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FI2LV7FUroMREETHDLZ b, RFIOHERH&EIX, 200% & (BHEOHAE
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L7233 - T, HbAlc K F O RZNEEZ R HEIL, AAID 200% & (FHHEOHE 0.04 mg/kg.,
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BTN, mEIERFSE A h I L7 CTHR G- 3 » A%RURERE 5 » A% £ TlTik, %455
~62 mg/dL KON 51~204 mg/dL (24K F L7z, JEG] C O FHEARIGIZ 8 581 59 mg/dL & JL#E
il (150 mg/dL) WTH Y, &5 3 » H%LIEERE 5 » A%IZH 46~77 mg/dL & FEAEEN T
HeRs L7z, JEF D O PEIERG I3 5-AT 180 mg/dL & FEHEE L v EEZ R L, &5 3 » 1%L
Mefe 55 5 A1£121%, 83~382 mg/dL O] THERE L 7=,
L7zh o T, RFOHHEREIR N ORERSREZ RTHEZ, AFO 200% 8 (BHEOGHE
0.04 mg/kg, ZPEDOEE 18 FEAM TI% 0.06 mg/kg, 18 mLL E Tl 0.08 mg/kg) Th 5D L#fe
gani,
LAEMIZONTIE, AFID 0.01~0.08 mg/kg % 20 G L& 2 A, BRI LZRIEMIZ
B G HE . BF0R M OWEBIE 34 2 1, ITBSESE B, S, KA B RR IC 81T DR o 7o ik,
IRMAERE ., F2 K OMERRE 1 HIIED bitlz, WINHRETHY | BRE LI-HE TR
FRIEZR N & LT,



2) HIED R ERRAL
ERI R (KUTR-003-1) Tldk, AR ZENZEMRESRE 4 0ic, BEORE=2TT74 7T
VAEBFBLTC, 1 H 1EEF&REG Lz EOAROEDERE Lz, ok, ARBix,
HE G35 FEMEZ & D70, BOK FEHFEFET 250 CHEE Lz, TORE. A
SE e OVZ2 B ME DS RS STz,
—J7, EAFERE (KUTR-003-1) (24617 L C % S V- iR prsE (KUTR-003-0) Tix, H
RN DRENIERE B 2 X RICARFZ 1 B 2 BISEIR FEE L, 55 1 F%UBEEAKO 1A
WG EZETET 1 H 1 EKETRE Lo, AAFREHLE 1 8% (R50E 12 » Atk) KR
DAl &5 2 45 H Ofl & el U725 5, HbAlc 1%, %512 % H#%KS 0 5.83% (9 ) 75,
5.2 4£ H Tld 5.68~6.52% (4~8 i) OFuPH THER L7, HENIL, #&5 12 » H &R
® 88.7 mg/dL (9 f)) M5, %5 24 H TiX 92.0~122.8 mg/dL (4~8 ) DHEiJH THR L
77
UL EDORERN G, KA (200%F) @ 1 A 1 EHREERGI1E, A0 1R 2EREICEVELR
7= BRI ZEMGIE B OmbE & O U 70 & Y RIJEOLES R A | 1 ZITHERFC& 5 Z L2
BINT, B, AFEFROFBIRIT1IH 2EFS & 1 H 1AL EORICKE 221350
ST, BWERG 1 H 2EEE LT H 1EERSG TRERNELS 2D L3 Rmhotz,

EROFRRND, BEORE2 T T4 7 ARG QOL 2B E L T, AFOHEL, M1 H 1
[ml) &REE L7z,

4. RERUVBEICEHET HIE

1. RZRUVARICEET HFE
PER R OB DR G BIIUT DO LB TH 5,

PH A MEFF i
Bk 0.02 mg/kg 0.04 mg/kg
ot (18 pkAT) 0.03 mg/kg 0.06 mg/kg
Mt (18 Wil k) 0.04 mg/kg 0.08 mg/kg




. EREKRAR

Q)

BRRRT — 2 /v ir—o

®V—1 BET—E2N\YH—
AR X Sy x5 EhE | AE | etk | FEpEhiE R
PANESDN W B B 1 FE AR 53R
B fREERERR A 125 i R © © (LEPT-0121)
LR SRELA % 1R T 53
- N _ o v
fat ek A 256 4l A © © (LEPT-0272)
% Rifi 38R R HAN
(KUTR-003-1) NE NG ZEHEiE B 4 1 A © © ©
[NZR0 R HAN _
(KUTR-003-0) RENG ZEAERE B 11 1 A © ©
e R B HAA B o o B BT # 5O RNV S
(KUTR-003-2) | fhfi4&ii s 12 O FEAM
NIH &R PANESDN " _
(1265,7200769) N NhZEEIE B 55 # K © ©
Amylin #EEERRER | SMELA o B N
(FHA101) WG 10 p | ©
Amylin fAERCKEZKGRHFEE
AR E® | SMEA e B o B B 1SS 76 DR ERFE %
(ISS) s B 1072 1) ’tgr L LTz BB RS Dtk
P
O : ifHmEE. O : 2EEE, — IS L ITEHMEOx 4 &3

NIH ; National Institute of Health : >K[E E 742 FT

(2) ERPREEIZFHER

% 1 M TR 55 (LEPT-0272)

)

(4)

fEFERL A 96 Bl &2 %512, A L L7 F o 5mg/mL iE#%Z 0.01%, 0.03, 0.1%, 0.3% mg/kg/H .
XiEA L L7 TF 20 mg/mL A& 0.8 mg/kg/ B* 1 B 1Bl 24 B TH 5 L7/ 5.
5 mg/mL {&AITD 0.01%~0.3% mg/kg/H DR TFHEEOAEMITIRIE CTH o7z, Lo,
20 mg/mL A TD 0.3 mglkg/ H* DR TG, KIEZ T 2 7B ORBENF < |
BEMETBAFClX o7z,
7o, T - BELBERITIRO bR AN I MEANCLET—4) .
R 81 Bl A b L L' F o b mg/mL kAl % 0.3, 1.0, 2.0 mg/kg/H™ K& 24 @M £
BTG L72f5 5, 0.83~2.0 mg/kg/ H ¥ OFEHER FTHGOIEMIIRIGFTH - T,
AL SO S G- B Em LA EFR ThH o T,
7o, BT - BELBERITIRO bR A7 I MEANCLET—4) .

% KRAMVHEE - HE (TV.3.(1) MIEROHEOMHL OEEMR)

RERGRRRR
UE R L
AT

1) B3R ER

A ER R L



2) REMHER
8 R (KUTR-003-2)
EWNOEMFEEER (KUTR-003-1) & OEGRAFE (KUTR-003-0) % 2efTatBh e L, A%
kP 5 S 7o MR G M B 12 4 (=R EE55 (KUTR-003-1) 4 41, EERAFFE (KUTR-
003-0) 8 fil) &Rz, AFIORMLEER CEMAIEEZRFT Lz, BEREIT, TR
Tk G SR EFETH - T,
LAV S5 12 B, BIERIX 8 6 (66.7%) 12 20 a8 bz, BIERAIZ. JEMN
2 5 2 i ARIMAERE S O34 1 61 2 4, SWREEAR . BORMFLERME, (RALIED E v, BN
R, S, SR, 2. RNV G R, s, ESHNIRE . IEREALAUS ., T
RERRAS B BB R O B 4T3 % 161 1 4588 DAL, BIEF OB IX T R TRE Th o 7=
Fo, L - EERRWERIZRO N7
HbAlc. MBHE. RV ZUtETA RROA R U DHATRBRBIIERT)N D DRIV A AT
L7z, AFO1TH1REIE1 A 2REFEEICEY ., GEDEDNEIICOI VL2 &0
5. AFIOEHHE 5B B AMEN RS Sz 2]
¥ ERRAMAE - R (TV.3. () AL OHBOMD OESR)
(5) £FE - REAHR
MER R L
(6) AmAIER
1) FEAERE (—RERARERE. FEFEARERE. ERABELRAT) | RiERTE
T—AR—FE. HERTERERABRONE
Y LR
2) RRBEFHLLTERFEONBRIIERLI-RAZE - REBROBE
ARRGMHIC DX | MERGER., —EROEMIRL T — 2 NEEIN D £ TOMIL, 25
FEDI 2 56t G Aol FH SRR R A & FE 3 5

X [ENTOIRBIEGI A D TIRONTWD Z L, BUERER, —EROIEFIIED T — 2 NERMEN D
ETOMIE, ERGIER 2 RITME AR E 2 i 2 2 LIk AREHBE OB RIEREITES
D L& BT, KHNOZEMER AT 57 — 2 2 RIWNTIUE L. K| O E R I 0B R 4
Loz L,



(7 =0tk
1) EAEERE (KUTR-003-1)

[E N O AENZEMRIE B 4 1 &2 6512, AA] (0.01%~0.08 mg/kg) # 1 A 1[0 5 » ARER KT
#5.L7=& &0 HbAle (JDSTE) . MU 27Vt TF4 FOKRE(ERV —2 1277, HbAlce it
BHENHEANT N TOEF TR T Lz, FY 2 U T4 Fo&EGRNCHS, EFEETERTLE
23, JER] No.4 TIEEIEKREAT vaA FREEIZEIY —IFaZ EH- L7z, 7ok, JEH] No.3 135
At & BICIEFE Th o7z, Fo, BERFTBRIEL O (OUL) @l MLIE TGRS AP G- B da i
NHRE SN 3HIORE T, BEHRME 2 » AUNICFINLLIBEEROEEN T IE ST,
RIVERIT 4 B9 4 BICREL L7, ERRWERIT, REEE, TEEK OBRENEA 26 Th o7,
F7o. L - BEARIERITRD bhienotz Bl

X AGRAMVAYE - HE (TV.3.(1) AIEROHEOHS OEZR)

®V—2 EMEEAE (KUTR-003-1) TO HAlc R MY ST YtS54 FOBRKEL

SiE: f51) - HbAlc (%) (JDS f&) N Z U274 K (mg/dL)
No. i BhHAT | 3xH | 4»H |54 A | &5A1 | 3»H | 44H | 54 A
1 187 | 8.6 5.5 4.8 4.8 210 55 55 62
2 235k | 7.7 5.6 5.9 6.4 246 51 144 204
3 115% | 58" 5.1 5.1 5.4 59 46 60 77
4 6% | 5.8 5.0 5.1 5.2 180 83 131 382
T BERFFIZIE HbAle=6.1

2) EEENIZE (KUTR-003-0)

EWNOIENZENE SRS 11 #2550, A (0.01%~0.08 mg/kg) % 1 B 2 [A*253E L,
12 » HEGE H B F&E5- L= & & @ HbAle (JDS fili. ) . MU Z VBT A4 K (EBIE)
DAL RV —3 1R T, AFIRGIZE Y, HbAlc 35 1 » A%1S, RV ZUE T4
Nid#5 2 » AP LAEBICIKT L, %512 » A E T L,
FIVEFI B IX 54.5% (6/11 ) Th-ovo, FIMEAIZ. HEFEARIG 54.5% (6/11 #) T
bot, £, L - EEARERITRD bhienoiz U

X AKFRAVAE - R (TV.3.() FEROHEOHH] OESR)

&V —3 FREKBAZ (KUTR-003-0) T HbAlc RU R TV +E5 4 FOEREIL

- HbAlc (%) (JDS f&)
511 1% H 2 5 H 4 5 H 6 » H 8 % H 12 % A
(ks 11 11 10 10 9 9 9
FEIE 8.74 6.47* 5.85* 6.01* 5.84* 5.89* 5.83*
IRERA A 0.62 0.24 0.23 0.41 0.21 0.24 0.31
. N Z7UE7 14K (mg/dL)
51l 1% H 2% A 4% A 6 % A 8 # A 12 % A
B3 11 11 11 10 9 9 9
FEIE 395.4 164.0 105.5* 102.2* 103.9* 100.4* 88.7*
FEHERRE 185.9 49.5 25.1 16.4 20.2 21.9 13.4

* :p<0.05 RHEDOH D t RE : B 5-HIE & D)



k. ENOENZEMHERE 11 G105 6, 7—% 1y M7 AR E Tk b- S iz 8
D fe&FHEE R T D HbAlc,

N Z VT4 RORBEEEREV —4 1 4]

£V —4 EEERTFE (KUTR-003-0) TDO HbAlc RU Y ST E5 4 FOERE(L
(B 5 Rk U FTMmE)

JEG 1 | ER 2 | JEG] 3 | JEG] 4 | JFEG 5 | JEB] 6 | JEB] 7 | JEH] 8
HbAlc (%) 5 10.0 | 10.3 | 8.8 7.9 6.8 8.6 5.1 6.7
(JDS i) BACEHERET | 5.7%1| 12.1%2 4.7%2| 5.1%3| 6.4%4| 5.8%| 5.0%6| 5.4%7
NV ZUETA K 57 1941 115 | 1246 | 89 227 | 220 61
(mg/dL) BT | 10671 8272 | 158%2| 166%3| 4474 | 52%5 | 87%6 | 70%7

(8 i)

E: T—4%F v b4 7 BRIOREHIE
# . BRFHERROR SERMBAER (#1948 12 v H, #2;94H6 v A, #3 ;84865 A,
H4;7FH 127 H, #5;6FH6 7 A, #6;3FH6 v H, #7;2FH6»H)

3) NIH Eik#Er (1265,,200769)
KIE D REILZEREE BE 54 Bl & xRz, AAl (0.01%~0.08 mg/kg) % 1 H 2 [BEI53H*,
H 10812 » AREH TG L7z & &0 HbAle (NGSP i, SEHfE) . U Z UETIA4 K (F
BIflE) OREFELERV —5 1R T, AFIFEEGIZL Y, HbAle (NGSP fE, FHfE) KO HY
774 R CEYE) 13&GRIEX VKT L,
RIPERFEBISEEE X 30.9% (17/55 f5l) Toh o7z, ERBNWEMIL, MRMBEE & O 57 234 10.9%
(6/65 i) | WEIE 7.3% (4/55 f5) | RERD 5.5% (3/55#1) ThH o7z,
HEARRIERIL, 26 (@ifE, FREH) Thor Bl BMEANCLET—%) |

%K

1

S L - R (TV.3.(D) HER RO OESH)

F&V-—5 NIHERERHER (1265.7200769) TO HbAlc R YT+t 5 14 FOBERE(L

- HbAlc (%) (NGSP {#) FUZUtT74 K (mg/dL)
Bh5A1 | 44H | 8»H |12 H | 501 | 45H | 8xH |12 4
(ks 54 40 41 38 54 40 42 39
I E 8.49 7.25 6.91 7.03 1185 489 391 349
IEAERRE 0.29 0.28 0.25 0.27 317 150 92 62




VI. ZEXhZEEICRIT 5IEH

1. XEZHICEEHLLEVRITELEHH
A EaEme L

2. EEEM

(1) ERERGL - 1 FRHERE
BERTCm U 7V v T A RifE, FERGIF 2 8 & 9 D BE N ZE6EE i, AR O L K Y
M rrFrorzin@obong B0 vrF o3 B E  SmMEN5FLEL Th
D, v UAKNT v MW BRT, BEIMH, = —HETUE, XY VST
H, EEAHTEZ L7206 L, R SUIRERBIC B W TEERERZ R L TnD Z &R
FBEN TG BB X R LTFFude L7 F oo N KRB AT A= 0P 1B
Ni-@a -z e s L7 FUoRBITH D,

(2) EEEMTIHBRAAE
AR L

() YEFRIRRFME - FrfubsfE
AR L



VI. EMEREICEY 5EE

1. mAREDHTR

(1) AELEMNGLPRE
BRI L

(2) ERRABRCTHRRIN-IDRE
HERHZEMEIE RS 4 Bl A R L L7 T2 (0.01%~0.08 mg/kg) Z# 1 A 1[RIKER F&5L-E
X OFEMENE T A —H 2R VI—1 TR T, el P L7FRECIE, RNERELTF L
ARNLLTFonaEhns Bl

RVI—1 EVBRB/NFA—45

JEF | PER B8 Cmax Tmax AUCo- T,z CL/F
No. | v | (mg/kg) (ng/mL) (hr) (ng hr/mL) (hr) (L/hr/kg)
i 0.02 %D % 6.5 3.8 84.98 14.7 0.235
L [ 0.04 ™2 12.5 2.8 181.8 7.47 | 0.220
0.08 3 134 6.0 1541 4.45 | 0.0519
i 0.02 v ¥ 19.8 1.8 193.9 8.07 | 0.103
2 |93 (104‘%2 133 1.8 1029 5.28 | 0.0389
0.08 3 241 3.9 3385 11.3 0.0236
" 0015%D * 6.3 1.9 53.56 16.1 0.280
3 |11 % 0.03 2 18.4 2.0 125.2 11.5 0.240
0.06 3 70.4 2.8 546.7 8.43 | 0.110
- 0.01 v * 3.2 1.1 37.23 17.9 0.269
4 éﬁ% 0.02 *2 14.2 2.9 204.9 17.2 0.0976
71 0.04 36.4 5.8 582.6 23.3 0.0687

WEE: FOFA L7 vk

H 1) B58G0D 4 8% E TCORGE (BHRAE 4 BRE TORR)

H2) B5 4 %ML SHEKETOHREGE (REEBETH 4 B TORER)
H3) H5 8HEND 20 % E COREGE (BEHEEETH 12 HIFS TORR)
Cmax . %%Jﬁlqﬂ(%ﬁ

Trmax : ¢ 8 T 1L HH 28 281 33 4 P

AUCo- : #5-MSRFER R £ T oo i p i B - i g F s

T2,z : FEARFENY SAR 3

CLIF : i DEHE 7 VT T %

X KEAMHE - R (TV.3. (D) EROCHEOEH] DOEBH)

(3) ik
LR L

) BE - HEEOHE
A E R L

2. EMEEHRN/S X —%
(1) B
LR L
(2) AR
AR L



() HREREEH
R L
@ PITFIUR
[FVI—1 HHERE ST X —H ] B
(6) D MBER
BRI L
(6) Zoith
MR L
3. B&EM (REaL—ay) @
(1) fE#FA*
MR L
(2) IS A—BEHER
MR L
4. WU
NAFTRAFTEYF ¢
NAFT ATV T 4 R/ T 5700 ORBRITFEM L TR0V SAE AR ALZ A R
L LT 0.3~3.0% mglkg/ A ZFARANE S IR TG LIZ i BRORE R, Mktiy 1 47
XA ZEVT 4130 94% Th 5 L HEE S LTz,
X% ARAVRE - AR (TV. 3. (D) AEEROHEOH] OESR)
5. %%
(1) Mm% — KB E
MR L
(2) mik—RaAREEPTE R
LM ERR L
Q) EA~DBITHE
M ERR L
(z &)
MVIL 6. (6) #=FLim) DS
4) BER~DFBITIHE
MR L
(6) ZDHhDIEBADIEITIE
MR L
(6) MIFEAHESE
MR L



6. R#
(1) RHEERLLE PR

ZEER e L

(2) REIEAET H8HE CPHF) DHFiE. FE5X
ZEER e L

Q) FEEANROEERVEDES
EER R L

@) KEDOFBEOERERVENLL., FHELE
EER R L

7. BEitd

~ U ZZHEFRN G LT — 2006 AANTTICBE OHtS D 2 LAVRmBE T
% 1OL TV 6. (2) BbkhEmEBE ) OHEBH)

8. FIUVRKR—E—IZET SRR
EER R L

9. BMFICLHBREE
EEER L

10. BEDEREFIHBE
EER R L

11. £0ith
EEER L



I. &% (FREOIESE) ICEHYT 5IEH
1. EERB LT DOERH
BREIN TR

2. EEREFLETDEH

2. & mw%%nm&#uau:a)
ARFN DKy WHEUE D REEE D & 2 BH

(g &)
AHN DO U TEBUEDRERER & 256, FREGICL ) BERRBBIENH O D Z &
N5,

3. MEERIHRICEES SR EEDEH

'V. 2. BEESUIRICBEE T HER] 2203252 &,
4 RERUVAERICEET5IELTOER

(V. 4. HIEAOHEICBEESDER] 22075 2 &,

5. EELGERNIR L TDEA

8. EELEAXMIEE
8.1 MpAMEARRERICI W T, R &Um%)7)t74%mﬁ®%ﬁfm%é$%T AHA
DZEROH LRI NEE T L ORERH D, BHEEFILTLLEITIE. BT 5
HEDOKTR, B ~OEIRSEOERE 0T 8lE2 L, R mgﬁé@kﬁE:ﬁéz
Eo Flo, M RNV 7V T4 FOHBREZEILET L5 L L HIC, BLEIDS U TIEEREFIER
FIEOF M H 2 WITHERES 2175 2 &, [9.1.2 2]
(gt 1)
HIMERRBRICB W T, ER KON Y 77U 854 FIEDOBEERED & 5 B35 T, KFNDZERD
FIERICBMEFER DR X 72 2 EnHE I T s,
JERFZEMHERE TIX, HELWE MU 7V T4 RiE FRZ R Y 7Y & F 4 R 1000 mg/dL %
Mz O%E) LDl enb0, HETEFRICHELLIENOH 2 AMFRITHRE LTV E SN
TV L RKFFEHIZE ST R Z7 U T A ROETARRD SNAUTAVERER D U 2 7 A
SNDAREMEN D BN, AF| OB G2 T 5551203, @Y 7V 874 RIEOFREZIZ .,
PR EES ZENEETHD, LERS>T, ZINLOBEROH 25 BE TAK OG- %24 1k
THEAIL. Fifid 2 EE O, i~ RHER 72 & ORERER OIERICEE L, thr [ChE
T HREEEIIT) Z &, MO EERBOTLEAEIE, M H D WIRIRF OREEEE (—krIIC
TIT—BERET DI ENZVR, BRFEEORW I N—BORR T I 7 —EollENEE
L) ZHIE L TREICZIT 2 BERH Y, Z0%, APEEANEDNTBAI1E, MRS
V@ECT%éwiNmPT%ﬁ% BRI DT RO EE D MNENH B 12 Fim | AKH
OG- EHRIETAGAICIE, P N 774 ROWBEZEBLZET L L LI, WEIZSUTE
Eﬂﬁﬁﬁ%ﬁ@&ﬁ%%%éwiﬁgﬁm%ﬁi;&o




BB &M 7V TA FEEZAT 2 8E TIINERPEBELZ T, VI—EBLOT7IT7—F
WEFLARNZE b D70, EEALETH S 12103])

8.2 ARAIOFHEHIZHT-»> TiL, BE R OZEDFHE UAKHUHE R & N OXFLITHEIZ O
THomBHT 2L, BIRRRICBWT, 42U CRIZ G0 L2 SA IR E 2 s
EnTWwWb, [9.1.3, 10.2 ]

(e )

G BERERFEBL 5 2 FAR AR IOE & LT, AAIZ B 5T 2381011, BEROEOFIE
3 LTSI 2 OISR SV TR 5 = &, IRIBBER & LTIk, —ih)
oL BT RSB AEL B, AREVEIEE, R, B, FEOSBAGARDONG, ©
D X5 RIERN D b DR B AT, WA SDRBEERT 57 L EWORRLETTD 2 &, W
RABRICBNT, A v 2 U I DR LIS A AR T A s S T U5,

8.3 IRKIMEAE = TBENNH LD T, FEEE., AEIEOERZEIIERT L CWHEFICK
H43 L X IFETH L,

(i &)
ENAMEAR BRI Z B W) TIRMLFE A A STV D, AT RS, B BhE @RS O RS ISR
WEBLIZGE, FHIIORBLBTNNHL0T, HEICKGTHZ L,

8.4 ENIZHEIE DB @ LIZERI O b & TIRIRZ1TH 2 &,

(fig  #0)
AFNC X H1EEIL. EBVERIEDIRRICKEBA LI-EMOL & T2 EN-EBEITHF L TITH 2
&o

8.5 EEHCERZ1T I HAIL. BAITHRGIEMOLERBEFTSTIEOREEZ1TH 2 &,

8.5.1 HOHREDHEMIZOWTIX, EMNZDOZLYMAEBICHRF L, +0RBEIH2EE
fi L7-t%, BEHAOHMRICKGTE L2 L el L LT EMOFHFEDH & THE
T &, T, WG T OROBENEEREET 5 2 L, WK, AFNZ L DRI
MBgEDLNDHERH OGOk AN 2551213, EbICHORGZzPIESE 572 E
WYL EZATH Z L,

8.5.2 fEMBEADIESEH D VIFTER G Z M L2V L ) ICBFICEREERT Z &,

8.5.3 TN TORBDOLZERFEFFEIOWTHRELMIET 5 2 L, FFRRC, HEHEAOE
K OER G E BT DR ERMET 2 L REE L,

8.5.4 fETH CIERNZ1T AN, AFIO MEEH CEHRUHAE] 2475k ST+ 5 2
&

(fg &)
AF e ETH CIEN SE L5613, BB ICRGEIEROVLZERBERGIEOREZ1T) 2 L,



8.6 VESMRIARERICIWT, EHEOMKEE GFFHERBAIESR) O o 5% RKMNENZEHME S
FIZ T MIfatE U o B ERE SN TV D, AHAIE ORRBERIZIAH TH 525, T Mflat:V
CANEEORBUIIEET 52 L, [9.1.1 B

(fiF &)

MR RBR I B\ T % RIERRIZEMIE B SRR 2 % 5 L7350, T ek U > RS

HINTWD, BIERNT, AAIEGRTE 0 AR EREAIER S | U v SRR R A AT 5 AT

REMER B o7z, AFIE T MkaME D > /S8 & ORRBIFRIZI D 2Tl Ay, T Mfark ) o S

DOFRBUITEETHZ &,

6. REDEREHI HBEICHT IR
(1) &HHE - BEEFOHLEE

9.1 5HHE - BERZDHIHEE
9.1.1 EENMREE (WFHhIKBIES) OHdHEE
[8.6 ]

(fig  #0)

HEANERIRRBR T 3N T IR ERIBVMESE O B O MR B D b A BENT AR Z % 5 L= 5410.
T ffaE ) BN RS SN TWS, BEEOMKETOH2BEIIE, HEICKRETDHZ L,
( TVI. 5. EEARJEAMEE & DOFH 8.6)] OIEESM)

9.1.2 BERRUBE )T ESA FIMEDBEEDHHEE
[8.1 &[]

(fie &)

WEMIE AR BRI Z W T, RAIDZHRO P IEZICBMEHERPEE -2 L BRESN TV D, BER K
OFE b 7V T4 RIVEOERED S 5 BE CTAFIOEG2H I+ 2803, Fii T 2 EEOME
T BB~ DR 72 ERMERER ORERICIER L, 2 I0E T 572 & EEICITY 2 &, (VL
5. EERFANER L T OMHE 8.1 OHEERM)

9.1.3 EMMEER_IEZTNDHAHIUTDEEXILIKE

- FEAHEREN S UIRIB R R4

CORFBARIREE, GUCIREE, AR BFEEL BFEIEO N UIEIFIRE
- L A

CBEEOT L a— VBRI

[8.2 ]

(fi  #)
FERIFIRRICB T 2 —REBREEFHETHDS, INHOEE R EIZRLELE - T2
NhHHZ b, HEIIKRGTLHZ L,



9.2 BHRefEESRE
FICBCHEINE L EZZONAT-0,. BWMHEEREGTABFUNH 5, [16.5 5
]

(fig )
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MYALEPT (metreleptin) for injection is indicated as an adjunct to diet as replacement
therapy to treat the complications of leptin deficiency in patients with congenital or
acquired generalized lipodystrophy.

MEROHE

See Table 1 for the recommended daily dose and maximum recommended daily dose in
adults and pediatric patients.

Based on clinical response (e.g., inadequate metabolic control) or other considerations
(e.g., tolerability issues, excessive weight loss [especially in pediatric patients]),
MYALEPT dosage may be decreased or increased to the maximum dosage listed in
Table 1.

Table 1: MYALEPT Recommended Dosage

Baseline Weight Starting Daily Dose Adjustments | Maximum Daily

Dose (injection volume) | Dose

(injection volume) (injection volume)
Less than or equal to 40 0.06 mg/kg 0.02 mg/kg 0.13 mg/kg
kg(males and females) (0.012 mL/kg) (0.004 mL/kg) (0.026 mL/kg)
Males greater than 40 kg 2.5 mg 1.25 mg (0.25 mL) 10 mg

(0.5 mL) to 2.5 mg (0.5 mL) (2 mL)

Females greater than 5 mg 1.25 mg (0.25 mL) 10 mg
40 kg (1 mL) to 2.5 mg (0.5 mL) (2 mL)

In pediatric patients, small volumes for administration can result in medication errors
when measured incorrectly /see Dosage and Administration (2.3), Adverse Reactions
(6.3)]. Table 2 provides example doses and volumes by weight. For patients using insulin
syringes, the volume conversion is 100 Units/mL.

Table 2: Example Dosing Chart for Patients Less than or Equal to 40 kg

Weight | Starting Dose Dose Adjustment Maximum Dose
5 kg 0.30 mg 0.10 mg 0.65 mg

(0.06 mL or 6 Units) (0.02 mL or 2 Units) (0.13 mL or 13 Units)
10 kg 0.60 mg 0.20 mg 1.3 mg

(0.12 mL or 12 Units) (0.04 mL or 4 Units) (0.26 mL or 26 Units)
15 kg 0.90 mg 0.30 mg 1.95 mg

(0.18 mL or 18 Units) (0.06 mL or 6 Units) (0.39 mL or 39 Units)
20 kg 1.2 mg 0.40 mg 2.6 mg

(0.24 mL or 24 Units) (0.08 mL or 8 Units) (0.52 mL or 52 Units)
25 kg 1.5 mg 0.50 mg 3.25 mg

(0.3 mL or 30 Units) (0.1 mL or 10 Units) (0.65 mL or 65 Units)
30 kg 1.8 mg 0.60 mg 3.9 mg

(0.36 mL or 36 Units) (0.12 mL or 12 Units) | (0.78 mL or 78 Units)
35 kg 2.1 mg 0.70 mg 4.55 mg

(0.42 mL or 42 Units) (0.14 mL or 14 Units) (0.91 mL or 91 Units)
40 kg 2.4 mg 0.80 mg 5.2 mg

(0.48 mL or 48 Units) (0.16 mL or 16 Units) (1.03 mL or 103 Units)

MYALEPT should be administered once daily at the same time every day. MYALEPT can
be administered any time of day without regard to the timing of meals.

Instruct patients that if a dose is missed, administer the dose as soon as noticed, and
resume the normal dosing schedule the next day.

(2021 4 4 A BIE)
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Myalepta is indicated as an adjunct to diet as a replacement therapy to treat the
complications of leptin deficiency in lipodystrophy (LD) patients:
- with confirmed congenital generalised LD (Berardinelli-Seip syndrome) or acquired

generalised LD (Lawrence syndrome) in adults and children 2 years of age and above
+ with confirmed familial partial LD or acquired partial LD (Barraquer-Simons

syndrome), in adults and children 12 years of age and above for whom standard

treatments have failed to achieve adequate metabolic control.

MIER O &=

The recommended daily dose of metreleptin is based on body weight as provided in

Table 1.

In order to ensure patients and carers understand the correct dose to be injected, the
prescriber should prescribe the appropriate dose both in milligrams and the volume in
millilitres. In order to avoid medication errors including overdose, dose calculation and
dose adjustment guidelines below should be followed. A review of the patient’s self-
administration technique is recommended every 6 months whilst using Myalepta.

Actual body weight at initiation of treatment should always be used when calculating the

dose.

Table 1: Metreleptin recommended dose

Starting daily Dose adjustments | Maximum daily
Baseline weight dose (injection volume) | dose
(injection volume) (injection volume)
Males and females < 40 kg 0.06 mg/kg 0.02 mg/kg 0.13 mg/kg
(0.012 mI/kg) (0.004 mI/kg) (0.026 mL/kg)
Males > 40 kg 2.5 mg 1.25 mg (0.25 mL) 10 mg
(0.5 mL) to 2.5 mg (0.5 mL) (2 mL)
Females > 40 kg 5 mg 1.25 mg (0.25 mL) 10 mg
(1 mL) to 2.5 mg (0.5 mL) (2 mL)

Dose adjustments

Based on clinical response (e.g. inadequate metabolic control) or other consideration (e.g.
tolerability issues, excessive weight loss especially in paediatric patients), the dose may be
decreased, or increased to the maximum dose listed in Table 1. The maximum tolerated
dose may be less than the maximum daily dose, outlined in Table 1, as evidenced by
excessive weight loss, even if metabolic response is incomplete.

A minimum clinical response is defined as at least:

- 0.5% HbA1lc reduction and/or 25% reduction in insulin requirements

and / or

* 15% reduction in triglycerides (TGs)

If clinical response is not seen after 6 months of treatment the physician should ensure
that the patient is compliant with the administration technique, is receiving the correct
dose and is adherent to diet. Consider dose increase before stopping treatment.
Metreleptin dose increases in adults and children based on incomplete clinical response
can be considered after a minimum of 6 months of treatment, allowing for lowering
concomitant insulin, oral anti-diabetic and/or lipid lowering medication.

Reductions in HbAlc and TG may not be seen in children as metabolic abnormalities may
not be present at the start of treatment. It is anticipated that most children will require
increasing per kg dose, especially as they reach puberty. Increasing abnormalities of TG
and HbA1lc may be seen which may require a dose increase. Dose adjustments in children
without metabolic abnormalities should primarily be made according to weight change.
Dose increases should not be made more frequently than every 4 weeks. Dose decreases
based on weight loss may be made weekly.
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There is a risk of hypoglycaemia in patients treated with Myalepta who are on anti-
diabetic therapy. Large dose reductions of 50% or more of baseline insulin requirements
may be needed in the initial phases of treatment. Once insulin requirements have
stabilised, dose adjustments of other anti-diabetic therapies may also be needed in some
patients to minimise the risk of hypoglycaemia (see section 4.4 and 4.8).

Discontinuation in patients at risk for pancreatitis

When discontinuing Myalepta in patients with risk factors for pancreatitis (e.g. history of
pancreatitis, severe hypertriglyceridaemia), tapering of the dose over a two-week period is
recommended in conjunction with a low-fat diet. During tapering, monitor triglyceride
levels and consider initiating or adjusting the dose of lipid-lowering medicinal products as
needed. Signs and/or symptoms consistent with pancreatitis should prompt an
appropriate clinical evaluation (see section 4.4).

Missed dose

If a patient misses a dose, the dose should be administered as soon as the omission is
noticed and the normal dosing schedule resumed the next day.

(2021 4E 4 A HE)
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8.1 Pregnancy

Pregnancy Exposure Registry

There is a program that monitors outcomes in women exposed to
MYALEPT during pregnancy. Women who become pregnant during
MYALEPT treatment are encouraged to enroll. Patients or their
physicians should call 1-855-669-2537 to enroll.

Risk Summary

Available pharmacovigilance reports with the use of MYALEPT in
pregnant women are insufficient to evaluate for any drug-associated
risk for major birth defects, miscarriage, or adverse maternal or fetal
outcomes. These reports describe similar adverse pregnancy outcomes
as those documented in women with lipodystrophy (see Clinical
Considerations). In an animal reproduction study, no adverse
developmental effects were observed with subcutaneous administration
of metreleptin to pregnant mice during organogenesis at doses 7-and 15-
fold the maximum recommended clinical dose, based on body surface
K O Y ST area of a 20-and 60-‘kg pgtient, respectively. In.a‘pre-a.nd postnatal .
development study in mice, subcutaneous administration of metreleptin
(2020 % 5 A) caused prolonged gestation and dystocia resulting in maternal death
during parturition and lower survival of offspring in the immediate
postnatal period at doses starting approximately at the maximum
recommended clinical dose (see Data).

MYALEPT contains benzyl alcohol when reconstituted with BWFI.
MYALEPT contains no preservative when reconstituted with WFI.
Because benzyl alcohol is rapidly metabolized by a pregnant woman,
benzyl alcohol exposure in the fetus is unlikely. However, adverse
reactions have occurred in premature neonates and low birth weight
infants who received intravenously administered benzyl alcohol-
containing drugs /see Warnings and Precautions (5.7) and Use in
Specific Populations (8.4)]. Therefore, if therapy with MYALEPT is
needed during pregnancy, consider using preservative-free WFI when
reconstituting /see Dosage and Administration (2.2)].

The estimated background risk of major birth defects and miscarriage
for the indicated population is unknown. In the U.S. general population,
the estimated background risks of major birth defects and miscarriage
in clinically recognized pregnancies is 2-4% and 15-20%, respectively.
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Clinical Considerations
Disease-Associated Maternal and Fetal Risk

Lipodystrophy in pregnancy can result in an increased rate of
gestational diabetes, macrosomia, eclampsia, intrauterine growth
retardation, intrauterine death, and miscarriage.

Labor and Delivery

The effects of MYALEPT on labor and delivery in pregnant women are
unknown. In a published in vitro study of human myometrial tissue
exposed to a recombinant leptin, human uterine contractility was
inhibited. In animal studies with metreleptin, prolonged gestation and
dystocia were observed (see Data).

8.2 Lactation

There are no available data on the presence of metreleptin in human
milk; however, endogenous leptin is present in human milk. There are
no available data on the effects of metreleptin on the breastfed infant or
the effects on milk production. The developmental and health benefits of
breastfeeding

should be considered along with the mother’s clinical need for
MYALEPT and any potential adverse effects on the breastfed child from
MYALEPT or from the underlying maternal condition.

MRPN D FRAT U
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4.6 Fertility, pregnancy and lactation
Pregnancy

Myalepta is not recommended during pregnancy and in women of
childbearing potential not using contraception. Abortions, stillbirths and
preterm deliveries have been reported in women exposed to metreleptin
during pregnancy, though there is currently no evidence to suggest a
causal relationship with the treatment. Studies in animals have shown
some evidence of reproductive toxicity (see section 5.3).

Breast-feeding

It is unknown whether metreleptin or its metabolites are excreted in
human milk. Endogenous leptin is present in human milk.

A risk to newborns/infants cannot be excluded.

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

Fertility

There are data to suggest metreleptin may increase fertility, due to
effects on LH, with the consequent potential for unplanned pregnancy
(see section 4.4).

Animal studies showed no adverse effects on male or female fertility (see
section 5.3).

(2021 4£ 4 ABAE)
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8.4 Pediatric Use

The MYALEPT study included a total of 35 pediatric patients (73%) with
an age range from 1 to 17 years [see Clinical Studies (14.1)]. No clinically
meaningful differences were observed in the efficacy and safety of
MYALEPT between pediatric and adult patients.

MYALEPT contains benzyl alcohol when reconstituted with BWFI.
MYALEPT contains no preservative when reconstituted with WFI.
Preservative-free WFI is recommended for use in neonates and infants.
The preservative benzyl alcohol has been associated with serious adverse
events and death, particularly in pediatric patients. The "gasping
syndrome" (characterized by central nervous system depression,
metabolic acidosis, gasping respirations, and high levels of benzyl alcohol
and its metabolites found in the blood and urine) has been associated
with benzyl alcohol dosages >99 mg/kg/day in neonates and low-birth
weight infants. Additional symptoms may include gradual neurological
deterioration, seizures, intracranial hemorrhage, hematologic
abnormalities, skin breakdown, hepatic and renal failure, hypotension,
bradycardia, and cardiovascular collapse.

Although normal therapeutic doses of this product deliver amounts of
benzyl alcohol that are substantially lower than those reported in
association with the "gasping syndrome," the minimum amount of benzyl
alcohol at which toxicity may occur is not known. Premature and low-
birth-weight infants, as well as patients receiving high dosages, may be
more likely to develop toxicity. Practitioners administering this and
other medications containing benzyl alcohol should consider the
combined daily metabolic load of benzyl alcohol from all sources. When
reconstituted with 2.2 mL of BWFI, MYALEPT contains 1.76 mg of
benzyl alcohol per mg of metreleptin or 9 mg of benzyl alcohol per mL of
reconstituted product.

KRN D S0
(2020 412 A)

Paediatric population

The safety and efficacy of metreleptin in children aged 0 to 2 years with
generalised LLD and children aged 0 to 12 years with partial LD has not

been established. Very limited data are available for children, especially
less than 6 years, with generalised LD.

(2021 4£ 4 A BIAE)
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