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L7RAEC 5.1~5.4%ITMK T L7z, #HRID DHERIFIAEIEZHH LT o7z 161 GER
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i (150 mg/dL) WT&HY . #5 3 » A%LIERS 5 » A%IZH 46~T77 mg/dL & EHEEN T
Hefs L7z, JEF D o ARSI 5-AT 180 me/dL & FEMEM L v SiEZ R L. &5 3 » H1%L
M5 5 % A1%121%. 83~382 mg/dL DO THER L 7=,

L7z o T, AR OFHERRIK N ORE RS EZ RT AR, AFO 200% % (BHOEE
0.04 mg/kg, ZMEDOLEE 18 AT TiX 0.06 mg/kg, 18 Ll ETiX 0.08 mg/kg) THD LHE
gaini,

LARMIZOW T, AFID 0.01~0.08 mgkg % 20 HAF#EE L& 2 A, B L-EWERIL,
B R HE . BE M OWEBIE 345 2 0, PSR B S, SEAI6E LB ISR 1) Dk - 7o ik,
IRMBEE, F2 R OB 1 BICRD HiLlc, WTRLHIRETH Y | RE LIZHETLEaM
ERAREZ RN & LT,



2) FEORERHL
R EERER (KUTR-003-1) Ti, AFZENVZEMESSE 4 6l BEORE=2TI747
VAEBEBLTC, 1B 1EE TR Lz EOARBOEDMEKRE Li-, k., ARBrix,
A& G 2FEEEZ @O D7, BOR FERE T E TR0 TEM LT, TORE. F
VE e OVZ2 B ME DS RS STz,
—J7, ERFERE (KUTR-003-1) 124647 L CHEM S Nz fERAME (KUTR-003-0) Tif, H
RN DRENIERHE R 2 X RICAFNZ 1 B 2 BISEIR VG L, #5 1 F%UERIEAKO 1A
WG EZETET 1A 1 EKENRE L, RABRGLE 1 F% (REHE 12 » A1) KA
Dl &5 2 45 B Ol & el L7255 5, HbAlc 1%, #4512 % H %S0 5.83% (9 f) 75
52 42 H Tld 5.68~6.52% (4~8 i) DOFM THERS L7z, NI, &5 12 » H &R R
® 88.7 mg/dL (9 #)) M5, %5 24 H TiX 92.0~122.8 mg/dL (4~8 ) O#PH THRE L
776
U EDOFRERNS . AA| (200%%) @ 1 B 1 EREERGIE, A4AI0 1R 2EEREICEVELR
T NENGZEMEIE B OB L O N U 70 & U RIJEOLES R4 | IZIFHERFCE 5 Z &2
BINT, IHIC, AFFROBBFRIT1LH 2EF S & 1 H 1[EEE & ORICKE 2221350
ST, BWERS 1 H 2EEE LT H 1EFRGTRERNELS 2D 2 Lotz

LROERNS BEORKa L 7I7A4T U AKDPQOL ZEE L T, AFIOMEIZ, 1 H1
v ERRE LT,

4 RZERUVRAEIZEEY HI=E

1. RZERUVRAEICEET HIE
PER R Ol O G- BEEIUTO LB TH D,

B As & MEFF &
FE 0.02 mg/kg 0.04 mg/kg
7k (18 FATHs) 0.03 mg/kg 0.06 mg/kg
et (18 kLl k) 0.04 mg/kg 0.08 mg/kg




5. EREKAE
(M

RRT—2/\yir—o

£FV—1 BET—2N\v5—
ARERX Sy x5 EhiE| FoE | Ltk | EKipEhe A
SHEA W B % 1 AHE IR 5 5505
5 1 R R 125 5] K © © (LEPT-0121)
CH A
ShEA . B % 1A 58
ARk A 256 15l K © © (LEPT-0272)
I Bl 3 TR B HAA
(KUTR-003-1) NENSZEhEAE B35 4 ik © © ©
YRS HAA B
(KUTR-003-0) NE NG ZEkEE B 11 %1 A © ©
1 R AR HAN A o o B B T % 5 0 it KON
(KUTR-003-2) NERZEAERE B 12 MDA
NIH [R5 PANEEPN W B
(991265,720010769) | JENZENEAERE 55 KHE © ©
Amylin #HERARFER PANESUN W B B
(FHA101) e ZEAEE B3 10 4l XE ©
Amylin #HAERCK EARR
AL 2 R W ShEA Y] B O B EERF O ISS N H o
(ISS) AE s FR#F 1072 5] TR x5 L LT IR
IR AR D Bt

O© : FER, O : 2EEE, — : FERFES L X054 & w4
NIH ; National Institute of Health : >#[E [E S7.f& A=A 72 7T

(2) ERPRZEIZFHER

% 1 T ERER (LEPT-0272)

RN 96 Bl & %512, A b L L 7’F 2 5mg/mL kA% 0.01%, 0.03, 0.1%, 0.3% mg/kg/H .
i A P L L TF 220 mg/mL A2 0.3 mg/kg/ B 1 H 1 [AlE 24 BB EZ F5- U728 E.
5 mg/mL #AITD 0.01%~0.3" mgkg/H DK FTHRGOEEMEITREFTH-T=, LL,
20 mg/mL AT 0.8 mglkg/ B O T G1%, IR Z 3 2 SRS OFBLER & < |
DAL RIF Tl e h o7z,
F70, BT - BEARMERITRO bR W GHEACE 7 —4)
fERER A 81 BIlIC A b L L F L 5 mg/mL Al % 0.3, 1.0, 2.0 mg/kg/H* i 24 HHIFHe
G L-fER, 0.3~2.0 mg/kg/ H* OFi TREODAFETIRIFTH -T2,
FESHRAL SO 23 W 5 5B LA EFER Th -T2,
F70, BT - BEARMERITRO bR W GHEACE 7 —4)

X KRAVHE - HE (TV.3. () HEEOCHEOHD OEBR)

Q) AEREFRAR

KPR L

(4) HREEAIEAER
1) BNMERGEEER

LR L



2) REMHER
8 R (KUTR-003-2)
EHNoER ISR (KUTR-003-1) K OEERMFZE (KUTR-003-0) Z 56 TalR & L, AHl%
Mk s & S 7o MR ZEReE B 12 1 (ER 3865 (KUTR-003-1) 4 i, ERARMFSE (KUTR-
003-0) 8 fiil) Z&ARIT, AKIOEMLZ MR ORMANEEZRG L, #581X, BITRBR
Tk G SR EFETH - T,
L APEREA S5 12 B, BIFERIE 8 1 (66.7%) (2 20 58 bz, BIERIZ. B
2 B 2t ARHBERE M Ok 3 45 1451 2 4, SRWREA S, BORFLEAME, (RALPED F v, E MR
M, s, HEk, W2, IRIMPER G2, Mk, A2 TR EAIRS, FHERE
BAERE, BELOIEEIAE 16 LR b, BERORET T TREThH -,
Fo, BT - EELRRWERITRD bR o7,
HbAlc, M, SV 7V EBTA REOA AU L DOIATRERBALGHET ) © ORRFAAL % S Ef
L7z, AAID 1 H 1EE L H 2 EFEGICEY IBERDENEIICOI VR L2 & h
5. AH ORGSR T B AEI RS S 2]
X AEGRAMVAE - HE (TV. 3. (1) AELROHEOHE) OESHR)
(5) BE - REANRR
M EE e L
(6) AEAIEER
1) FERABERE (—RERARERAE. FEFRARERE. EARELRAT) | HERSTE
T—AR—RAE. BERTREBRABRONE
ERHRER 2RI A ER A A FER L7z (( TV, 5.(6) 2) A#RBEME L TETEON
BTN L= - RBRoOME ] OEBR) |
2) RRBEHLLTERFEONBRIEER LI-HAZE - KBROBE
A (k) B
FhEIAm Pk 25 E T A 1 H~Sf 4411 A 30 H
B - AAE LGB A LSS 44ETHET
AT - e U XD Bl A
XFRBE - IR ZEMEE O B
TR MEFRHT R GUE G - 48 Bl A ZMEARHT R SR B : 15
BAHEEE  RIEEE, SR

ek

AFE CORIERREEEIA 1L 31.25% (15/48 ) T - 7=, EREIER2 BILL ) IZBAEE,
AR TED S 6.25% (3/48 f3]) . TESTERAFLEE, RERD . PURRA RS EN R 4.17% (2/48
) THotm,

FHAMAEHE & UARIPEE X OB EER O FEFRIIFI L 2h o7z,



Atk

KBRS 2420, HbAle KOUH b U 7Y & T A FOFE K OZALERIZ K0 G
UTeo AZMEMRNT R SAEG] 16 Bl OARAIB 5Bl hatt OSBRI HHRERITRV —2 O
KV—3DLEYTHY, HbAlc LU FY 77U T A ROFEITWT L OBIERFRIC
BNTHER=RAT A LYKo Tz,
£&V -2 HbAlc D

BEIRER 2 % H 4 %A 6 % H
JiE (i @ 9 10 10
FEHTPEEE D (%) 7.48+1.65 7.90+1.91 7.90+1.91
# 5 %F5E (%) 6.51+0.62 6.44+0.82 6.44+0.92
ZILE (%) © —9.84+18.2 —15.0+18.4 —15.6+16.2

PP A ER 2E, HbAlc 1% NGSP il a5
a) AR GIEGID 5 6, A TGS S, 72> HbATe &I L T 25
b) AAN OGN GHT (=R T A >) DOFHE
O DEFIZED (M ORE — &5 BENORER) /£ 5HENORER] X100 O T4

KRV-3 mMPrYTI)ES1 FDOER

BLERE A 2 %A 4% A 6 % H

JEBIEL @ 11 13 9

P EATPEEME Y (me/dL) 380.1+423.2 405.4+407.4 471.9+482.5

B h%EE (mg/dL) 288.8+237.9 283.7+199.8 264.6+211.7

2R (%) © 10.4+93.0 —9.6+53.8 —23.6+41.7
PHE R (R 7

a) BRI SIER O 5 b, HRFE TR 5- S, 222 R 7Y &5 FaflE L T D EEH]
b) AR OMEFEF] (RN—=R T A ) OFE)E
o [EFIZED (HREROREME— R E5RERTOREME) / FEFERMOMRAME] X100 OFEEE



(7) Zhith

1) ERFERE (KUTR-003-1)
[El N DO AN ZENRIE B 4 1 256812, AAI (0.01%~0.08 mg/kg) # 1 A 1[0 5 » ARE AL F
#eE L7= L =0 HbAle JDSTHE) . U Z VU tTFA RORKE(AFEV —4 127579, HbAlce I
P ERNCH AT RTOSEG TR T Lz, b 27U T4 REFEANCHS EREE KT LE
23, JERF] No.4 TIXRIBEE AT vuA REHICX Y —FIC R Lz, 7Ze8. JER No.3 13# 5
Aith & BICEFM Th oo, Fo, FERFIEEIEL O CUL) @R MUE IR A A 55 b
MO E SN 3HIOBEE TIX, BERHE 2 » AUNICZENOIBEEOEE RN ISz,
RIVERE 4 Brp 4 I CHRBL LU 72, F2RBIERIX, B, BERER QU34S 2 Bl CTh o7z,
F7o. B - EEARIERITRD bhienorz 4]

X AGEAVAE - AR (TV.3. (1) AELOCHEOMRL OHEEMH)

£RV—4 EHHEEAER (KUTR-003-1) TOHAIc R MY T U+ES 4 FOBEEL

il f51) HbAlc (%) (JDS fE) )27 V€74 K (mg/dL)
No. i BhHAi | 34 H | 4»H |54 H | %GR | 34H | 44H | 5HA
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% | 5.8% 5.1 5.1 5.4 59 46 60 77
4 6% | 5.8 5.0 5.1 5.2 180 83 131 382
¥ BEERFICIE HbAle=6.1

2) EgRAFFE (KUTR-003-0)

ENOIEIZENE RS 11 B2 812, AHK (0.01%~0.08 mg/kg) % 1 B 2 B¥IZyEIL,
12 % AR E R F#E- L= & 0 HbAle (JDS fE, FHE) . R ZUkvTA4 R (CEHH)
DB Z RV =5 1R T, AFRGICE Y, HbAlc 135 1 » A0S, NV 7 U ETA
RiZ# 52 » AP LABICIET L, #5 12 » A% £ TR L 7=,
RIEHIZE BB 1L 54.6% (6/11 i) Th o7z, BHEMIE. HESEALL 54.5% (6/11 f5]) T
bot, Tio, L - EELREMITRD bhienoiz Bl

X ARRAMVAE - R (TV.3.() AEECHEORD OESR)

£V-—5 EREEBARE (KUTR-003-0) T® HbAlc RUFU T U+ES54 FOREBREIL

0 HbAlc (%) (JDS fE)
#2510 1% H 2 % H 4 % H 6 A 8 # A 12 % H
i3 11 11 10 10 9 9 9
P 8.74 6.47* 5.85* 6.01% 5.84* 5.89* 5.83*
YRR 0.62 0.24 0.23 0.41 0.21 0.24 0.31
HH )27 V€74 K (mg/dL)
50 1% H 2 % A 4 5 A 6 » H 8 » H 12 % A
Bil%EL 11 11 11 10 9 9 9
P 395.4 164.0 105.5* 102.2* 103.9* 100.4* 88.7*
IRERR S 185.9 49.5 25.1 16.4 20.2 21.9 13.4

* 1 p<0.05 KIS0 H 5 t HE « &G0l & D)



k. ENOEEMRERE 11 B0 >, T—%h v 47 ARG E Tk G- Sz 8
D e FEETAMEF s T HbAlc,

R ZUETA RORKZERERV —6 177 B,

®V—6 ERERBAR (KUTR-003-0) T® HbAlc RURY JU+ES54 FOREBEIL

(& 5 R U SR FHTiE)
JEG 1 | SER 2 | JEG] 3 | JEG 4 | JEGI 5 | FEB 6 | FEB] 7 | FEB] 8
HbAlc (%) 2 5-Ai 10.0 | 10.3 | 8.8 7.9 6.8 8.6 5.1 6.7
(JDS fif) ROREAHmEET | 5.771| 12,172 4.7%2| 5.1%3| 6.474| 5.8%5| 5.07%6| 5477
N ZUETA KR 2 5-Hi 1941 | 69 115 | 1246 | 89 227 | 220 61
(mg/dL) AT | 10671 8272 | 158%2| 166%8| 4474 | 52%5 | 87%6 | 70%7
(8 1)

. T—4%%8 v A7 BRIORKEIE
B MR OB GEREBEA (1, 9FEH 12 . #2;94H6 v A, #3;84H6 5 A,
a4 ;7B 127 H. #5;64H6 v H, #6;34FB 6 H. #7;24BH6 1 H)

3) NIH EFFRaER (991265,720010769)
KE O REILZEAEE B 54 Bl & x5z, AAl (0.01%~0.08 mg/kg) % 1 H 2 [RI53HI*,
H 10812 » AR H R TG L7z & & HbAle (NGSP i, E¥fE) . FV 27 U®F 4 K (F
BIE) ORFFELERV —TIR”T, AFIFEGIZL Y, HbAle (NGSP i, “FHfE) KOVHY
7748 CFHE) 13&GRIEX VKT L,
RIVEMIZE BB 1L 30.9% (17/65 i) Toh o7, FARENWERIE, ARMBEE & O T7 234 10.9%
(6/65 i) | WiEIE 7.3% (4/55 1) | KERED 55% (3/55#) T -7,
HERRIEMIZ, 261 (BilE, WHEREHH) Tho7 B GHEACEET—4) |

XiE1

X AKGESMVAIE - R (TV.3.(D) HERUHEDOMR] DHBMR)

F&V—7 NIHERRFAER (991265.720010769) TD HbAIc RU L) T+ 54 FOREREIL

HE HbAlc (%) (NGSP f#) N Z7UETA4F (mg/dL)
BhaT | 40 A | 84 A [ 1298 | 581 | 4»H | 8 H |12 % A
B3 54 40 41 38 54 40 42 39
) 8.49 7.25 6.91 7.03 1185 489 391 349
PR 0.29 0.28 0.25 0.27 317 150 92 62




VI. R¥MEEICEET HEB
1. FEFHICEESHHEEVMRIKLEMER
A EaEme L

2. EBE{EH
(1) 1ERSRL - IER%F
FERIFom b U 7 V2T A NljE, TRVINT 2 g & 3 2 NENZEMaE Tldk, TR DO R LY
mhv7Frorzin@oonsd MB vrFox BI#HEEL D SWMESN5HELE L Th
D, ~UZAKDRT v FERHWERERT, BRI, =X —HETUE, 12V T
PEERBTEZ 726 L, FEHUINEERIN B W TEERESHZ R L TWDH 2 &R
/ﬂzsémﬂ\é A0l X N LT Fouldk LT F oo NKEBIZAF A= 1 LN

NIEBETARZ M b LT T LA B,
(2) EHEES 1T HRBAM

s R L
(3) RS - R

s gk L



VI. EMEREICEY 5HE

1. mAREDHT

(1) BELEVGOPRE
MR L

(2) ERRRHBRCHESIN-OPRE
NERAZAEIE RS 4 BIIC A R L L7 F > (0.01%~0.08 mg/kg) % 1 H 1[EIKER FELLZ&
X DM T A—F 2 FM—1 17T, b, L7 FUoRECE, NEELTFo b
ARLLTFUongEnGg 4,

RVI—-1 RYPBEANSA—4

JEF] | MR BhH& Cmax Tmax AUCo+ T2,z CL/F
No. | v | (mg/kg) (ng/mL) (hr) (ng hr/mL) (hr) (L/hr/kg)
e 0.02 1 * 6.5 3.8 84.98 14.7 0.235
1 1825 0.04 ﬁ% 12.5 2.8 181.8 7.47 | 0.220
0.08 3 134 6.0 1541 4.45 | 0.0519
" 0.02 v * 19.8 1.8 193.9 8.07 | 0.103
2 93 2% (104‘?2 133 1.8 1029 5.28 | 0.0389
0.08 *3 241 3.9 3385 11.3 0.0236
K 0.015%D * 6.3 1.9 53.56 16.1 0.280
3 1125 0.03 ﬁ% 18.4 2.0 125.2 11.5 0.240
0.06 3 70.4 2.8 546.7 8.43 | 0.110
o 0.01 v * 3.2 1.1 37.23 17.9 0.269
4 62% 0.02 2 14.2 2.9 204.9 17.2 0.0976
71 0.04 9 36.4 5.8 582.6 23.3 0.0687

WEE: IVFA L) T vkA

HED BHEBGND 4 BB ECORGE (BGHEH% 4 BRETOREE)

H2) Hh 4 BNS SEBECOHRLERE (BHELER 4 BRI TORMI)
3 Hh5 8 KNG 20 L E TOHRELERE (REEETR 12 BIFR TOMRE)
Cunax : %%Iﬁlqu%}_g

Trmax © He e 1L 5 B B RE

AUCo- : # 5[ FRRER F C o ifn Hh 2 B - IR dh AR T i il

T2z @ FEAFETE AR R

CL/F : AT O 7 VT T A

X AKGESMEIE - R (TV.3.(D) HERUHEDOMHS] DHBHR)

Q) HhEE
MUER e L

4) BE - ftREDOEE
MR L

2. EYLRERK/INSA—4
(1) fEfAE
MUEER R L
(2) RUILEEFEH
MEE R L



(3) HEEEEH
s ER R L
@ 7UFFUR
FVI-1 B ST A5 | B
(5) HHEH
AR L
6) i
AR L

3. BRHE (REaL—>av) @m
(1) fEirrAE
M EE R L
(2) NF A= EHER
M EE R L
4. RN
NRAFT A FEYT 4
NAFTTRAZTEV T 4 2B NT D720 OREBRITIEN L TWRW, SME AR IZ A R
L L7 T 0.3~38.0% mgkg/ H & FRRINIE G UL TG LT BROFE R, #akiiy 1 47
A FTEVT 413K 94% Th D L HEE Shiz,
X AGESMAE - AR (TV. 3. (1) AELKOHEOMS] DOEESM)
5. 5%
(1) %k —fKBEEF @l
M EE R L
(2) Mm%k —RafEEErEE
MR L
Q) Eit~0BITHE
MR L
(z &)
MVIL 6. (6) #=FLim) DB

(4) BER~DIBITIE
ZUERR L

(5) ZDMDHBE~DBITHE
ZUERR L

(6) MIREBHFEER
ZUERR L



6. R#
(1) HEERLLE PR

LB L
(2 RBIE5TER OPF OHFHA. F5E
LB L
(3) DEBBHEOERRUETOHE
BB L
@) REMOFEOERRGFLLL, FELE
BB L
1. Hitt

~ U ACHEFIRNE S L7 — 206 ARIFEICBE» SRt SN D 2 L 2VRm@En T
% M, (CTVIL 6. (2) BRERERE ] OEBR)

8. F3URHK—4—IZHIT B1EH
AR L

0. BITEIC&L BREE
AR L

10. HEOEREET HHE
AR L

1. Z0ft
LR L



. ReH FERLOXES) ICET5EE
1. E5AREZTOEA
REIN TN

2. EERBFLEDEH

2. 2 (ROBEIZEEBEELLGWNI L)
AFN DB S35 L BUE DREERE O & 2 B

(fif &)
RFNO RS U CHBUE DB ERER & 2356, G0 L0 BRARBEIE S Hbihd Z &
N5,
3. BEERIMHRICEEST HIELTDEA
(V. 2. BREIINRICBIE S D1EE] 22T 5 2 &,
4. AERUVAERICEET X5 L TNER
(V. 4. HEKXOHEICBEES TR 2381725 2L,

5. EELGELNIE L EDEA

8. EELERNIEE

8.1 MRAMEARRBRICIHNT, BERE S MY 7V &7 4 NIJEDOBEERED & 2 B T, AH
DZEROPIEBICBHERR N X - L ORERH D, #£hH5E2TIETI5A12F, FlidT s
HEOIR, WH~OBEBURSEOIERZ I8l L, e ICEBET 572 SEEIT) 2
o Flo, M RNV VT4 FOHBREZBIET S L L bIC, BLEIDS U TIREREER
WIOE GBS 5 VITHERES 2175 2 &, [9.1.2 ]

(fig i)

HEAMERRBRICB DT, BER L ONE R Y 7Y 54 RIEOBEERED & 5 B3E T, RAFIDZERD
R I AEEA SR X 72 2 LG STV D,

JENFZEMERE CIX, HFLWE U 7 U274 NiE Rz b Y 77U EZ 4 K2 1000 mg/dL %
HEZDHEE) LD eNnb 0, BETERICHEDIBNOH 5 BMHERICRE LT WE SN
T D2 AFFEIZ L 5T RY 7Y T4 RO TR SNAUTEMEFER OV 2 7 3885,
ENDFHEMEN S 528, AFNOE G2 FIET2HBAICE,. & Y 7V T4 NIJEOHREEZIZ .
DR Z ST ENEETH L, LD > T, 2O OBEREOH 5 B TARF OG- 2 H 1k
T HEEIE, Filt T 2 BEOIEM., Il ~ORERE e & ORMEBER OIERICHEE L, Ra lZHE
THRCEEIT 2L, MO EERBOTBAIE, T H VIR OREEEE (—IIC
TIT—PEAET D ENBVR, BERMEOEN ) R—EOH 7 X5 —PORENE E
L) ZHIE L TRENCZET 20BN H Y | Z0%, AR EONTIGEIE, T
B, CT & %\ T MRI CRMEMR ZRET HHTROGEE T 0ERH 5 18 Fi= | KH|
O AP IETHHAIIE, IR N 7V 874 NOWBRZBIET L & bic, BEIZL U TR
B RE RO 58 H 5 WITH &R AT Z &,



BB BN VT4 FIUEEZ AT 5RE CITERNEBLZ T VU R—PRONT T —F
NDEH LWLy bATD, BENNLETHS 18114

8.2 ARHFNDFHEHIZHT=» T, %%&U%@%ﬁ’ﬂbﬁmﬁfhﬁw%@ﬁ@ﬁ&_ow
THA3HT 52 &, BRRRICBWT, A 2 UEIZ O U2 85A RIS DS 3
EhTWwWb, [9.1.3, 10.2 ]

(e &)

R M EER I BT 5 AR R EEFEH S LT, AFIZ K5 T 5581213, BEROZ DOZEIE
(2 U TRILBERE RSP € DR T IEZ DWW THSIZREAT 5 & & ARMAEER & L Tid, —iAY
(2, Wit KEFLNELS 0D BRROVZEER, R, B, FROSDZFE/ROOLND, T
D XD RIERD B NI HGE %“%a@ﬁm%ﬁﬁﬁéﬁg Y zATH Z & B
RABRICB N T, A R Y VB2 OF L2 E R 2 s S h T g

8.3 RiubEZE ZIBThRHLDOT, MAER, HBEEOERSEIEE L TWDEEICE
42 LEITTERETLZ L,

(fig &)
IW%%V%%’%hTﬁm%ﬁﬁiéﬂTV o MIPTIESE. H B O MERRSE O 1E 3 IR
WREBLIZGE., FMIIORNLBLTNRHL0T, HEICKEGTHZ L,

8.4 RN ZEMIE DT B L2 ERD b & TR ETT ) 2 &,

(g &)
AANZ L 21 BIE. TEEREDIBRIEE LIZEMO b & TR SN BH T LTT Y 2
ko

8.5 fEEH RN ZIT O LA 13, BEICKRGEROLRRBEFTIEOREZITH 2 L,

8.5.1 HOHEDOHMAIZHOWTIE, EMNZDOZ YA EREICHRHN L, +oRBEIELE
L7, BEHOREICKRETELZL2MR L LT, EMOEIEED Y & TE
T2 &, o, B G T OBROBEHIEAfRET 2 2 &, BH%., 2RI K DRIE
RAMRGEDLND5EE OGO/ NREE2 GG, BEbICHCR ER LSS5 Y
)R REZAT D Z &,

8.5.2 WA DS ED 2 WITIERZRZ N LW S ICBHITEEZRT Z &,

8.5.3 T RTOMADLRLRFEFITIEC OV THRELMIET 5 Z &, FRERZ, B O
R ONERZRZ BT DR ama et T2 ZENEE LV,

8.5.4 fEEHCEHEHZITHIANC, AFO EEHOHEHFHIE] 24T L H5HEET 52
&

(&)
AR AT CERN SE L5613, BHECRGERORELRERETIEOREZIT) 2



8.6 WHSMIEARERICIH\ VT, HEDOMEERE (GFHERBUDIES) O 5% RIENRNZHEE &
BT T ARETE Y >SS STV D, AF & ORRBERIIAATH S5, T Mgtk
YANEFEOFEBIITEET DS L, [9.1.1 ]
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1. ZEEBSLER
(1) ZEZHEFEEBHER
[VI. BB HHE ] OHESMH
(2) REMEEHER
RBX—1 TLUEERKER
e &) fili . &5 R E=a Ty _ Cx 51
E W IE <% ! J - a ~ X
A SR IE H (Z#5) ME n/iE Hit | (mglke) T I T =) St
S T 1B 7w b . I D I N (VN [
- 1 B B 7w b e | PR 80 100 | gy
ir e 7>k . BT 3. 10, | a
TEE TANT Y v AR (SD) e 10/8% E) | 30 -2 V9D
ik, BRORIRIC |~ % deme | ET |80 10, | 8 KU 30 mglkg : SSRIGORIK
N RiE (CD-1) (H[E) | 30 10 mg/kg : FF&EB DR
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(5) HEEHEESMRR
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IZBWT, MEED A N L LT TF B ERECIREIININHIA TR Bz, ML FE A7
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e, FENEE., M NN R, NI OB OZREICA N L LT F UG ORBITH G
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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 mIL/kg) (0.004 mIL/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.

(2025 4£ 1 HHFE)
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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.

FE R OV &

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 ml/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. A dose increase before stopping treatment should be

considered.

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 HbAlc 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.




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

MiER O &

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.

(2025 4 1 A HAE)
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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
KE O Wl ST area of a 20-and 60-.kg pgtient, respectively. In.a'pre-a.nd postnatal .
development study in mice, subcutaneous administration of metreleptin

(2024 43 J1) 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.

KRN DA SCE
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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).

(2025 4 1 A BITE)




(2) /NREIZRET 5 50H
AKIOBEAHRILD 19.7 /WNE%E ] OHEOTEHKIZLLTO LB TH Y . KE K OB OERASCE
TR D,

9.7 MR
AR, BrA e, LR SUE 6 IR DS 265 & U7 BRIREBR I3 580 L Tuh7euy,

H gL RLANA

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
KEO A TE with benzyl alcohol dosages >99 mg/kg/day in neonates and low-birth

(2024 4E 3 A) 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.

Paediatric population

KR D S The safety and efficacy of metreleptin in children aged 0 to 2 years with
(2024 4£ 3 A) generalised LD 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.

(2025 4£ 1 A BIAE)
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