1.4)

(36.5)
(8.1)
(9.5)
(6.8)
(5.4)
(4.1)
(2.7)

(1.4)
(1.4)
(1.4)
(1.4)
(2.7)
(1.4)

(1.4)

(1.4)
(1.4)

(1.4)
(1.4)
(1.4)
(1.4)
(1.4)
(1.4)

30mg(n=76)

n (%)
36 (47.4)
33 (43.4)

2 (2.6)

4 (5.3)

2 (2.6)

2 (2.6)

2 (2.6)

1 (1.3

2 (2.6)

0

0

0

1 (1.3)

0

1 (1.3)

1 (1.3)

1 (1.3)

8 (10.5)

4 (5.3)

3 (3.9)

3 (3.9)

2 (2.6)

1 (1.3)

6 (7.9)

1 (1.3)

1 (1.3)

1 (1.3)

0

1 (1.3)

1 (1.3)

0

1 (1.3)

2 (2.6)

1 (1.3)

0

0

1 (1.3)

0

0
11 (14.5)
6 (7.9)

2 (2.6)

1 (1.3)

1 (1.3)

1 (1.3)

0

1 (1.3)

0

1 (1.3)
24 (31.6)
7 (9.2)

3 (3.9)

3 (3.9)
4 (5.3)

1 (1.3)

2 (2.6)
4 (5.3)

2 (2.6)

1 (1.3)

1 (1.3)

1 (1.3)

0

1 (1.3)

1 (1.3)

0

1 (1.3)

0

0

1 (1.3)

1 (1.3)

0

0

0

0

0

0

1 (1.3)

1 (1.3)

n=150

(%)
(37.3)
(31.3)

(4.0)

(4.0)

(2.7)

(1.3)

(1.3)

(1.3)

(1.3)

(0.7)

(0.7)

(0.7)

(0.7)

(0.7)

(0.7)

(0.7)

(0.7)

(6.7)

(4.0)

(2.7)

(2.0)

(1.3)

(0.7)

(6.7)
(2.0)
(1.3)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(2.7)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(18.7)
(10.0)
(4.0)
(1.3)
(1.3)
(1.3)
(0.7)
(0.7)
(0.7)
(0.7)
51 (34.0)
13 (8.7)
10 (6.7)
(5.3)
(5.3)
(2.7)
(2.7)
(2.7)
(2.0)
(1.3)
(1.3)
(1.3)
(1.3)
(1.3)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(0.7)
(F—9HvbA4T:2015%F118)

_\_\_\_\NNNo\ag_\_\_\_\_\_\_,;444444Nws_\Nwhms_\_\_\_\_\_\_\_\NNNthmﬂg =)

oo alaaaaaaaaaa NN WA DN



\
2 ) B B N
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0 mEEE (B ASCHEAT—S)
@ BEgSHER (B A DERREA]

xit R BERADEEWA32E
ys] BT T4 —CLAR®10mg. 20mg. 40mg KU 60mg ZEEIHANKRS L. BYEEERIUR,
BARADERMA (n=32) (LT Z7+— ®LAR®10mg. 20mg. 40mg KU 60mg ZEEIFHENIRSUIcEE

OmEER/NT LA FREER. #£%5%%208(C Cnax (TEL. ZD#K0 12~18 HEDFFEATHALIZ, Cmax
MU AUCIE. [FEFAEICHAILTENL,

MERREDHER (BELS : BEADRERRA)

(ng/mL)
m 1 — Y= 74— °*LAR*10mg
;E 301 T I Y= 75— JLAR* 20mg
X 251 ! ﬂ — 7' = 75— "LAR®40mg
¥ 20 [ T Y7 = 74— “LAR®60mg
l;f 15 7 I B2n=8. THE+SD

F 101
B
w9
= 0- )

0 7 14 21 28 35 42 49 56 63 70 77 @

BRE5EHAE

13) HAER : BAEARRBRAZNREUZEASIBERRER (G1101 58) (20160577) Ak EHIER)

FEYBE/ NS X—9 (BERS  BAADRRAA)

' =T +—®LAR® 0 =T+ —CLAR®

FMBNEE/INSA—T

10mg (n=8) 40mg(n=8)
AUClast (ng-hr/mL) 1.859+246 3848+1087 996914738 12841£1349
Cmax (ng/mL) 4.37%£1.07 8.19+1.69 19.8+£10.4 29.0+9.0
Tiax (hr) 408 456 480 504
[336-4801] [336-528] [384-576] [240-576]
T1/2(hr) 291+62 443+254 341x111 378+199

Tmax [FHPRAE (R/IME~RAME) Z. ZTUANSFIIELSD ZRI .
13) #HAEHR  BEARRRAZNREUCEANFIHBERERHE (G110158) (20160577) EEREFHOER)

4. FNREX TR

OTFEBEBICBIFDHRERIVE Y. IGF-I (VIR AIY -C) DilhBRIREER USEER DI E

FIREXIE - TEEEEAE NRNWAEB CHRD AT DX SHETHEH#RES)

OTv2 V79 ABILE THRHI A+ XIS TH RIS E)

6. BiERUHE

(DY VTR

BE, AL/ YUAFRELT10mgZ 4BE(C. BEHANITES T 5, 8D, EEOREICLGUCTHEHEEETE SN
BREMAEF40mgEd 2,

Signifor LARKIt. s
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@ RiERSHER [BFADOEREXERENRU TEFEEANERE]”

¥ R BAANDERERERS 32 FINUO TEAMEAEERS 14
yil VI 204 —"LAR®20mg. 40mg Xl 60mg & 4 BE(C 12 BEHARNKRS L. BYEEERsT Uiz,

BAANEBE XAEERS (n=32) RO TEAMEEANERE (=1) (L2 T ZT5— °LAR®20mg. 40mg Kk U
60mg 7z 4:B%B(C12:BREHMAAKRSUIcEE, 5 3OMBLERFRFERREE o, £530BICHITD
MERF/NUF FRRED Crmax (FIHELSD) (& SHETZENETNS8.23£2.35, 17.3+9.61 XU 16.2+£7.12
ng/mLCc&Hofce FSTREDRBRHMEIRSIODE K51 08, FHELSD) F. SAEBTZENZEN
1.33+£0.530. 1.85+1.17 KU 1.64%1.41 THTz.

MIRPRE DR (REKRS : BFEADFEREXEZER VU TEREENEESSE)

(ng/mL) VI ZT+—"LAR*20mg

36 m— 37 Z J#—®LAR®40mg
27 ZT7x—°LAR®60mg

;;[u 30 - SEn=11. FHBELSD
3
th 25
IN
3y 20
I; 154
F

¢ 10
AN
= 5 |
E ;———’

oL y 4
0 14 28 56 70 84 (H)

42
RE5EHM

7)HRNER  BAALREXNERU TEFMEE NEREZNREUCERNBIEIHRAREER (C1202 5 8) (20160578) (AFRBFHEE )

EWMHEBNS A5 (RERS : BFEADOKREXERENU FEKREEAEERE)

T Y7 =T —“LAR*40mg

(n=11)
Ctrough day28, 1st inj(ng/mL) 4.58(5.36+3.35) 6.82(8.41+5.26) 9.77(10.815.12)
Ctrough day28, 2nd inj(ng/mL) 4.84(5.86+2.38) 9.47(10.7£4.14)? 12.4(15.0£9.12)
Ctrough day28, 3rd inj(ng/mL) 5.64(5.85+2.28) 12.2(12.2+£6.75)9 9.96(11.1£4.99)°
Cmax 1st inj(ng/mL) 7.89(7.1913.48) 7.10(10.31+7.25) 16.0(17.0£13.7)
Cmax 3rd inj(ng/mL) 7.55(8.23+2.35) 14.2(17.3£9.61)° 13.4(16.2+7.12)9

hR{E (FfELSD)  a)n=10. b)n=9. c)n=8

7)HRER  BERASEREXERO FEAMENEBEENREUCENSBIMBEEREER (C120258) (20160578) (EERISTHEELR)

6. BiERUHE

(GRimEXEE « FEAEEAE)

BE. RAILENNYUFFRELTA0meg = 45BEIC3 HB-E. BBHANITEST 2. ZDRIFEEDKREECILLT. 20mg.
40mgX(F60mg 7= 4 BEICIRS5T 2.




p,
:>><>

O RIERSHR[TyY VI HREE]

x4 R BAANN FIESCTYY VT RwRES 1504
V7] VT 20— CLARP10mg X1 30mg ZRIaAE L LT 4580 1 fARPIR S L. EYEIEERI U, EEREx

[CIHNUTERAA0ME FTODIBEZHABL. ZE2MICIHUCRIEAE SmgFTORERENZ1T o712 (G2304 7 ER) »
* B54nABOMUFCHUN D 151518, &5 77BRVInAHDOMUFCH'ULNB.

BAANN 0TV I REE (n=150) (VT Z 74— °LAR®5~40mg Z 4 BH(C 12 nBEHRRKRS
Ufc&E, MRV LA FROMS TEEIF 3@R5% (85 HR) (CIFFEBRAEISZEL, 12 1ARFTRE—TE
THBEUL BE30BUEBICST2MBEG/NVUAFREEDNS TEEFHEIF. 10mgT2.39~
3.36ng/mL (n=13~59) . 30mg T7.88~9.34ng/mL (n=15~51). 40mg T 10.7~12.6ng/mL (n=20~44)
THolcs

MRFREDHR (RERS  BFRAN1 236 Ty VI RESE 150 61)

(ng/mL) THIfE£SE
201 @ y7=7#—°LAR*10mg
18] A YT=T4—°LAR*30mg

€ YT =T4—CLAR40mg

16 -
% 14 1
ZSO 12 J JJ
4 10 4
L 8
o

4Aiillli¢¢i&iixi

2A
O T T T T T T T T T T T T
1 2 3 4 5 6 7 8 9 10 11 12 (A
RE%HE
Bl ® 65 57 59 51 25 29 35 22 17 13 23 21
A 64 61 51 49 50 51 44 28 27 16 19 15
. — - — - 20 22 21 34 33 44 43 4

AERMmET o IcHBREDT —IZEZH. BRIDKRSECENHEIEZER LI
EMRE., 58, NOKRSHREBENTAUCEYRET —9. MUICRSEIBEN 2812 HEDHBSHE TR UICEERE T — 9 FENREH OrRo
Uiz,

1) HRER : Ty v TREEENREUCEBRHEEMERER (G2304 %) (20180069) (AERBSEHIME )

6. BERUAE

(TvIVTR)

BE. RAICE/ S LA FRELT 10mg % 4 BEIC. BBHANICIHT 2, 56, BEOREICHUCEEEETESH
BEMAS340mg LT D,

Signifor LAR'Kit s

pasireotide



EYEE

69

V3 2% - 158 - Bttt

1) 9316

1) pmEE(BARA. BERERA) ™
AAADRERA (248) 1227 = 75— SLAR®20mg. 40mg K1 60mg =R BIFARRS Ui s D8N
(FOnMmEE (Vz/F) &, #12200~3290L Th>fe,

13) HNER  BAABREAZNREUCERNSAEERARRE (G1101 55) (20160577) GAEREFEHmERD

2) MIREBHESER (in vitro) '
INYUAFROMEBEDBEEE, BEICKFEITH88% THolc.
15) HPSE < In vitro MREBSSRUMEET 20160579)

3) M&A—REEERAFTEBM (Svbh. DY F)
HFIR13BENU18HBDSYNI/NY LA FRZE12.5mg/kg DAE CHEF MESULEE, 3P DM
BDORRFANDBEEDORITOREEFER 13HEDSYMISWVWTIFHEL (H16%) . #iIR18HEBD S VAT
[FOIFTHTHofc, BBFNDEFNREBEEIFEL. TOREREROERICKEFLTCVWSIENRE SN,
RO T FICT/NT LA FRZE0.05. 1. XIF5mg/kg DAE TRER FESUIZEE, 0.05mg/kgik 581 ClE
IRNTORRFE#D/NY LA FRREFEE MREFRE CH oz, Tmg/kg MU 5mg/kgiR 58 TIE. B81F/
HEMWMECRELFH0.46~1.0THY., /N UAFROBIFADHTIEIEE CHIIENREBINI,
$HPIER

4) ZANDBITHE(SVYN)

BRAPDSYNI[Cl- /YU FRZ Tmg/kg DR TREK ME5UL. AUCn ZR WV TEH U RETRE

DT/ MEEPREE (S 0.28 THolz. SVPDBRZEMINET DL BHILOBHZENT 2T LI

FOTBESINS2/NIYUAFROEF. MAICHARNESUICEEDRSED 0.4% LITEHERINT.
$HPIER

5) Z Db DA DFEATM (in vitro™ ., Swh)

NV UZFFROMIRBITIEBEICKEFEE T, EICMBHEICHTUE(91%) 19,

Sy [Cl-/SY LA FRE Tmg/kg DR THER FREUIEE, B854 1 BBH S 3B CIRR D
KEBD DI CHRSTEEEE T S h—ELT W e, IR DORETBEFIR 5% 24 15 TR EE TBRIEA G
ToHofeh. KED DB TIFIRE5% 336FETHEE FREXIBDEN ol BT OMEEEDHK(F I
AR (FRHEE 11 B5E) LD BIFEDNITEL. KEBD DM TOFRERF 100 LIEN oz, FFBDEWN
(S EEE (2900 5/™) CRIBEE (2750 05/) T, RWVWTHRESE. M NER, MR, RNORIBSEEES (521~
606 i5/E) THhofeht. NS OREIEEREIFEN ST,

B MAPREEELE. KO OMEBETILUTThoeh, IB5EA(500). BEfEH (52). BEE
(15). MEEE(5.7). BTiE (4.6) . RU\IZEE (4.5) TEH ol FEAEDMBRBICH T D HE® /Mmi&P AUC
i, $EEED S DR BEDEENEBPH TH B EHICEEZRL. 855 (4440) ., BIBREE (588)., B

B (224). B86(174). RUMEEE (149) TREM DI

15) &R} : In vitro MFEBBERUMIKE(T (20160579)
HAER



p
:>><>

2) (i

1) {RHREE (in vitro'®, HEAT—9 17)
INVUATFRIEEMNFROBZIO0V—LADTTREEZ(TIENEEZ5ND 19,

BERMA (48) (C[Cl-NYL7 FRIFRINSFVBIG (K NERAREITEARAS) 600ug ZHO K M5

UfesE, MR, REOEDDFERD G/ S UFFROKXZEILE THo>lc NEAT—5) 17,
16) HNER  FRO8=70V—LTDIin vitroftE# (20160580)
17)Lin TH. et al., Cancer Chemother Pharmacol. 2013;72(1) : 181-8.(20160581)

2) CYPIZx49 BPBEESEH (in vitro) '®

INDUFFRIGEBRAEICENTCYPTA2, 2B6. 2C8, 2C9. 2C19. 2D6. 2E1 KU 3A4/5 ZBRE LN STz,
18) #PNER : CYPITHT B in vitro B (R (20160582)

3)CYPICx4 9 BFELER (in vitro) '?

INVUZAFRIFERRFZCEWVWTCYPTA2, 2B6. 2C8. 2C9, 2C19INU 3AZFELRN oIz,
19) 3HPIEREY - YPGB i vitro F8{EF (20160583)

4) UGT [C3x49 BBEEAEA (in vitro) 2

NIV FRIFBRAEICBNTUGT 1A ZFBEELRN DTz,
20)3#PEH  UGTICN T2 in vitroBASS{ER (20160584)

4. FEEXITNR

OTEEBICBIFTDHERIVE V. IGF-I (Y AT Y -C) 3uhBRIKEN OSBRI DigE

SIMEKAE - TEAUEENE GIRNLE TR A +H I THEH#HRIES)

O7vy 798 (HEE TSRO AT XIS THRERES)

6. RiERUHAE

(GRimBEXEE - FEAIEEALE)

BE. AL/ Y UAFRELT 40mg 7Z 458523 BB, BEHANISERT 2. ZDRIFEBEDORREICIHUT. 20mg,
40mg X[ 60mg = 4;:B8I(CR5 T .

Ty T%)

BE. RAILENYUAFRELTI0Mg Z 4 BE(C. BRHANITERNT 2. B8, BEOREICHUCGEEIEETE 2N
REAZEF40mgET S,

Signifor LAR'kit 7o
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3) HFitt

1) BE BRI R U$RER 17
INT LA F R LAR® DFBHERAI A OB ZARET U B IF TRV A, Swb, B ENCEWVWT/NVUAFRIF R
INSFVEEAR (R T ERAREI CEARER) OF MESHRICEDICRELETHHINTLZTENS 7, /Y
LA FRIEEICEARICHEES NS EEZ 5N D,

17)Lin TH. et al., Cancer Chemother Pharmacol. 2013;72(1) : 181-8.(20160581)

2) Bt R (WEAT—9 7 BEAT—9 1)

RERAA (48) [C[*Cl- /XY LA FRZP NS F VR (R MR ASE CENAEER) 600ug Z RO M5
Lic&=, 8510 BRICH T DHBSBHEEDEDRORPIMEFZNZNH 48% KUK 8% ToT
HEAT—9) 17,

BAANDRERA (248) 2/ Y2 L7 FRLAR®20, 40, 60mg ZREFHAPIRS UIEEDENTDIUF SV

(CL/F) [F#94.5~5.2L/hr Tz 2

13) HtNER  BRAABRRRAZNREUCENSFEHEERREER (G1101 518) (20160577) (FEREFEHEER)
17)Lin TH. et al., Cancer Chemother Pharmacol. 2013:72(1) : 181-8.(20160581)

) EEBEE NS Y AR—I — (in vitro)21-22
JSILA FROBH I OESEBEAIEHI0.1X10-5cm/min T, BEHBIEFEN STz, /T L7 FRiEP-gp D

BECTHBIIENTRESNIH, BCRP. OCT1. OATP1B1. 1B3 X (& 2B1 DEE TIF RN\ oz,

21) &R In vitro EE B4 (20160585)
22) HRER S VRAR—I —ICKDin vitro&px [(20160586)

4) NSV AR—9 —FBE (in vitro) 224
N LA FRIFERRAZ(ICEWVTP-gp. OATP1B1. OATP1B3. OCT1. OCT2. BCRP. MRP2. BSEP. OAT1

KU OAT3 ZREE UGN o1,
23) #PEH : RS Y 25— 9 —BES (in vitro) (20160692)
24) PR BVIAH NS> At —5 — S (in vitro) (20160693)



\
OX®.
"7\

/

Bl FgsEEEE~0RE [HEAF—I]

x4 RIABEABRE 316 (REWKERE 120, BEKERESEE . PEEMKERESERE 7 H. EEMHERS
BEOH)
87Z : Child-Pugh 237 : 5~6. $%EF : Child-Pugh X377 : 7~9. & : Child-Pugh 237 : 10~15

7 BNV U FRIPZNSFUBIE (R TEARBI CERNARES. U\ YLA FRETE) 600ug ZR O MRS5U.
Y EREEIREI LT,

REERETOCRE, PEENVUEEMERERSREIC/ VY UA FRE TE600ug ZBOE MMESUILEE.
BERBREICHIIRE, PEENRVUEEMHERSESCHIDMED/VY LT FRREED Cmax DR
FBOL[90% Cll (&, 1.03[0.72-1.47]. 1.46[1.04-2.04]1 % U 1.33[0.93-1.90]. AUCint D& F51E
D [90%CI11E 1.12[0.85-1.48]. 1.56[1.18-2.06]1 %0 1.42[1.07-1.871 T&H o1z,

MIRREOHTR (BO%S  BRWEERE. HERESEE)

-0 ERIEERE (n=12)

-0 - BEFHERESEE (n=6)
~@- EEFFHEEREERE (h=7)
-0 EETHAEESERE (n=6)
Fi5fE

*— D @

0 70 80 90 100 110 120 (&™)
BRE5EHAM

25) HAEH  FIERERESEICHIT2EYERE (B211458R) (20160587) (AFRESFHEER)

2. ZR (RDFJBHICFEESLEVI L)
2.2 B (Child-Pugh %87 5 R C) DFFHEEREE D H2EE [9.3.1 28]

4. REXFTHR
OTFERERICBIFDIRERIVE. IGF-I (Y IAT Y -C) 3B REIRRER OFEIEIRDIE
FOIBEANIE - FEAME AE ARBLE CHRNNTD N S FETH R TIEE)
OOy 7% ARINILE THRI A To XS FEITH R IEE)
6. iENUHE
(FtimBEXEE - TEFEEAE)
BE. RAILFNNYUAFRELTA0MEg 7 4 BEIC3 HBE. BEHANISTESN T D, ZORIFBEDIREITILO T, 20mg.
40mg X 60mg = 4 B8BTS T %,
(TvIVTR)
BE. BAILE/SYUAFRELT10mg Z 4 BEIC. BESHRRITEFH T3, 8. BEOREICIHEUTEERBETESH
BREHAEEF40mgsT B,
8. EEREARNER (—IBR)
(GheeHiE)
8.3 ALT. ASTE D FRZHSITHEEEBEEN G SHNDEN DD T, BSEEH. RSB 2 ~ 3B%. ZORKRSHE
%3 HBAFTEFR 1 BEBRIC. ZNLIRIEIERNICIERERE AT . [7.2. 7.4, 11.1.38H]
9. HENHEREFISEEICHAT S ER (—IFEME)
9.1 GHHE - BHETEFDSH2EE
9.3 fFikEEE=EEE
9.3.2 1% E (Child-Pugh 73870 5 X B) DR HBERE BE
BEORECHUCEEREZRAH T L. MPREN LR IT2HEENN G2, [7.2. 7.4, 16.6.28H]
9.3.3 B (Child-Pugh 23805 A) DFfHBEREEE
MOUERED FRI2EFTNH 52, [16.6.281]

Signifor LAR'kit 72
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TMEIAE/ NS X —5 (REIRS | RERRE. FEEEss) >

A EAE 2R B RTHEAE hEERTHEEE EERTHEEE
e “9 HERE BEEE BEEEE BEEEE
(n=12) (n=6) (n=7) (n=6)
AUCint 88.9 100 139 126
(ng-hr/mL) (33.8) (24.8) (31.3)? (41.5)
Cmax 11.4 11.8 16.6 15.2
(ng/mL) (48.4) (29.2) (42.4) (46.1)

BT (ZERE %)
a)n=6
25) #tAAER eSS ICHT 2R ERE (B2114558) (20160587) (EGREFFHImE )

2. ZR (RDFJBHICFRESLEVI L)
2.2 B (Child-Pugh %87 5 R C) DFFHEERE D H2EE [9.3.1 28]

4. FMREXITHR
OTEEZBICBITDHRERIVE V. IGF-I (Y AI Y -C) hBRIKEEN O SBEIR DigE
FTRBEAAE - TEAEENE GHEIILE TR A0 XIS THEE#FIES)
O7v V7R (NENE CHRN AT XS EITHRE R 5E)
6. RiENUHE
(GeimBEXIE - TEXEEALE)
BE. BAICE/NYUAFRELTA0mg Z 4 BBIC3 HhA/. BBHAANICSERNT 5, ZORIFEBEDREICECT, 20mg,
40mg X 60mg 7= 4 B8BTS T %,
(7\///7 )
BE, ALY UAFRELTI10mgZ 4:B88(C. BEHARNICTERNT B, 88, BEDOREICHCTEEEBETEDN
RERAEEF40mgET 2,
8. EEREARNER (—IBRR)
(Gheettim)
8.3 ALT. ASTED LR Z ¥ SHHEREREN GOONDIEN B DD T, B5FER. BE5MIB2 ~ 3BER. ZDRIESHEA
#3 HAFTIFA 1 @ZEB%RIC. ZNLIEIIERANICAEEREZTOIE.[7.2. 7.4, 11.1.38/H]
9. HEDERZH I DEEICEHT IR (—ERRE)
9.1 GHE - IFREEDHDEE
9.3 frtRERERE
9.3.2 thZEE (Child-Pugh £$80 5 A B) DT REES EE
BEORECIMCCEEREZAMI DL, MPREN LR ITIBETNNGD. [7.2. 7.4, 16.6.288]
9.3.3 BE (Child-Pugh 3380 SR A) DFFHEEREERE
MANBEN LR T 2HZNH 55, [16.6.258]




O SHsREEE~0BENEAF -]

xit RINBEAERE 476 (BRIERE 190, BREESKERESES 8. hEEBRKEREEERE A EEBEHKEERES
BE 8O, REABA2ERE 441)
RE HERIREEBE (eGFR) 60~89mL/min/1.73m?2, $%5E [ 30~59mL/min/1.73m?, & & 15~29mL/min/1.73m?2,
KEABALERE '/ 15mL/min/1.73m2 K., ERERE : E90mL/min/1.73m2 E

ys] B INVUFAFRIFPRINSFVEE (B NEAREITEARESR. U/ U4 FRETE 900ug ZH 0N M5
L. EYBREZEIRET LT,

REERE. BE. PEE, EEOBKERERENUKRABA2RE(C/N\NY LA FRENEI00ug ZE D)
RTRSUIcEE, BREREICNT2EE., PEHE. EEBHKAERSRENUORMBERN2EZE(CHITHMmED
NV U ZF F REED CmaxD#AAF B D H [90%ClI] [F. 0.69[0.53-0.88]. 0.70[0.55-0.901. 0.81
[0.63-1.04] & U'1.05 [0.76-1.45]. AUCint D % ] F 15 8 D t; [90%Cl] (£0.77 [0.62-0.95]. 0.85
[0.69-1.04]. 0.95[0.77-1.191 %1’ 1.20[0.91-1.571 TH o7z,

MIRREOHR (BO%S  RRHEERE. BHERSERE)

-0- RERIHERE (=19)

-0 - BEEEREERESEERE (n=8)

- @ hEEEREEREERE (n=8)
-0 EEERERESERE (n=8)
-0 RHBERLEHE (n=4)
FfE£SD

i A D AN S =

e —

12 (B5)

RS5&HAE

26) 1B  BIEEERESEICHTEWENREK (B2126 55 (20160588) (KEREFFHEHE)
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EMERE/INS XA —F (BOIRS : BRNRE. BRERSEE) >

e 2R B AR hEEEREE EE B KEEBR=E
ol )(_“9 wERE EERE BEERE BEEEE BE
(n=19) (n=8) (n=8) (n=8) (n=4)
AUCint 189 145 160 180 227
(ng-hr/mL) (21.1)2 (39.6) (32.5) (34.2)® (17.0)
Cmax 30.3 20.8 21.3 24.5 31.8
(ng/mL) (32.8) (39.5) (26.9) (51.0) (30.4)
O (ZENREL %)
a)n=16. b)n=7

26) B BEAEEEZDEICHIT2EYBIRE (B2126588) (20160588) (AFREFFHHER)

B ZyiEE(ERHEAT—9]1

BEMAN7B)IC/NVUAFRIPIANSFVBIE (R TTERARB CTERRESR) 600pg ROUNRS/VZ)L
240mg (REMEREI CEARFRER) 2R SUIcEE, MED/VYUF FREED Cmax 0T AUCint D10
TIIMEDLE (H1A / 8238) [90%CI]1E. 0.98[0.91-1.06] %1 0.98[0.92-1.05] TH >,

27)Kornberger R. et al., J Clin Pharmacol. 2014 ;54(11) : 1263-71.(20160589) (FFREEHHE R

4. EEX IR

OTFEEEICHBIIMENILE Y, IGF- (Y IXIY-C) 53bBRENRRER O AER DtE

SFEIRBAAE - PEAEEANE (HENDLE THRIA DX STETHREREE)

OTv V798 NEILE THRN A+ NI TH R RISE)

6. BiENUHE

GRimEXEE « FEKIEEAE)

BE. WAL/ YY LA FRELT40mg 2 438523 Hh AR, BEHANISEH T 2. ZDORIFEBEORREICIHUT, 20mg,

40mgXIF60mg#= 4 BEICRST 2.

(TYIVTR

BE. MAICE/NNY LA FRELT 10mg = 4:BE(C, BESHRNISERT D, BB, BEDREICHUTEEIBETED N

REHAEEF40mgsT S,

8. EELEANIEE (—ER R

(GhRELLE)

8.3 ALT. ASTED FRZ/HSHEEEREN G SONZIENHBD T, B56IEH]. BS5MB2 ~ 3B, Z0ORIZ5EI
%3 HBFTIFB 1 OZB%IC. ZNLIEIFERNICAHRKEEREZIT O [7.2. 7.4, 11.1.358]

9. HEDNERZET HEHICT ZEE (—EBRID)

9.1 GHHE - BIEBEEDH2EE

9.3 e EERE

9.3.2 th55E (Child-Pugh 0480 5 A B) DR REEEEE
BEOREICGUCEEREZREN TSI E, MPREN ERIDHETNNHD.[7.2. 7.4, 16.6. 28]

9.3.3 BBE (Child-Pugh D3I S X A) DR HREREERE

MERED FRIT2HETNHH 2. [16.6.28H]
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TEARIRIEC(E. STEFEBEDY N NAIF USBERT TI A (sstr1~5) M REIBUTHY ., GHELE NEMAIRETIFE
(Csstrb &2 HY ACTH REAIREE T3 sstrb AaFIRL T WD, /Y UAFRIF sstrb, 2. 30 1T ISR UIRF IS ZRU.
BT sstr5 &2 ([CHULEWLEIIMZER T,

FOEERER O FEARUE NECBWVT, INUATFRIEERD Y TIA TD sstrADIEEZEN LT, GHDZ M
ZHNH] T Do GHIFIGF-1 5= T DIV E T dleth. GHDh SIS ND ERFEICH 17D IGF-1 FELE
BHIETFIT2.

TvIVIRICBVNT, NIUFFRIF sstriEADBEEEN LT, FEANSD ACTH W ZIIHIT 2, ACTH (&
JILFV—=)LDD 7 {BET DMILEY T dicth. ACTHD A IHEI SN2 ERIBEENSDIILFYV—)LD
DBETL. JVFV—ILEENITERE{ET D,

NoLFFROIERERE

A=Y Y
EE\ EE‘E,:\
FEAE— FEEE—
DN DN
s i m s o1 m

v

¢z OY0
{ .

HERER KUER




9

N/

{ERBEFE DE(EZFHIIRKL

TEFESBRKRE

Ebsstr1~5 [T DFES A2 (in vitro)

50%FA=2E (nmol/L)
la=t”]
sstr 1 sstr 2 sstr 3 sstr 4 sstr 5
INILAFR 9.3+0.1 1.0%0.1 1.5+0.3 >100 0.16%£0.01
FIONVFFR 280£80 0.38+0.08 7.1+£1.4 >1000 6.3%£1.0

TSELSE.N=3~7

B iEisstr1~4ZRIBEIECHOMBR U sstro Z#R B COSHREBFREZRZRV RGNS HE T,

I m)
Ehsstr 794 7 (sstr1~5) [T T DG FFIEEIRET LIS, sstrUAYVRITIE 122 Tyr'-SRIF-14 2R Wz,
CHO#BIE : F 91 Z— R/ \ L\ 25 —BRESE3RimAa COS#f : 7 7UHSRUY) LB SRIF : RNV E > SUHINHIEF

<BED GHEEIREICH T2 mRNA RIRHHIADES ) 454 29>

25 44% 96% 44% 5% 86%
MEEROET | AVEVIROET | . . _ [revsnoET
it MEEMOBE | @eEmosr | NhYAOEN MRERORL e mm e

<BEZQ ACTHELE TE(XIREICH TS sstr O mRNAFRRELANIL &>

TwIVIRBEOHNSEBMUICACTHEETEFREICSVT. sstr2®dmRNAFRBELAR)VIF8~141
JE°— /HPRT* T2l DICH U, sstr5 D mMRNAFIBLAJLIE 277~1217 AE— /HPRT T ofz, sstri1. 3. 4D
MRNA [FEIEAZRHSNELH. BUSERLUANILAMEN ST,

BiE vV ITREBEOHIN SR UCACTHEE FEAERENSMRNAZBE L. E8PCRICKsstr1~5K U
HPRT D MRNAB7ZEE LTz, sstr1~50 mMRNAFIRLAJUIEHPRT D mMRNAEEDEHELTERUI,

¥ ERFUUFURARIRY VNS YR TS, sstrORBLUANVEZELT Bz D> O—)bELTER.

1)van der Hoek J. et al., Eur J Endocrinol. 2007 ; 156 (suppl 1) : S45-51.
2)Bruns C. et al., Eur J Endocrinol. 2002 ; 146 (5) : 707-16.(20160593)
8)Hofland LJ. et al., Eur J Endocrinol. 2005: 152 (4) : 645-654.

29) Cuevas-Ramos D. et al., J Mol Endocrinol. 2014 ;52(3) : R223-40.
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1) Ebsstr9 294 79 BESHANE (in vitro)?

ys] EIBEbsstrERIR S B2 CHO MR (sstr1~4) XU COS#iRa (sstrb5) BB iZRE AWV cma NG & R
T Ebsstri 794 FICH 9 2 EWER L EY DB SR ZRET Ulc, sstrUAVRICIE [1251] Tyr'-SRIF-14 7%
AWz,

INV LA FRIE, sstr1. sstr3. RO'sstr5 (T U, WBELEATIMNUAFROZFNZFN 30, 515, 39FZD
HEERAMZERUIE, sstr2[CHUTIE. ZI8UAFRD2.59M 1 DESHMNMTH Iz, INVUATFRED
FONUATRIEZ. WITNDsstra ([CIZENMERSIEH S,

Ebsstr1~5(Cxd BESHAE

ICs0 (hnmol/L)
o=t
sstri sstr2 sstr3 sstrd sstr5
YIYBRRIF(SRIF-14) 0.93%£0.12 0.15%+0.02 0.56+0.17 1.5+0.4 0.29+0.04
INIUAFR 9.3£0.1 1.0%0.1 1.5+0.3 >100 0.16x0.01
FINUFFR 28080 0.38+0.08 7.1£1.4 >1000 6.3%1.0

FREUAYNESITH Y 3 50%EERE (ICso) DB +SE (n=3~7)

2)Bruns C. et al., Eur J Endocrinol. 2002: 146 (5) : 707-16.(20160593)

2) BbsstrU 29« RIRMRICH T D cAMP ELEBEZE{EH (in vitro)3©

] FBIBUTIATOERSSrB G FERENICHKIBS B2 CCLIOHA (sstr1) X IF CHO-K 1 # 3 (sstr2. sstr3.
sstr4 X U'sstr5) =AW T J4)L R IUVRIEE O CAMPEELEHAIFEL. &7 T AMLEBIC KD CAMP FELRE
EXREUT, AERIGHIENS 50%BEEE (ECso) ZEH U,

sstriy 794 FITHBUSE EHYRAY VI v—TCHDBR T T/ —U Vs (CAMP) DEAFEE#IEZE LT
SSAEULTORgEE M IR UTEAEER, /YA FRIE sstr1, sstr3. AU sstr5 U, WEBEUeAIRUA TFR
DZFNZFNI0EBLAE. 1115, KU 158 BDHEEEIEER U,

Ebsstr1~5 RN T+ )L A IV VR CAMP XX I SFEE(EA (KEEEE)

ECso0 (nW)
e=t7]
sstr1 sstr2 sstr3 sstr4 sstrb
YIYBRRAIF (SRIF-14) 1.80£1.20 0.24+0.06 0.30£0.13 0.39%+0.15 0.32+0.23
INVLUAFR 32+13 0.39+0.09 0.70%+0.22 >1000 0.55+0.12
FINUFFR >1000 0.06+£0.02 7.40£3.5 >1000 87166

50% B EE (ECso) DFIELSE (n=3~5)

30) Schmid HA. et al., Neuroendocrinology. 2004 ; 80 (suppl 1) : 47-50.(20160697]



%

3) GH4'#Icxdd 21EH (in vitro)?
yal EREBESYN TN EARZRELSYEFEE TN CEEL. ERIVEYRERIVEY (GHRH) 0.3nMZERIILT
3FETOMINDGHDEERETREREE (RIA) ICKVBIEU.

INVUAFRIE FIRIBES YN TEEMIEICH (D GHRHFHIC KD GH M ZiNHI Uiz (1ICs0=0.4+0.1nM) .
B4 T CTRELICA I A FREU SRIF-14 D ICso fBlF. ZNZN1.320.2nM KU 1.5+£0.3nM TH Y, /VY
L7 TR0 GHwfERIE. ZTbLZ FRMILSRIF-14 D) 3 & CTdHofe,

RISES v T EFHIZICH 1T 5 GHRHRIEIEGHIRE

(ng/mL)
1200
{ T9fELSE

1000 -

800 -

600

T O

400

) -J
O |
HIREE GHRH #13 =10 -9 -8 -7
GHRH+[IIXYLAFR(M)]

2)Bruns C. et al., Eur J Endocrinol. 2002 ; 146 (5) : 707-16.(20160593)
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4) BERTFRKIVEY OMBPREICHT BB (Syh)23

Pl &M Sprague-Dawley SvhZERBL, NI LA FR 7NV FFRER TRSUIC, 1 BRRE% XIS 6 BRI
WREEIRM (GH. ARV VAIER) XIFFIRIRM (1 AU VAT VRER) ZiTo A VAUV TIUAH
IVRUOARN Y DO3WFE. ZNENTIVD—R A VAUV RO IAF I VICKIRBE Uz, MEEPRIVEY
BEFVINORERERTEE RIA) CKVAELUI,

#51 FRE®ROGHER D WMICH T DIENERE. NYUFFREF T F FRTIRERE CTH 2. LML
6BFRIRI(C(E. /N LA FRIEF TN F FRO ABRLEDIEHERZRUIC, N LA FRIF. FTRUFFRE
E®RUT, RIB T COT VATV ROAAN VM T 2IMENERIFZNZEN44 00D 1 RO 37H5D1T
B, IV I—RRMEA VAUV 3T S DINFEIERIF 1008 THof.

SYNIBFRIEFERTFRRIVEVIMRFREICHT ZRE
Ef# GH HEEGH  FETYRUY  RMTILATY RETARNY

ke IDso IDso IDso IDso IDso
SC1BsRIfe  SCOBSRE  SC1BSRE SC1 B SC1 B

n 3 2 3 2 2

NYUAFR | T9ME (ug/ke) 0.22 55 0.83 74.00 949.0
SE 0.12-0.4 4.6, 6.6 0.70-0.99 62, 88 600, 1500
n 22 6 8 6 6

FONVAFR | T9(E (ug/ke) 0.13 237 84.4 1.69 25.7
SE 0.11-0.16 = 169332  62.8-113.6 1.43-2.00 15.5-42.6

SE ABEREDHR. n=2 DB SERDBEELNTEEE Uz, SC(Subcutaneous injection) : EZ &5, IDso: 50% 1| AE

2)Bruns C. et al., Eur J Endocrinol. 2002:146(5) : 707-16.(20160593)
3N HAER  EBERTFRRIVEVOMETEECH T 2HE (Svh) (20160687)

8. EELEAIER (ki)

GhEeHE)

8.1 AEIDIEFRERICKA YV RAUVEDDMME T I 2L T, BIEZER I ZEN' 5D 2. RSFIBH] R56B% 1 »HB
FTIHBE @O, B5EEE 1 HENSRSHE® 3 AAFTIE 1 ~ 2BIC1 0. MEBEZAEL. BEDOREEIZRER
2L AFREDIFHESHHGE 4 ARLIFEERNICMAEE (ZERFMAE. HOA1CcH) ZAEL. AFRSPLEREDLE
[CRUTCMEBEZRAET DL AFDOAEZEBETDHEGIF. BER 4~ 6BEFTIEHE 1 OZERICIEBZAET S
Z& 9110 111188

81
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5) w85 IC & 5 B GH MU IGF-1. GHRH #3314 GH 5 U’ IGF-1
BHIC T BEA (SY )32

A E M Lewis DYNT. BEEI RV PEAVCERIESYORRIRS (0.5uL/h T 14 BBRE) (CKLD1E57
1121z, HEMEBYNIFBEZRY FICFTEBL, SYNSEE NIEDAARE, R FEEDAARE T, 7RO 148%
[CGHRH (5pg/mL) Z&RMIE S L. #RIESYIRSERINUERS 1004 (ICE T RMZITV, MEDPGHE Y
IGF-1 7% RIA R ELISA SE CRIE LIz,

BSHIOER GHREDTIEIF. 8~577ng/mLDEHE Toholc, #5511 BEDRSEN BRI BELD

M#Eh GHREFEERFLU T CTH ol

GHRHDE ST K BENBEDMTPRGHREEFZ UL LR U, BIEWRBEICH LI TN F FRETERR

BERABHSNDIFT4BEDH THoeh (p<0.001. ANOVAED Turkey#&7E) . /N LA FREEFVLITN

DREBICHVNTHGHEED EFAEECHIHILZ (1 B%  p<0.05. 7 R4 8% : p<0.001. ANOVA#%

D Turkey 7€) o

INVUZFREHG IR TORIEH TR BEICHUIGF-1 2 aEaRICIFILE (1 B% p<0.01. 78%:

p<0.001. 14B8% : p<0.05. ANOVA&ED TurkeyRTE) o

B GH R U IGF-1 539 31ER GHRH Hg% GH R U IGF-1 35Xt o B 1EH
| GH | | GH |
(ng/mL) « (ng/mL) GHRH
280- 900- GHRH
240+ 800+
200 700+
m M 600-
%% 160- #¥ 500-
2 1201 ;;g 400+
= A
B 300 ok
E 80 200
40 100 skskk
0 T T T T T T T T T T T *T 0 T T T T T T T T T T
01234567 89101112131415(8) 01234567 89101112131415(8)
RS 15 S5htEE RO /1R S5hEE
IGF-1 | IGF-1
(ng/mL) (ng/mL)
1800~ 1800~ GHRH
1600 1600+ GHRH
1400 1400
[ 1200 5111200 iS5kl
%Emow %1000
s 800 s 800-
. 4
B 600 B 600+
400 I, 400-] - —2
200 ok 2004 **
0 T T T T T T T T T T T T T T T 0 T T T T T T T T T T T
01234567 89101112131415(8) 01234567 809101112131415(8)
RO T1BR 1 Shmn% RO TBsR 1 ShnE
—he FIEIEREE (N=6) * p<0.05 b RIEIIIREE (N=6) * p<0.05
=0 /NYUAFREE(10ug/kg/h n=6) %% p<0.01 =0= /NI LA FRE (10ug/kg/h. n=6) *% p<0.01
== FURUFFREE (10ug/kg/h n=6)  #3#3% p<0.001 ~B= FURUFFRE (10ug/kg/h n=6) %% p<0.001
FIELSE vs RIS FgfE+SE vs IR
ANOVA#D Turkey 1R7E ANOVA#®D Turkey RE

32) #HWER  GHR U IGF-1 23pHHER (Swh) (20160594)
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6) RNIENAIE FIgSICLBMED/INY LT FRRU IGF-1REICX TS
wE(Syh)3?

A &M Lewis SYNT/NY LA FRLAR® (B KU 80mg/kg) R TS L. MEED/ VY A FREBEIFLC-MS/MSE.

IGF-1BE(FELISAYE. Mt I—CREFIMEESRIESS 7B UL CREICAIE L,
ISVLFFROBEBICHIFBMEED/ SV LA FREER. 8 R1V'80mMg/kg TZNZN4I RV 132ng/mLT
BTz, 8mg/kg ik SEDMEF/NY LA FREEF. 21 HEICRSME®D 93ng/mLISEL. ZD%&IFULIEVIC
ETUT49HEBEICIF13ng/mL &R Tz, 80mg/kg R S8 DMEED/VY LA FREE(F. 28 HEICREED
516ng/mLISEL. ZDRFULLEVITIE TULT49BEBICEF86ng/mLEB e, — 7. IGF-1 BER RS 3H%E
([SHERBFD 25% F TR FUCHR/IMBZRL. LI IREF DK 50% & TOR THHS1,

NI UZFRLAR® ZHEIKR TS5 UcEEDMEBR/NY LA FR, IGF-1. RUTILI—-RRE

| NYLAFR | | IGF-1
(ng/mL) (ng/mL)
6001 2000+
gggA 1800+
] 1600+
4 -
I %50 I 1400-
8’ 350 % 1200
th 3001 th 1000
N:::] 504 JeH 8004 T okksk
= i = — skksk
28 2
1004 N 4004 -
504 - o . B 200
0 T T T T T T T T T T T O T T T T T T T T T T T
0 5 10 15 20 25 30 35 40 45 50 (H) 0 5 10 15 20 25 30 35 40 45 50 (B
BSEEE B5&EE
ZW3—2R
== BIEIEREE
I¥ULAFRLAR8mg/kg Bt
- /XYL FRLAR®80mg/kg B
EBEn=6
B +SE
#x% p<0.001 vs BIEXIHREE
ANOVA#®D Turkey #&7E
5 T T T T T T T T T T T
0 5 10 15 20 25 30 35 40 45 50(B®)

BRE5RIE

32) #HWERL: GHRUIGF-1 23plHIHER (Swh) (20160594)

8. EELEARNER (ki)

GhEeHE)

8.1 AEIDIEFRERICKIA YV RAUVEDDMME T I 2L T, BIEZERI T ZEN' D2, RSFIBH] 1R56B% 1 »HB
FTIHE @O, B5EEE 1 HENSRSHEB® 3 AAFTIE 1 ~ 2BIC1 0. MEBEZAEL. BEDOREEIZRER
T2 E AFREDPIFHESHHGE 4 ARLIFEERICIMAEE (ZERFMAE. HoA1CcH) ZAEL. AFRSPLERELE
[CRUTCMEBEZRAET DL AFDOAEZEBETDHEGF. BER 4~ 6BEFTIEHE 1 OZERICIMEBZAET S
Z& 9110 111188
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7) IRIEEC M TFTEFREMRBERUYY X AtT204 @50 ACTH
9339 B4ER (in vitro) ®

Vil E VI IREENSHEBUIIRIBE N EARERIRLOBHENICACTHZ DM T DY DX AT20/iia%Z. 47
NUZAFR YTRRIF Y NVUAFR(E 10nM)  BIEOVTNHEEDICA, 24X (E 72 RRIBEL, BERD
DACTHEZRAIELIZ,

IREBEE NI EARBERZEWVWTC. 29U FFR YIRRIF RGN UAFROACTH MBI T S

TERZERRIFNICIREI Ul YN RAIF U E/INV LA FRIZ 72 BB ICERR ACTH s ERZRUIc. 47

M7 TR Tl BRFMERIEERHONIEN oT,

ERDBRZE DX AT20MlB CEELUIEC A, MUIBEE N T EAIRBEREEEK. VIRNRIFE/NVL

ZFFRIF72B%ICACTHO WM ZBRITHIHILIZAY. Z T84 FRTIFFEHS NG oz, NV LA TFRD

ACTH 3 HIERR D 1CsofBld 0.2nM Tdp iz

8)Hofland LJ. et al., Eur J Endocrinol. 2005; 152 (4) : 645-54.(20180071)
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8) Bl EENMAKILE VREKILE VAR TERE N ACTHRY
L FIARFOVRBICHT BMFER Gy >

Vil &I M Serague-Dawley S w M (CBE EEBBIENK) . /N LA F RO, 3. 10ug/kg) . XIFAF T F FR
(10pg/kg) ZESARMNIR 5 L. 1 BSRI%(CEIS R B R0 L E V)L E Y (CRH) (0.5ug/kg) ZE8iRMIR S LT
ACTHRUDLF IRT OV Db ZEFEFR U, BEFNBELZE XV EY)ICFHE g 2z, CRHILE 60 DEINS
120 9% F TOMMILEYDIMFETRED AUCZEH U,

CRHTHEHUIACTHRODLFIOZRT OV U, /S UFFRIF IR 10ug/kg DIRSET. ACTHZ

FNZFNA5E3% RO 51E£2% B EITHIHIUE (0=0.015. Dunn D ELLEIRT) . / VA FRIE 3ug/kg D

RE5ETIILFIRT OV E A3L5%EFRICHIFH U (p<0.05. Dunn DX EHEIRTE) . —/. AT NUA

FR10ug/kg&5lE. ACTHD W, JILFIARXFTOVDMDVITNICHOERIGEEZNIFIBM S,

AUC
®’5E
ACTH (ng * min/mL) JJLFIRFOY (Ug - min/mL)
eSO 20.18%+3.20 36.87+4.37
ISULUAFR 1pg/kg 23.23+7.23 30.41£4.21
INYLUAFR 3ug/kg 11.00+1.46* 21.14+1.80*
ISYUAFR  10ug/kg 9.86%1.03* 26.85+5.68
FINUFFR  10ug/kg 13.24+2.89 33.565.62

* p<0.05 vs XIFBEE. Dunn DEZELLEIRTE
FELSE, EFEn=7~8
33)Silva AP. et al., Eur J Endocrinol. 2005: 153(3) :R7-R10.{20180073)
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RZEMHFER RN U SR

[ z2 =125

5 BS8%
SERTEE HERT -
SRR
(DMERICRIE TR )
in vitro 10. 30. 100pM
hERG &} HEK293 $H#3 ICs0>30pM
100uM THERIIESE S M OREIE
BT 0. 0.4, 0.8, 1.6mg/kg (n=4/%¥)
ML,
D, M TUXNU—HR DEAE (DEBE. D) (T3 T BB
(REET) MmBME : 1.6mg/kg
(ERERICRIETHE)
BT 0. 0.8. 1.6. 4mg/kg(n=6/%%)
PRI AE Sk IFRIEE (FIRY. HEHRSE. —ERSS) [CHT3HERL

MmEME  dAmg/kg

(PR RICRIT T RE)

BT 0. 0.4, 1.2. 4. 12mg/kg(n=10/ &%)
RE(TENFH0 TSR 12mg/kg EBXHE. BEREREHETRVENE  BLOBYTE
sHBRE ADETF., BERSHET. RETE. FARSHOMNE. RO

mIEFIE : Amg/kg

hERG : human ether-a-go-go related gene HRER



y,
O
/
2 Bt

1) BEHESSMHHER (YO X, SYH)

NI UFFRETDZSEERC 15mg/kg (. n=3) XU 30mg/kg (S n=3) DFEE (15 %0 30mL/kg) T.
SwhEEERIC 15mg/kg (. n=3) XU 30mg/kg (= n=3) DAE (1520 30mL/kg) CEREIK FMESUIC
EERVADERGSEAIDOMEER (30mg/kgBEDiEN=1). SVhDERSEADUSA (15mg/kg BED I
n=3. 30mg/kg B DU IEE n=3) LIANDZEALFRHSNT . YDX, TvbEDITHIIBOHKIEEF 30mg/kg#8
Tdofz.

3R

2) RiExSSHRR (S, YIb)

REHRSSHHRELT, NYUATFROTH1BNE 20K MESICKIUSYNTRE 268, TILTRE
39 BEDFHBRZERIEUC, Bd. A XD 2BERERSHHFRICOEVT, BRENEEZASNSEEDERE
BENHONETENS. FEFOEEDBYPEEL T ILZEEIRUI,

e BSEIRE
i TSR w58 ESNE
451, n/8¥ [E=et
Suk sl 3nRH 0.3.6 B
TS 20 ARMREEE 1 B e me/body
Swk HHPAP SR 0. 3.125. 6.25 3.125
130 BRMRAER B Pype— mg/body mg/body
It : 0. 0.024. 0.08. 0.24mg/kg/ B
26;38m[E I : 0. 0.008. 0.024. 0.08—
Swhk KT 0.24*mg/kg/ B 0.024
It 20~30 1818 mg/kg/ B
8B iR OR 024mg/kg/ 8
i#: 0. 0.08—0.24*mg/kg/ B
H)L ﬁﬁmw 11BE 0. 5. 30mg/kg 30
HEEEE%3 ~5 1,%5511_&._@%75:5 1@ 9;ER 0. 30mg/kg mg/kg
Sl oE 39;8m 0.0.4. 1.6. 3.2mg/kg/B -
MEEE%‘]- ~6 1 E 1 @ 45@@ 0. 32mg/kg/E mg/kg/EI
MIRSRPTES

TEANOFELLCEF, ESYNTNEAEEDESD . NEAKRIED GH RO EREE . EREDS
BERDDERDON . TIVTIRIMF GHREDRELS TILATVREDRS. TEARIZEOFERMEENN HS
NI, BENDEEEFBHSNBD ofc BRBANDFELLTIE, YILTEMO SBEDRIBD/NEEHER
HESNT, HIEBRNDFELUTIE, YILICHBVTCEIRA R TABINR. RIEEHFHT R CERNUEE
REEEOEQMYEZRSDIc. GBMBENDFELLTE. SvHTRIREEDRA MU RO MEEEE T,
WO N O B B DS MERE DR T RO SN, LJEHRICH T DHELLTIE. SYPDHEBREMTHD
HIERE MU FEIEECHIFHIMEINR LN RO SN,

HAER

Signifor LARkit s

pasireotide



BRI USSR

89

3) EEFEESEHR

1) ZREEER OB IR E COVIHAREAEEICE T 2EHER (S )

WeREDS I (n=25/88) (2, /S LZFFRE0.1. 1.0 %0 10mg/kg/ BORAE (1mL/kg) T. HTIE5E 28 5
BT, SEHIR. RUBIREFET. M TRIE 1455, SEHE. ROER6 BEFTH FRSUEE. D
1.0mg/kg ML E DB TEERDFD RUTNTORBE CERBXGEFBERORBDHRHS N, HD
458 ) V5 X — S [CEAEIF RO SR =,

HRER

2)FE - BRIRFELEICRIT BEER (S, DY)

RSy (n=25/8%) (CBEBBFRENRICBRE LI/ VY LA FRZ 1. 53 10mg/kg/ HDBE (1mL/kg) THEIR
6BNS 17HFE TR MEEUEEE, ZvhdD 10mg/kg/ BEF T, REHINROTRIRINREDEN. £77RERH D
D RUBRAEDFIDHS5N . Flo. 10mg/kg/ BE CIIEREDERDORIBBIIN HON . SR
FHONIEH ol
DY (n=20/ %) (CEFBEERICBBUIL/NY VA FRZ0.05. 1.0X(F5.0mg/kg/ HDBEE (1mL/kg)
THIR7/~20BICE FERSULIEEE. DY FD5mg/kg/HEE TREBYDORT N RENRDS NI,
1.0mg/kg/ B E DB CREAIRINIEN U IR OEN N H SN, 5.0mg/kg/ BB CEFBIEHORS
HERHSNIz, 1.0mg/kg/ B EDEF CIFRRIRAERANERDONIC, Fio. 1.0mg/kg/ B LD CHIERIES
KELDIEN. 5.0mg/kg/ BB CEBRBIENUBKERZE I DM EMDENN HSNIN, BIREERS
[CRDTRNBILEER SN, ESEMIERDSINEN O,

3R

3) HERMRUHERDOFREICET H5HER (V)

RS w N (n=24/ %) [CBEBMEE I BIRUIS S LA FRE 2, 50 10mg/ke/ BOFE (1mL/kg) TR
6ENSHHE 21, 22R(F23BF TR TIRSUEE, SyRDFOROEEYTE5 KR 10me/kg/ B
SR TRT G TSERAIN B 5N, —RIREDZL, BHEEROAREDED LR SBINDEED
FTRTORSETRO SNz, HER, MR, 7705, TR, SRR, M, ROBARCRED
HEFRDS RN F1HATE, TRTORSHTHEDE TP BROSEFEDEE (BN HEEET
DELHEHOER) B HSNT,

HRER
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4) ZDfthDS 1% 5R

1) BG4S (in vitro, Svk)
ERERERAR. ROAREABROSYN (. n=7/8) 2RO IWERBRTRIUZER. LTNORR
BV THRRIFRIETHY, /SYUF F ROZRRAFAE S REAREFFALZRD SNBD T,

HRER

2)HAERE(RDR, Svb)
DN S Y RI T 2w I DR (CBOF1/TgrasH2) (n=25/8f) ZR W\ 2 26 BEH ARG ER. DS vk
(n=50/8) ZAWIz 104 BREN ARMRERICRIUEHALIEER. WITNOHERICOWVLWTH/NYUAFROES
(CREUEBRE N UESEDFEELEEDENIEERHSNBEH DI,

HRER

3) BRI (DY, Sy
INVUZAFRICEKD DY F (n=3/8) [CBIFDERFE M. D53 (n=2/8) ([CHIFTDEZERIEME. /N UAFRERK
MEIFEICRDOTFE (n=9/8%) . Swvh(n=9. 15X 18/ ) [CHIF2HARBMEERSTUIIER. BFFES
B CHholz.

HARER

4)mEsE (S
DSy (n=20/38) ZRV CIBLILEER. B8 CaMMEEEE FROBHESEINIHSN, U/
484 (. BORRR OMEE DL >/ YER) COMIBZEIR FERH SN, 0.8mg/kg/ DR 5B ClaBED U/ $
BRI DB DB SN0 — 5. 1S FROBEICEIFKLH (F—K— LUV RUMMEY 7 =) IgM G
ROHKLH 1gG RSIEVENEZELED T,

HRER

5) &% (in vitro)

In vitro 3T3NRU X 4RE ==L, OECDREHARSA V432 ICEDVTEHI USSR, /S UA FRIC
HEMEFERHSNEHD DT,
HRER
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@ REIDBFERE TICHITIREM

NA7 LS
{RTFHARS
= =z PR AT +
FBR {RTERMF TERRE 4 Esi &R
REARTFHER 5°C HSZANATIL 36:1H 36 1 AFTRE
IREER 25°C/60%RH HSANAT I 618 6 HAFTEE
M= o We— ] 120Elux‘h " — ——
NREMER HSZANALT IV >200W « h/m? HKICHUTETE
SHERIEE : IR, BEYE. TURN YV, BE REE. SE8F
FERSEE
{RTFHAR
= =2 SERAE +
FBR {RTERAF TERRE Y E s &R
REARTEHER 5°C HSZRIUVY 3618 36 hHFTEE
hoREER 25°C/60%RH HSAIUVY 618 6 HAETEE
VA
HRTEMER — HSAIUVY 1205 x-h HKICHUTRTE
=200W +h/m?2

HERIEE (MK, pHL HE. TV, REH
HARER

@ ER LDFE=

1 ERIARFOIE

1.1 AEIDERICH IO TIE. BURWAEZERUICNBOXNEZ#G T 2 Eo

1.2 ARGEHNSTHEBOERADBRNONA P IVFP I I —ZFRAL. ZFEIROBERADERZDBLEDH 309
FRECTHEL. NBYEERICRLTHSITOIE,

1.3 BERADERDELE%Z/\A 7 ILRITEAE. MANTE(CEE T DF T, KFABITIRPHITIRD T &,

1.4 FRFARL. BMBRIEESBICHERIT IS,

2 FRIZSEOFR (92R—I'BR)

2.1 BINARDH /RS U. BEIRAICEIRS LR &,

2.2 FFtHE 20—V AN &,

2.3 SESERNIIFBEERD A ESMAIEERE L. =AmEMORICIFRSURVNTE,

2.4 BEICFEEREICERSL. B—8 U \DERS(FEITDTE,

2.5 RETEA N UMEBARANDIRSZE T DT &,

2.6 FHEHZRA U EE, BEZFACVIDBEDERZHCHEIFEBICHZIRE. BAUZNZ TEHT
e

3 FRIZSEROFR(92R—-ISMR)

3.1 SFEHER M EDFRVELSICBEITIERI DT L,
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#fim

— FUZRI—RL— FSYT— %Eﬁﬁa’ntb\rzyg‘:?‘#—®LAR‘!’
— J4IbL ERFY FERVHEUTLESW,
=mE T == = 1| . e g 1 e
5 (E—IC| A AR IR
*rvF RYBENHUET FHREIC
” S— 498 (205—) N7 VRUSASHREDE
29 =74—"LAR® = 7 - <EH30PHBRICHBLTL
BRERNA 7 IV IH7W75TS (FLI1IEVVYY) 1= r;"zmr;r;“u%f:%[:%brcfﬂa
2ABSRIROERN EENET
. S . S . S

FEE 4B[EICT1 DRSS ORBERAT T RSICRL. SERLIEE L,

N\ N T7ILDFryTFERY. 7
J—ILEBTNATZILDT Lg%z
HnTrEzL,

»Y)

) F1 IV LERYBRVWEIURSY—
PL—{FEDRBEANITIVLT S
FI—-ENATIVDEELICEE.
HFvEVWSENTDHETRETT
SITHUAATLIEE L,
TURI—RL—ZEBEAMICS|E
FF NPT ITTI—H5TU
) A9—R—ZIFFTULTLEE L,

08

| FHRSBRIRTCASNIEIYY
JDFryTERTL. YUYV E
BULBHESNATZILFITI—IC
BOFIF TSN,

TS Iv—=p>KUHUTI.
FROBROLEZ/NA7IVAIC
FEALTLEE L,

| FSVIr—EBU T EEDR
BT HERDNTRICHRETHET.
KELBRICBPHITIE>T TN
(#13072H) . BEDT+HEZSIF
ESIC30ME. BONTHRNE T,

COBETIC, BES AICIFRIBMLID
BRATRHELTHSSONEXLTT,

.

\

\
'Y

= J
EHTERM
(EEHSHA EER)

9
v

0) \O
4N
BE

| YUVIVENAT IV EFEEICL. T

SYIv—ER2KN5 VT . 2N
BYENATILDSIYUYIICIR
FILTLIEE LY,

| YVUVIZEBUBHS NATILT

FFI—DSRBFTLTLREEN,

| YUVIZEELEBNSEEEZR

URIFTLIEE L,

YUY IR TR 1105
BRERDIH. YUY IEFEDIC
FOTREEV. YUV IADES
ZiRE BEBISEHL TS L,

EELWINH OEEREEIER L Z 7
WI— LB THSL. BIRAICE
SEFHUTIREE W, EFIEH
FIABGICHULIOEDAETE
FHUTLEE W, BIRAICIFEFL
BOVTLEET W BETAICER
PLUNABLDENTHS.
SV Yv—%Z—B5|E. MKRHE

RUTVRBWNZ EZTED . MRDERUIIBE 3R OBRGIICE

BHUTLREEL,

HEEXEICEHUTEA—BHANDRSEEIFTILEE W,
XAIBMID BB TEHUL TS W,

XGERBMIRBEBVTLEE L,

ARSI EFoR

S5 T EB LR RDEFEICTBRL IV I%E

RO TH—BBERICLTH 5. 55 EFZRIDBRIIISEHUTIIEE L,

V0 Z 7% —CLAR®IZEERDEPIA D I (TEFT U BEEFLIADERRIN B2 T35 2 WGBS IRAICI3HEXT [SER LN TLIEE W,
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B BRVLEDES

MEIXS : B, WS EEER
AR-EEIEDIAZICIIERT L

AR 35

B R IRBEET. 2~8CICRTF

B 2&

2T 74— LAR BiiERAFYH10mg:

TINAT7 )V [EADER 2mL (U Y) . NATZIVT7 ST TSI — 1 {@i7RT]
YT = 74— LARERERF Y 20mg:

1TINA TV ERSER 2mL (U Y)  NATZIVT7 ST TI— 1 @7R]
2T Z7%— LAR BhiERAF+ v 30mg:

TINAT7 )V [ERDECR 2mL (U Y) . NATZIVT ST TI— 1 @iR1d]
9= 74— LARERERF Y 40mg :

TINA7 )V [ERDECR 2mL (U Y)  NATZIVT ST TI— 1 @iR1T]
97 = 74— LARBEERF v 60mg

TINA7 )V [ERDEUR 2mL (U Y)  NATZIVT ST TI— 1 @]

H ELERH

ERBS !
T Z 04— CLAR®EREAF VS 10mg  23000AMX00453000
T Z 04— CLAR®EEAFYH20mg  22800AMX00677000
DT Z 74 —CLARPEERAF YA 30mg  23000AMX00454000
VT Z 74 —CLARPEERAF YA 40mg  22800AMX00678000
VT Z 74 —CLARPEERAFYE60mg  22800AMX00679000
RERFTARFEARD : > 7 Z 75— LAR®EERF YN 10mg. 30mg 2018F3H23H
3T Z 4 —CLAR®FhiERF v 20mg. 40mg. 60mg 20164 9828H
BEEENEHERD ¥ = 7 — “LARCEHEAF VL 10mg. 30mg 2018488298
3T Z 04— CLAR®BhiERF v 20mg. 40mg. 60mg 2016411 818H
BRFERIMRER 1 0 Z 04— CLAR®EERAF b 10mg. 30mg 20184878
2T Z 74— CLARYEERF VS 20mg. 40mg. 60mg 2016128
BEEHRE TER  EREXNE - TEAMEAE 2024F9827H(8%%)
IvI % 2028F3H22H(1045)
EEARM ERERURAVEIESBEZRED L. BUICERIT DL,
(OwIV TRy
EARNTOBRIEFNEH TRONTNDTEND, BERTE. —EHDIESICHRDT —IHERS
N2FCTOEIE. 2AEAZRRIMERANEREZERT DK, FRIEABREDERIFHRZIE
EITEEDIC FEDZEMNOBMMEICET 2T —9ZRHINEL., ARIDOBEIEFRICHER
BEZHEU L,
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2)Bruns C. et al,, Eur J Endocrinol. 2002 ; 146 (5) : 707-16.(20160593)
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21)#REHR 1 in vitro lRFEEM (20160585)
22) HRER SV RIR—F —(CKDin vitro &z (20160586)
23) #RER  BHNS 2 AR—9 —FEZE (in vitro) (20160692)
24) HNER  EBIAH NS Y AR—9 —BEE (in vitro) (20160693)
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20) HANER  BIAEREE(CH(T2EYBIAE (B2126575) (20160588) (ARISEHHER)
)
)

12
13
14
15
16
17
18
19

27)Kornberger R. et al., J Clin Pharmacol. 2014 ;54 (11) : 1263-71.(20160589) (FERHFEHME})
28) #HAER DBRICKH T D5 E (B21255#58) (20160590) (FEREFEHHE R

29) Cuevas-Ramos D. et al., J Mol Endocrinol. 2014 ;52 (3) : R223-40.

30) Schmid HA. et al., Neuroendocrinology. 2004 ; 80 (suppl 1) : 47-50.(20160697)

3N HWER  BERTFNRILVEYDIMETRECH T 2HE (Svh) (20160687)
32) HARER : GHR U IGF-1 23EIER (5w i) (20160594]
33)Silva AP. et al., Eur J Endocrinol. 2005 :153(3), R7-R10.(20180073)

Signifor LAR'Kit s

pasireotide



Rieirors KBNS BN UEH aumrseso)

95

H RERGEEDRKRBITBITBRUIERR @aEReess)

RHEARSE
LIS T - LT - P I—R - Do) SUBRAR
T102-0082 HREFLTFAHX—ZFL10-2 —FETME)L 2 F&

LIS T - LT - P I—R - Do) SUBRAR
T102-0082 HREFLTFAHX—ZFL10-2 —FETME)L 2 FE

SEVLWEhERERDO

03-4510-2922

2AEE B~% 9:00~17:00
(HEERU S AREZRRS)
https://www.recordatirarediseases.com/ja

AEM I EEAEREDN G IERIESICRAT 2/ EREME] [CAIVERL TV T,



p
:>><>

Bssa BBLTLRWVKRER (37) EELTLRVERE (B)
3T3NRU 3T3Neutral Red Uptake phototoxicity test | Blb/c 3T3#i3 (¥ ARSI (CLDZa2—r)b
HE MR L RER A S R
AcroQolL acromegaly quality of life -
ACTH Adrenocorticotropic hormone BIBRERHTILEY
ALT alanine aminotransferase PISZVUTPZ/NSVRTIS—E
ANCOVA | analysis of covariance HOBDH
ANOVA analysis of variance BT
AST aspartate aminotransferase FPANSFUBEPZ/ NIV TTS—F
AtT20 AtT-20 cells(clone D16-16) N TNEREMERALT20
area under the drug plasma (serum/blood) S (1S / (1) ChsEeyes
AUC concentration-time curve M#E (75 / &) PEYDREIR T EE
area under the drug plasma (serum/blood) 95 (3 /s sty e _~
AUCO—t Concentration'time curve (tlme O to t) JID7J< (m]/ﬁ /JID/&) qJ%%/}EE‘BEﬁ—F@E (H§FEﬁ O t)
AUC area under the drug plasma (serum/blood) 088 (5% / [037%) ey e R (O~ SRRk
" concentration-time curve (time 0 to infinity) S T
area under the drug plasma (serum/blood) S (TS 7 TS o S = (O SieE
AUClast concentration-time curve (time O to the last %iﬁﬁgﬁ/”ﬂ"” PRUREHE TEMR (O~BiER
measurable concentration sampling time) R
BCRP Breast Cancer Resistance Protein FLEmMy > /o8
BMI body mass index #sieR (tAEKg/ (BEmM) 2
BSEP Bile Salt Export Pump -
CAMP cyclic adenosine monophosphate BR7 T/ V- VEE
CAS crossover analysis set J0ORA —N\—FEAT R RED
CCL#mRz centrocyte-like cell ey il REEEME i)
%CH]';,;)['K” Chinese Hamster Ovary[-K1] cell FrA Z—ZNLAY — ISR
Cl confidence interval SR
CK creatine kinase IUFPFUFF—F
CL/F apparent clearance BMNFDIU7 A
maximal drug plasma (serum/blood) o (i s
Crmax concentration REMENERE
CMH Cochran-Mantel-Haenszel -
CV-1 in Origin with SV40 (Simian virus 40)
COS #fika transformed African green monkey kidney | SV40(CRWUEEEIRUIZZ 7UAZRUY) LBl
cell
CPK creatine phosphokinase IUTPFURARFF—E
CRH corticotropin releasing hormone BIBRERENLEVRERILEY
CTCAE Eyemn?on Terminology Criteria for Adverse AEES RS
trough drug plasma (serum/blood) — & (s /s Su——
Ctrough concentration NS B IMEE (M5 / MR) PEYRE
CYpP cytochrome P ThJOALP
ECso half maximal(50%) effective concentration | 50%&EE
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B
eGFR
ELISA
FAS
GCP
GGT
GH
GHRH
HbA1c
HEK #HA
hERG
HPRT
ICs0
IDso

1
[m]

anl

IGF-1

lgeG
IgM
KLH
KPS
LAR

LC-MS/MS
LOCF
MedDRA

MID
MRP
mUFC
NCI
OAT
OATP
OoCT
OGTT
OR
P-gp
QoL

QTR

97

BELTLRWRIR (59)
estimated glomerular filtration rate
enzyme-linked immunosorbent assay
full analysis set
Good Clinical Practice
gamma-glutamyltransferase
Growth Hormone
Growth Hormone-Releasing Hormone
hemoglobin A1c
Human Embryonic Kidney cell
human ether-a-go-go related gene
hypoxanthine phosphoribosyltransferase
half maximal (50%) inhibitory concentration
dose leading to 50% inhibiting

Insulin-like Growth Factor-1

immunoglobulin G
immunoglobulin M

Keyhole Limpet Hemocyanin
Karnofsky performance status
long acting release

liquid chromatography-tandem mass
spectrometry

last observation carried forward

Medical Dictionary for Regulatory Activities
ICH

minimal important difference

multidrug resistance associated protein
mean urinary free cortisol

National Cancer Institute

organic anion transporter

organic anion transporting polypeptide
organic cation transporter

oral glucose tolerance test

odds ratio

P-glycoprotein

quality of life

prolonged QT interval
QT interval prolongation

EBELTLEWERRR (H)
HERREEBRE
BERBoREAEE
RADEATNRED
RO R ERDERIEDELE
r-FIWIZIWNS VRTS8
MERILEY
WERVEVRERILEY
ANEJOEYVAlC
E SR e B A
human ether-a-go-go Bh&E& LT
ERFTUFURARIRVILNS YR TS5 —F
S50%BHERE
50%HNHIFHE

AV AUV ERBRREF -1
MR - FEBICEEES LU ZD LRETRAEDSNT
W,

eI O07UYG
S 07U M
F—R—=)VURYINE T

RESE R RIIERA

BEIOYNT ST4— -9V T LEBEDH

ERERME

BRERIICELRDH D=
LEIMERES > /08
FYRoERE L TF Y — I
KEEIIH AT

BETP A VNSV AIR—9 —
BT —F NS AR—I—RURTFR
BENFTA VNSV RAIR—T—
BOTRUEERERER

Fv Xt

P-4E5 /N 0E

4EDE

QTR



%
aill
O

QTcl
RH
RIA
SAF
SC
SD
SE

sIGF-1

SRIF
SSA
sstr
Tin2
TdP
Tg.rasH2

NIR
Tmax

UGT1TA1

ULN

BELTVRWVRIR (&)
QT individualized correction
relative humidity
radio immuno assay
safety analysis population
subcutaneous injection
standard deviation
standard error

standardized IGF-1

somatotropin release inhibiting factor
somatostatin analogues

somatostatin receptor

elimination half life

Torsades de pointes

mice carrying a human prototype c-Ha-ras
gene

time to reach the maximum drug plasma
(serum/blood) concentration following drug
administration

Uridine diphosphate
glucuronosyltransferase 1A1

upper limit normal

..
Y/
:>><>

ELTLRBRVERER(E)
HEXHEE
ISR AIE
TR RER
B THRS
T RE
1B

REEEUIZ IGF-1
ANETDsIGF-1E=IGF-1 AIFEE / HRIR U EF &R D
BHEE LR (ULN)

mENILVEVREINHEEF
VYYNRIFFFOT
VYRNRSFURE K
SHRHHEA

M ABELF [c-Ha-ras] BAY IR
REMER (IE / MR) PEYREELERE

UDP(DUIVZUVER) Z)Lo 0O BEmisEEsR 1A1
BB LR
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