SIS31 10-2015-0006083

G (19) th3r1=531 4 (KR) (11) ZAME  10-2015-0006083

(12) &/N53FE(A) (43) AL 20154012159
(561) FAE&EF(Int. Cl.) (71) &9
ABIN 37/00 (2006.01) A6IK 38/22 (2006.01) QIELZ Ao} MEFE X AFZXHOE =
A61P 3/10 (2006.01) v = 94545 A EUolF oY= dyAED Y
(21) 993 10-2014-7036345( 5-3) Bajuls 24650
(22) ZQAA(=ZA) 2010409€21Y (72) 2=}
AT A} & g A Enps &
(62) ¥=4 £3] 10-2012-7007802 m s 94541 AE] ELolF FolY= E FE 25679
LELLA(=AD) 2010309€¥21Y HA7] Al 4
AR TL A 2012905907 H)2 95070 AT Tl P ET B AOE =
(85) HAFEAZFUAF 2014112924 = 21185
(86) =AZ=UHE  PCT/US2010/002591 (74) =gl
(87) =FA&7/HHE WO 2011/037623 Sz ott
AL 2011303831
e

(30) $-AHAFH
61/277,724 20091109€28  H]=(US)
61/358,112 2010906¥€24% =] =F(US)

AA AT 4 0 F 39 F

(54) Wge] 93 442 P s A2 A &y R/EE T2

(57) 8 9o

A, FAel ok Amel ulE, AdE X8
1;1—/] }\]/'\ §]-al D]/tt _7.:730 ;ﬂ% =

A3}, 100% ‘Lé TSE, #ad g, 2@ A4 3 % —
Abell 93l xRl tiE fioks AFsls Wl #3k Aot} F7] W o]AH AR AEGAZRE <F
ES AHHoR dadste s SHAeR xdelr, X854 wRddA 9 okEe Ad FFNH daEe YA
2 0 ol AT dEdA Y o]AF oF 7 I o]d) Yo @dHI, AF AGIAZRE oFEo Hdd I
B o] oF 3 /MY o]y 7|3t Fet A& Aot shue]l Ao, B outg e olggel S ALE-
e Al 2 ¥ Fne] X5 #e otk

o] & - %4

=\~
2



S1 10-2015-0006083

=

=

H

el
[=)

5379 ¥

ATE1

=

up

o] }e)

zn
a

o
=
4
0

)
1o

~

o oA, A

&

AT 2

Al 1

e
o

o
or
—_
i)

o
or
—_
1o

—

0

or

fob

| =5-E ] ]l

s

=3

=

4

%
9 g ol WA oF 1

E
T

ol oF
-

=

o ghofA, 4

&

A 2 3

A

i

:3

&

ke

A7 3
AT+ 4

A1

0

or

iy
o

o gholA, i il

)

&

g A Al 3

Al 1

71
Jond

)
—_
o
ToH
B

—_
N
N

Foll glofAl, did Wil

[=]

o,

A7 5
A% 6

Al 4

s

[}

b A Al 6

—O
i

o,

S

AT 7
A7 8
A7 10

A1
A 7



S 10-2015-0006083

=

=

M

el
[=)

} %] A 9 & F o]-

[<]

kel

A1

= #
h B
~ 03
x° =0 B
X ncl o
o) % S Ho k
iy ,BN 3 5 T or
Jh u ST R
5 m L o o EE;C Cal 4w B w0
I y 57 = o 2 i B
- o —_ _— —_—
§o3 @ E e 2 ® e .3 £ T
v % T = sz o A A e
c T F 3 i wo I T ® n
B Eo “Jll 1 mwo ol o " o o o —y 07
o o 6 . Ho o B wﬂm 2 ap o
ok q il I o LI S o @ 9
R S H bl = RN = T Sy
. fal w B N iy m o =y <0 I ] ‘..17__.A| = juts
4 o o T ¥ % . o 5 L™
-~ ToR _ - o ¥ ~ n E £
S o & T Bl < T S 2 EE T i
X o 1 ,w,m o . oF &l or | NI LI - %
0 = oy ! Nd il 1| hiK W & = o o) B m
=y = Fo T K Gy Ao AT 5 0 ERe)
il S = VL L@ <A R Y Jlo 2 o vy
iy T wr P ap g o 1) = o3l
CINIS o o o fold o B wom e e
A Qo M oF 7R M T S 1 A~ fo o =
4 =n ~ - [INON
T zo o B - . T < do o e
w0 A = i el _ E, < ol o| o < Aa - do _ 0
2 A o e °© o - H = T o T & = W
3 - 1 ) = — = ) z.#o oW < %
s ) 5 X R = = AR o X X
oH — - — [ iy 3 O ~
1 W o= N ol ) ) 200 :.L ol 2 o X0
i = oo d "o £ 7 ) % R — £ w4
o x W o = — o T X 4r o| R = xR ;
o o T R N 63 0 £y R = w0 ¢
- 7 = B w < < — 7 P R 2o
m [ o & <) ar K M ! o M- R 03 o Wk T =
SR s z I 2 ¥ & i =7
N E HOE g H I i i © e T o b
oo B0 b o i e vow S T 7 ol 32T = % T oA
T w2 - " oF o S = = IR ot By o5 Mo ES E e
- 5 N i xX N ) = 3
oK o o W N < . ey X o T B2 1dr| ° — my J| R o
1 = N = ot . S ro it pares = J = o
- ™2 G k3 R at] 0 - o iy e 5 R
e T 9 DN Xq — 2 ., 9l Jlo To° o " °
_ - B o - - N sl T ® ) m o &
T R X0 ! ol = ToH s
= Uk = of ¥ x T . W T CERNN w9 do )
K = um‘_ T N X o = w h o = o B X
R o n EY R I T
B g ¥R ° N x - o m T %Hau T BN o m W
& X o 7 - ™ 5 = W . . o . < o ° i S
T o F R ~ = T i T : < @ B b i =2
K o X = K B oy =2 —~ 0| X ol = K%
d = E | F - T o o 3 T > o . op K <0
o o o K ow g O HoM B o T = g w oo X N EZl
ErRrEER I Al . * = - o T T 5
T % = < W R RO 0 . . 1o w K o o = Wu = = TK < = s ) ol
rEBERE = w w B CI I ) ] " =2 T
T O T s o X = o " ~alR o - T o
T T Y =] [ ~ T0° =t N o s = F N - T x )
= o = I 5 JUR o . Mu 9 Y 1H rd o= %o A
g o® T I ﬁl « 9 2o L P doo N F o= A R °
S S oF & X Lo A T RO
X R OT 2 7% - — X IR 00 N _ — TP !
g o %ﬂ45 o= o et
T 50 T 3 I+ Biiecst A
= uk ok )
" T T o
~X K \HAII



&1 10-2015-0006083

=

=

=8

L] 2 mf o

Q)
=

HA| mcg/

]

A

el 3

Q)
=

HA mcg/

=
-

foll 21oiA,

[<}

ke

A 18

A

i

b

(<}

A5 20

kel

A5 19

A 17

e

2 geuct

WA mcg/

=
-

ol i,

A7 21

=
i

o

oj

"

A

A7L SAGE =o)L,

o e, Qlaud 2w

@

A 17

10

ok
2}

Jolo] <F 20 meg/¥Y s

p=
T

ok 10 mcg/ el

ERESR IR

A

A
meg/ Lol Folol o 40 meg/d; °F 10 meg/dol Helol oF 60 meg/¥: °F 10 meg/ Lol Folo] F 80 meg/¥;

ok
2F

o ZHE

=

7= o] Foix)

°]

o
oo

—

A meg/2

80

ok
2F

60 mcg/ Lol H o]

ol ok
al

20 mcg/Qol Folo

60 mcg/d; <F

ok
2F

20 mcg/Yol Fo]o]

40 mcg/Yd; oF

ok
2F

20 mcg/ Yol Folo]
meg/Y; 2F 40 meg/ Dol Folo] <F 60 meg/d; F 40 meg/ Lol Folo] eF 80 mcg/Y;

o] °F 80 meg/ <.

A7 22

]|

[

| 1o

L=

014, <lawe w7l GLP-1 g

o 3l

K

1

Tor

WAl Al 20

K

A 12 &, A 17

kil

E]

;s

Ly

ol 9lo]A], Qlade murA7l €A ALE]

gl d v &) =el

Z
=

= 7F

Foll SlolA, S

=]
[e]

} A Al 20

[e}

o
A 25

, Al 17
Foll 9lojAf, &wizl Wl

Foll gLt A,

F U= Al 23

1
[}

[e}

3
PRl Al 26 & F o)
3

[=}

o,

kel

A58 23
A 12
AT 24
Al 12
AT 25
A 24
A5 26
B7F 27
A1
A7 28
A5 29
A 28
AT% 30



61 10-2015-0006083

=

=

H

el
(=)

H

ol

kel

A7 31

A 29

d WA Al 30

3

Al 1

23|

~
s

el
_

8

70
joni
)

o
Ton

| ShefA,
F Al Al 33 F 5 o

ol
‘O

kel

A7 32
273 33

A 31
Al 28

2]

8o

i
o

A 7F @t Al

¢

%Z

4

Z
<L

=3
=

AL
v

el heiA,

F A A 33 & T o

[<}

.

A3 35

A 28

Fa
o

A
o
ok
I

el

[e]

F A Al 35

[=}

kel

273 36
AT 37

A 28

—
1o

A,

e =t A=

Foll lolA, &

B

Al 36

AHAHZ 61/277,724 (2009 d 9 ¥ 28 Lo

—O
]

= o
=

=

2 o]
" 7}

=
} WA A 38

[}

ol

kel

ofn ]
3T 38
A 36
3T 39
Al 28 &
5 A Al

=1
=

[0001]
[0002]

o



5
10—
2015-0006083

=

=

v

)
o

[0003]
[0004]

Jl
LB
il Efmogm
o Oﬁoh.i
UED]xoﬁ
Lopﬁ&opﬂﬂ s
- pdﬂwmﬁ‘ol i ol
K 5 n el dl&l o~ W W
= - ooaﬂé%
Wsyﬁow_f 1:x_ Y qamo‘:oﬂ%ﬁﬂzﬁl
° ;ww&i %mm @ﬂw = o
= < Ac
. ﬂml%% Fi. %;ZTW%E oy
T k- ,VﬂuﬂeT N oT oﬂlﬂag B o o ol M =
) . ) o EK i i . B w il =0 N I~e B 0 ™ RO
W i g 7o u%laic = - X qﬂxﬂo
A %Bq\f,# ﬂmaoEmao o Al A.:muS o 1
i - Ea}y o ) ol N - . X T
T W T o N T X pEX - T peT® Xo @
_ o W T ﬂwﬂw%g 2o W 4557(n T g e
T qv”ﬂl, M Amﬂego do BT HE}E T Lofo;ffg :
) 2. T = qr — — e o o B = iy i
1ra y(\. T < X A \/\jl;o,m,A‘.mD oﬂ_.ﬂE,MI,X ]],;lmﬂﬁﬁ
-+ e 5 ) ~ : P X B loﬂ\mﬂé_ e T IR
el ! Jor X oy by =l _H = o 5 dlo g = N )|
s =HC) < w % ] iy w.a ™ b X e wm <32 ol N wF Moo il N :L = W
w ﬂd;og 5 ) Iy (I ) i 0_975 LERR
hS b ~ ~ 9| j :.L ] [ - = of B M ;
L o 8 dubm 7 N ﬁl_zu b nf m,mﬂ o of 0| M_#. szElmﬂﬂu = UMM:__ To° " o#om/.ﬂ o il X T
o mp.ﬁio% R E:g@% S %wamwﬂd %@.JA B @%%E
0 ZLS]ﬂnﬂi um|6 ‘._m_uxbtiyﬂr, ﬁoeWE o“_o]ﬂm_l7,muy © ,Dlmmoﬂﬁ — lﬂ]Aodﬂ
e _ B = - s Z Jogp X dlaaﬂ_n]ﬂﬂo g Tijm"mxﬂ il B Mﬂn_tun_.e
Mmcno%ﬁ N o cey Yol o z B0 PT R 0T I %wr.u;e % o g O
g T A B T 5 & g 20 o T E%ﬂu O 2 IS ﬂma}%
— 7LD ﬂrmE ~ d|_nauL =y { o< —~ ]Z. 100 - W " o
X ,ol..I ﬂ_Hy_._ll % _ZﬁE,UMEHIH ,;MV T OE ha7ﬂ OHA_.oﬂo 1 = ﬁ‘_i Hﬂ]r‘wl;oh
s b L La1T “ T 54@.}5: o 5 - P T ol i
G e 5 5T P2 w s A = fo o e % a5 e U
= o ~ o s X NE ™ W o o oy W . or O ) oo e . X B .
aﬂ-rﬁé_l_ 1r104l E‘.ﬂ O.._O1_l i ol \Il‘lﬂ s _O ~ N g
~o UEUPJEH %o }}Zwl Mﬂx_op ﬁaﬂaq ° A.:.L.rA ADI ~ 1_|]x_|i
< kn‘__z_. Xow N T T ) ™ o i T < < A o
) OﬁnMa,ﬂd =5 7T uLuzlﬂﬂnaoi Mﬂiﬁ Lﬁ&ﬁ.ﬂ; T OGS JﬂETAo Eﬂwﬁo
. —_— - = = oy —_ jor —_
ey _amﬂmﬁ efmw ﬁﬂ%ﬂég Efn:fwrwusu,ﬁ} %ﬂﬂ%d urmofmg% ,x?}?
= 0 5 = dr ol o N B o xb o = o 3 T w 4 o BT % Mo °F 7
(= 2L o 1Y ™ o ™ . i = N = 0 5 5 o - R ol P- o = 30 A o >
ﬂe o o ]V e ﬂ_1ﬂ ~o —~ Ao ﬂ_1m a . o EE Ea mwﬁ o Zﬁ == Lf ﬂr‘_ ﬂ_oi E _~ <
i 5o ° - = B V_s};ﬁozo Gror 5= o e ) %auws mﬂ}h@ ozﬁ
5 W w2 n_Lu:| iy oﬁﬂoﬂs j,_r-o q]oﬂ_geibdﬂ k},Lo]law o..#;oo,é &o#]]ﬁ
%o _ ,mﬂ;J e IS T b ﬂoEvﬂﬂﬂ %u%l,% &fﬂx i
= o g LT L HEE gmwﬁ @mﬁ = 25 S mﬁowmnf WETT E_E%uog
= o S e 8 ,é E 4 ° Lf#ZTﬁET ol @ 3 @a;u_jﬁ ER & ,x41T1 LT e
B T Mﬁ(uﬂ u..mﬁd ﬂEu T uﬁmoae ?Qov T N Nk N = ﬂolilr
&x qum(ﬂm_: nowaga ,,Boafiam] mhmo,muo]ﬂﬂmﬂ @,mﬁmmﬁ.% b = ae,xWVL
P ﬂ%s}ﬂa o M N T 7 X o = 1 i o, - WS = = % 4 B F oA 2 2 ao_/
L|_dc — e‘A N o N o N oﬁnm_.J K w s Liﬂauxo Lol =
i & o N o }WLL orjlo - B W oer X ~ T 1rtﬂ|,muot = BT &o;o
N f%ww ao_emhﬁﬂ@ ;;;E o ¥ mo;wma ﬁagﬂ@ ) b = 3
W= AN P,ﬂwr - R N g ° n
K~ Wmmmam%xa,x&“ﬂi @MH@.QJ% ﬁoﬂduvmo_ﬁmﬂ,o:ﬁmﬂ 5%%%% nrgoi% Muao%ﬂ
g = = Iy . f —_
v F N 20T ymw %E%é i LE ErEy - orqgﬂ@ mrii_f wﬂg%
B ogﬂ,q(,ﬁoﬁgf dlliﬁ% %qéﬂﬂ}ATM7o w qOrL %ﬂaE T -
Fﬂe .LHq o = B ﬁodrdr T or n ° = al7] g " ~ U o o
= or s D_Ht 5 X T X ) MEE o] =% o ° wEo o B E.deT%NJ ) KO = —, O .=
%m,g%o o Yoz @Q_Mﬁuﬁﬂﬂ,m uzfiﬂa@%l ﬂ@zﬂ% Yool « 2T 4
o s e o) —_ <0 W< o H o 7 < M# Hi " T B o~ W% o W - o Mﬁ
" Eenmm _° .EoMuA A bﬁ " z_.wm;o W ,Aduzo X % 4 E ,xlmﬂé
T o T . b ~ oﬂfﬂ@ &ﬂﬂu@ Toiiﬂ X = X
o mmﬁwijmfwlgw.% mﬂ&w;u ETdnzoﬂdniEma imomm__&ﬂdr. .@ammﬂ aa%womﬁ
A 0 — iy — —_ R o
T b -k quT&ETmeown%Eruuuh M&iamﬂ T T
g mo Zm g BT R % v F L ex X ° 7o B & oM o
S o7 = 1u1_|,b._o» —_— uﬁ]rx ﬂoﬂ&lﬂ Ko _w‘_ =) i ° =
= ﬂoox} T @qt@ %4;%&? = N
2 zT ~ AT _,ovu ;oT —_ Y~ iy <P ol =
S EE N _ X < < o lo Eo OE W <o
S = R o%%g? L o g
[ S o A Bl % i o i . 7
g %@__b%%.z uéﬂr.ﬁﬂ
B L = % ™ Y
— o o ]Mﬂ o:t 14] <
x __Lw_/ruo,ﬁﬂﬂ o X
S — .#ourmﬂ - B B o
S 1oy ) = qT
= S EE]E He‘mﬂ]rﬁ
8 W oo ﬂéo
e wE e E
= fo
)
=)
)
=)
)
(=
=2



&1 10-2015-0006083

=

=

M

el
[=)

o s
FETE p
< : oy = m A m o
) B = ™ - o
oy o B o e o ™ o I - 4k
% E 2 ey v 0w
o <o R, T w Mmﬂﬂ i mp A =
) ~ T A - B WA T
o B o do % vk o 2 %&3 e
By ok . LI T Zww Er RN T R
o s o) B £ 1 N T e 417rﬂ,§1x| i1 Eﬂﬂﬂ@%
w M o B0l mﬂwwrmﬂr ar © mﬂLto ©oa T 2o | N Nr]quuo_ P ]
o N lo B
o - o ~ TN -5 - liédr %1?]7]% N ogolt - Ty = B
o T 7£Lf u.wgﬂmo % = uoﬂuo% ,mqu“wﬂ < zovoiza. g 3 ey
aoﬂuﬂrAT w B ﬂz.]d.mw_ms_ = N W Zﬂﬂwuﬂlﬂio.?mo o ﬂEUrme#e_ S o S
Rl o] s e 1T - 3l 0 i s of — — e} - ﬂﬂlldr 1) = C
X AL ~ - N OS.L ~ ! o EME o X I
oSy B T R oo Tz Rl ¥ mBEeT 3 w i
) T T H T B oo o or o T ﬂ4W4L o - _l._mﬂ =  Wp 4
J_HdrATE. ch7 %J_.VLNJNJO i @.dr;bzo ﬂumﬁd_.WEm,rrﬂ B WEEATE.EA 5 Y 5 M
mo.umm% o B Iﬁ7ﬂmo_: mtnﬁh oo O P s o = uﬂ%%;e, T =
— i Y I e ad - & = —
o o ww WE = T X oo o B N ] o AT @ g o 3 K TR = ™ ,E|_ 2 Y R X
—_— of oo T~ e w o - N . =& =X = | = )
~ Mo - T J,m_smgh ® o SR S = i R S = =5
Voo R PET LT Gy %Qk;fogwu% ¥oomy ek T I -
wﬁmw%mﬂ B E@mﬁkﬁmﬂo Gl émuo}__}m%mﬁ%m” .z ,Ekmiﬁ T
x e , 3 5 HI N oy R ] T =
o M E XN ofow S T . oy o N g L ) W Xgh i o W X
%iﬁ_:ﬂr oy oo o moo_EkEmOZ E:ﬂ.efﬁﬂﬂu ﬂﬂl%u?% by muﬂuwHMﬂo_; o do m‘w%
TEE Tew Y %ﬁ%ﬂg% R L ﬂny%m;:m?e@ g%%‘qwefﬂ 2 3 o
BoR ® T e N 2 ot EHET o BY < 4 A E 2 EEL
o T 70 Aiﬂo% ﬁoﬂﬂ]_.moﬂﬁ ot,“_h/uﬁ_.aa%kﬁov GQ\wJ,Mﬂz,_nn 5 ﬂuWG WE S & wmmﬁ
E_Ewww%wu Eﬁw&voﬂweo%io o ¥ iﬁﬁomﬂ%ﬂﬁﬂmmg% Efmm Eﬂ%@%% o ) @E
- ! = — ~ © - A [ ]ch,
— B oo o7 cEmourm ﬂxLM%oo O Ho W mﬂm_&fﬂ]7l o %aﬁiﬁﬁEE ® QW
N (<O OB - EidﬂS = m Ho Yo W T Nﬂ_xfﬂ = .= o & i 2w
,Laozm ﬂat/ﬂr%_wmﬂoogmoxﬂlﬁﬁ NroL} mﬂﬂleT Wo;?o#amzmosm mmmﬁ mo_tm__moww_c o X Wﬂ
o woe X w il NN < 4 2T TSR R Elx.ﬁ & 3 o
[~ T e W&.%L@ - RO T v oH ~ B - 7o d.ol:e] g o o
TXpE m;jgm.yéxfmgﬁ w2 g TR % Lmbzﬁﬂ%ﬂ £ @ﬂwwﬂﬂa cx U
) =T m@mTwoioo w XA Hﬂo;@ aﬂu%ﬁf_;_ﬂ iﬁ I ) - 5 2
i T - = <R T o ~ U o T o~ YO ~o = 2 0 o
X W @@Xﬁmu W ﬂex_.o . mﬂﬂsﬁliﬁ i@ﬁéﬂ?ae zo N moE R 2 .1@]1 % do
° W g bR }ﬂﬂéﬁATmr T T oo O < Mo B X T T %El.,o%ﬁauﬁa g
A o 7momkﬂk%ﬂﬂ o °F o R T oy oo U go # ° 4
o ooy O o M A S ° L o o T = oA S H %o =
= = | Mo e o P 2o g < = O o <° ﬂajlioeT Iy EﬂL ~ <0 T R %
SRR ﬂ?%%ﬂ %ﬂﬁ,%a%% R0 T W g A o ﬂ%qacll woT = g
ﬂrS_nanw E@nmome ﬁ%n_rmhwoﬂqor o = WEHMOH_._ Mo meLuTogaAudr. ﬂou.t Mmﬂ ywn_lom W %.Am
o — o) = ]]] < j— = - o ~ ;\)o_ _
AoTﬂ,mﬂ% _xmeu]ma.f ,m“wmﬂEum.Low% %WW ﬁwm% aﬂuﬂhﬁmﬂﬁw@ﬂ% gw% BOML%Na@ﬂﬂm %_W %W
2 o r PN g 5 = - i r T = 3 = . ot
o8 wo g LBl R i o B o wa@@f@u;u s g EFET AT O
=l igf vEeizty ITTysE crfiekiz o2 227 EEE2 55 5P
W R T ﬁo%moa_mr un,wm%ﬂm?%ﬁnl%uw.ﬁ%mo %ﬂﬁ@aﬂ@@%%_@ xﬂ@uﬁﬂum%m 2
0 o ° = = . S pe o~ = o - S ;2 -
fo oy 4 OB rEwE g T TE Ta= Lhwa ARGl T WO ~r T -8 ey
— = X =~ — RN — FL]OJ <0 o = HL;Z‘I‘I _ U ‘aﬁ]i — P s
o To X mo M o) R T W K0 XO 0° o m o TR X = = =5 o) o N o o %o do = B I S W< X mu._
FE %3 TymTE cEzATE Ry ?ﬁémi;i?;q S e T
— = 0 e o T " pre . T T
o T wouaozolﬂxff TE Wy WP o = okl B3 rE s U B T ®» 2
o B B LI s Lo P ErEw B OE T @og%qq%ﬂ L o
" ﬂANrU‘JIIE .‘HEO# . HOIO‘EIE‘IE HA_.OE_.D .WH#.EQ‘AL mm.ol \LIHLL‘I‘MV_IIII ~ o T
el T AR 7 © B = WX < E = =P gy woE
e - i) - Al Y m R T T g7 " )
PR A RO - Jllo.ﬂmVuxLao o Ul /) o 2 TR
<0 %0 M oT _B Moo o X W - Mo WK A ‘Bw K =K = ua!
noiﬁﬂmo#ﬂmﬂq ciC ma.UrLtﬁx \)g@ lﬂM
Arouw mop o R o mm = mO >
N s dadrwﬁ el a s
N m o T
W R

[0013]
[0014]
[0015]
[0016]
[0017]
[0018]
[0019]
[0020]
[0021]



61 10-2015-0006083

=

=

H

el
[=)

W T o e TIPS WK N N W9 Wy mo @ AR E W 9T T
W A oo B = o o 2 ™ RN TR X N o % dp = B Mo L odo R T~ —
=) oy T O o o) W o — 5 ey N do =r e _ B - o T
) - =] o J— fest wn X X —_— 0 X Y E.# o o=
zﬂ.o o) _.E 0 . OO N E.E <) o Lt ﬁa ‘Dra Lo} o =r = =) Ot PL oF X
= ~ ~ O o A X 0t Wi ) — ° n_.e .0 o EE ~ o
o — % N S & oV <0 ‘o sl Mo ooy O o T ar o _ . o X
X o 19 < or DO o A prit Ty = I b,
of ~ _XT = ET E.E - P o ol ol e XY "o~ o =
o = oY T oz oar O IR A ' B o) & u
T W T o S .. 82 T T PamP NN d T I B e oo 2@
T I~ i oo ° - o= - 0 A~ F oo X w s 9
G BN w PP s o= M Tk N D =T B o 5 N2 o) )
S D Taa® Tty o wItTw Nwow
wre T g T o do oo MRD = i ol B - pe - — ok
T KA g o u- o o X G O % HF % HA = ° 9| w - Koo op W
= A B PR Lo m A T = :Emﬂ T oA .~ " = 4 X = 3%1@
p- T s b 5 o o o T o < B o T A= 2o X @l T s Tor
S A RIS = M T B ol7w 4 mH o i < L, BT g
< i A o o W E W 5 T o m B i wl o el o - ﬂ H M T X 9
=S T ST o= 3 T .= 9 HETF =T W® 2 . WK B g . &
R <0 -2 < o8 o R = op rr Rl S T &0
mL ‘:L Eo o) ‘Lmﬁ o oW L.%ﬁ T = - MIL o ;Mu OC 1 mL ‘mL % 5.0 MMO :Mx_ Wi o M 0 M N “H = m
—~ Y s =0 o N X o e oz © 3 o :

e B = %o = W Wb I o \.Wu s ) = ‘WEI ey U = = T oﬁ 53 W WM WT = ‘mb mHﬂ m.% ny S
=N —_— = = ) N —_ —_— | = <) Jul 0 —
TEN LS TESEH O BEMRTR Tty ghTwiy L om0 E gy SR
%Mﬂmw R L ,X%QETA %xﬂﬂ WN T WG = N Nlo - E.ioe%
i X ET ﬂMmO ‘_ﬂol = Wb o ‘M.c o) ﬂ,A o el ‘Dra i or M W & AT K wﬂ_ 3 Z,.# M K W.HOI o ﬁmﬂ iz} ‘W_i
- — = e} —_— 0 o/ e . ! e
T H g o Mcw;mu M%OW% %ﬂ&&ﬂ%%?%% mﬂﬂ uxuoo_udr% o m.w%x&u

~ — | - e ) o
R E D 2xls BTN e L w¥es o gFeef M%ﬂ@
5 B oF iy = - ! - ; !
Mwmwﬂo ~ o s - Wow_o. i ﬁ7w%§ aﬂewmww %Mmgf@ﬂ} o ﬂﬂﬂn%da p %aaﬁodc
. 2 - 5 =i o = = o A 3 - {
o E 9 a8 w7 oasmu P m g N MJML T (3 a2
TG o gy o T ﬂei.@. o X N T do = N oy 2 O o i i Moo .o
2 oo o o2 of o o] < N T = o) = hIE N - N o oy T B} o
% 5 O T o o g O o T N T B o B R ) B o) o
IR ST L u° M 2o T 5B P ARt T to ©
Hmoaﬁymﬂ T Wo@mﬂ&mo GQW,ﬁ%,ﬂﬁnﬂﬁﬁlﬂ au@u,ﬂu& M&Uﬂ
K I o 2L oV ,]ﬂ ar e o N o o =K G
s B N T > ) I~ or i W ooy M ﬂ =g M H = _ TR %
T oo T w e F ;ﬁm el X% ho 2o o o W e o Aqrop- X ol B o MW N i E
fBER Pfi o ametT R.zw ITau8t RERER Zedb. 2 23l
C - 3 wr o Ty W oo TS g G
o w o = & | w2 X Hjn N o A o = . < = 5 o Mo
sE = e R0 oy B or oo © T ol L R Togog 0 o o)y R A = B
2 E e R B m SN o R T I eCI N M § B o T W
- - I FZHr WITE cPIsXE ©TFR RPap? W P
[ I o~ =
Mooy, M < .. 3 ).%%umﬂo ClS T %ﬂ@ﬂ%z% u%%m%% 1 w7
i%%yg o TS mem@noaomﬂ LIRS T o)) ﬂETUr ™R e W - %o = p o ®
ﬂgoﬂm% G a{méw @Woﬂearaﬁ%ﬂﬂﬂd%%m B oo om e T o X e T
.. O i R ! ! o = — —_
o o) T o o BT "k o= wimE Rk, T oo PEDTS ¥ omiinT
s _*2 F38s P GEMe METES L T, AT T mam K
DU s T SN x w9 »E _om B A N om0 L N R or B %o
N & = = Eor o oM oM g X moq O X KB T ™o X g
~ = H_l — ‘U| E o iy <0 O# = o . OE o N B % ‘@l = éo _i :.L G o 77FL M.n 3 ;._u ET
T om o~ oS 7T o R R T ECHE Y N ) T T, X T -
uk - 3 e o© ny o o nA..o o O BN ~o BO oo oy e mo %) o| B B ~O = = o wp R
AT T 5P Thelx _LPT o PRy P oasl oafdo bom oL BmA
GG e S T~ UGS T W o %o LI B -7 %
o T ooT 2o o) R o o ® B B M b o oo m) EK e moa- M R 2 W m) H T w

[0022]
[0023]
[0024]
[0025]
[0026]
[0027]
[0028]
[0029]

=

Al utE]

A 29-4 AFREE
ol)
ol

Ay A
3t

7 Aol M "

<
T

o w9, A

15 &< 2 AA

s

28 ¥9

p

olof =L 40 meg/¥

23 AAFE 2 80 meg/

o}

]

3
L

=3
=

A 29 ol ot

p

L

2

L=
a-

RiLe

A A

=

=

pebd

i

°
el

o] e

=



ZIHEal 10-2015-0006083

X O Algtel #ek oFEEtA Hlo|gtE HolFEt). T2 oA, #HFS JAYEE F% (pg/ml) °laL, F
BELS AR (D) ol @3l tololZ =2 10 meg/US APt AHF Ao s dlolgl XNEE o
EldiTh 23 GAZEE L 20 meg/ DS ALdE AF Ao it dlolgl EIEE Yehdt 23 4t
7182 40 meg/ Y-S HIsh= AF Ao digh vlolel ¥RIEE ERT "X" = 80 meg/¥S HEsk=

| R ii= Al 29 dell, AF ALY AA L ol wE I A

L3l AAUE =9 A4 Hst dee] F9mA, Mg 29-d dFZ5E 9
3 2 10 meg/¥, 20 mcg/Q, 40 mcg/¥, 2 80 mcg/ES AL AF A o
A 7He HojFET), FAHLS 9L A A (W) 9 Fola

g gl e o o A=
AAFE=e] Zhzbe] wmol diE] FHEHS F2 AlAH Sl Tl A=7F = ok o gl (7
. =T 9 (£34), 2 FZ 79 (aEH) o2 AN )

T 5 = A 24 AT HARIY AM8E AA g T 5 oA, AMA M A2 AT (12 F) B
12-5 473719 AIPRE BoEr). Two] uUebd uiel o] A= Al 13-24 Folal, TES A UE
zo] AHH HAdo] disf 1 : 1 FFYuiE A, Al 3T, FAE S8 FoAEE AAUE =T FHA Ao
= Ao BES 2o FAeg 2 40 meg/¥ H 60 meg/HFo AE5H AR AZkES vERAT Al
1 5, 20 meg/YellA AEH o R Adetes 4T @%XML AHEBle FojE= AMUEI =7 AR Aot
Al BAe 20 meg/De AL wE Asd &% 60 meg/LEY] Ao Wi 7o FAuAdS Yehi,
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ANIEI =] A&H Ado] gt g (A 1+ 2 A 2 ) D ANIE =Y 1Y 23] FALo|
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T Tk BAE HAE 8) o, FHFS AL A (F) otk % 10 94, AAVEE 20 meg/ DS

AYshs o NY AT NG Agshe A%H Adel @ dolet va AAPo AN 9 ol

Hole AF1oNA QAEIE 60 meg/ V& A o] NY AT FAE A ASH Aum ABHE, o

ALEIE 20 neg/ DS ADHE o] 4F AF FAE g A%H Ade] B delet ARG AA

Ho Qi diabel AN AAVEE 60 neg/AS AR oA AR AAE Algels A% Agw
)

A= ANYE =S 1Y 23] FALe] gk diojelrt 23 dF o2 AA = Q).
W

11 2 Al 20 F9 HybH QL HItA T|EHoZHEH HAE A
A A g} T 11 ol ZHzte] g g = ¢ke] SexbE QUL HWF FEE 5 (A 8 F EE A 20 F) 2
ERdt. TES FHES wgt S50 25E ahr|ek 2ol widEo vk AAUEE 40 meg/Hd o] AEH
A (CD 40 meg/Y) 2 AFHA A 3 o5 (A 8 FolA); E IMUEI= 60 mcg/L] A454 AL (CD 60 mcg/
FollA). FAFHE Ak QUL "] 7IEA o2 RE ] § wistolt),

T AF7] dole=
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4 Q0L BoblA AENoeREe HAE WHE nelFe Frbe A4 HolEd
12 o 4] Zhzte] o) el okel Abe OL BME FAE F (Al 8 F EE Al 20 F) 2
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o Wy 2 AE AEdXE AlgsE Xs (X8 E). Z17kel 2 get Avhke
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(o, A& F, 8.5). 247ke] Agel Ay wo) 2= (AR
e (o, AR F, 7.6). 7}7}e] %) o
7] HbAle W8S deEbdY (o, A& F, -0.

w15 & AEEe] Add AY mE ddvese) 13 13 FAsh 2gete] WER

= =
QL HdE Abele] AAH ZEakds AR FAE2 HbAlch ot A7t =] 9%l st
ol FAHo] gk AAUEIE 20 meg/d R 60 meg/ D] AHH AEE fla) L dwe] Wy 8 AR AER
AE AHEshs AR (AR B), o) e A 3 7)o AES 23 %15 13] FARR Fols s oA
UYE =S AMESe Ag (AR B), A4 uted o8 785 . FRFAAM, AR E ol g g
7141 HbAle o 71zske] sh7]e} ko] whdof glrk: B o 7]l HbAle > 7.0; B 715541 HbAle = 7.5.
Zhzhe] Aseh Ak ) 2 () Skel 915 Abs 7IEA HbAlek = dERAY (o, A= B,
8.6). Zrzkel Amet ke W) ad= () ko) MR #AE HAES HbAle < Th & 94 o
ol WtES vebdth (o, A& B, 58%+). Zbzhel Almeh Axbd uid] el (Abd) ]ke] 9% AR
AT T HbAlck & vhERdch (o, X E B, 7.1). Zzke] Xmot Adg o) 2 (X)) ke F
B Bol ke 1 AT HbAle WS UEhdTh (o, A& B, -1.5).

T 16 & dAYE =9 &4 AY T JdAYE =S 15 18] FARe) 2§ste] WEXEY-vE w7 X85 F
ol hAE Abolel AAZA ZRuUS A EHH, 7|50 AAEE Q). F2 %2 HbAlch ©]t}. X
b =W $Fo] slrlet ol mAIEY Ut 15 13 FAIR Ry dAUE = (

B); ¥ AHUEIZ 20 mcg/Q 2 60 meg/Lo A5 AGE Y B odge) WhE 9 AR AdAA S ALEs)
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A8 (&8 E). %16 & SR o) slrle} 2ol 2 /e wo R o] 9t} »}j 7, 71%A HbAle <
9.0 <1 diidell gt dloletz FHZHe BAFH UL = #, 7IFA HbAle > 9.0 1 il tighk dlojel=
FHE ZAH Us. "71554 HbAle = 9.0+ 1 Oid" Ho HEE X= B o uld F dig 3 ¥ 1
o] 7] HbAle = 9.0 X A& E o o F 24 1 Wo] 7124 HbAle = 9.0 o]ULS on&t},

ZAztel Ameh vk v e (A Skl 915 RAbs 7154l HbAleh & UERIY (o, AE B, 5

B, 7.8). Az AR AwE v adE (AR QH] 9% SAbE o A7 F4 Al § vheban
(o, AE B, HAE W 6.0, 2240 ARe AnR ok GaE (4 49 FBF wee FAe o 4

T HbAlec ¥3E by (o, X& B, 25 3+, -1.1).

17 & dAYE =] A dg T ANeEFHEy 2] EZEN-as wjF Az $
A4 ZERdE AA S T2 %2 HbAlch ©]rt. A57F B %o str]ef o] EA
AHYEIE 20 mcg/¥ 2 60 meg/Le AEHEH ALGS 9] & s =
E), oo 2o WA 3 e MEE 233 9 AEEHYS A8 AR (XR F), FA
01 A FHFA A, 28 E o g o 71EA HbAle o 71x3ke] 379 2ol u
; 7154 HbAle > 7.0; 2 714 HbAle = 7.5. Zr7ke] gt Ay I 1=
= 714 HbAlch & YERATE (o, A3 Z4zke] Amer dvd g 1
gz () ke HrE wAH" JﬂﬂE% HbAle < 7% & 243 e WEEs Jepdt (o, A8 F,
31%:#) . Z4zke] Azmeoh AvE g e (AR) ke AF eAke 2 AT FFH HbAled & JERdTh
(dl, A8 F, 7.6). Zhzbol @ et vk T a2 (ARA) ko] £ E Hte xE I 7] HbAle
HsE Yeldth (o, X8 F, -0.9).
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V= T D U o R oy

2 30
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L i
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Lo
il
o 7
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A

X 18 & dAYE=Y A&y Ad £ AU 236t MEXEV-gE w3 A5 5 tdE Ao
o] AR Z23dg AAsHH, 71EaAde]l AdstE o gl FA %S HbAlckh ©|Th. A7t =uel 9
o 3l719} o] FAH gtk AEEFHHES AAgEE AR (N8 F); 2 JAYES 20 meg/d 2 60 meg/
Ao %A AGS g8 2 de] Wy 2 AE AYAHE AMEEE AR (HE B). T 18 & A
o) &) o] 2 /Mo #Hoz e gtk #HF %, 7]FA HbAle < 9.0 Q1 Aol 3 dioletR F=H F
FAE 98 @ = 7, 7154 HbAle = 9.0 ¢ iAol tigk vlojetE $HFHo] FAFHo| 9L, "
2 HbAle > 9.0+ ¢l oy Fo Hxe XS F o did F gk 3 £9 1 o] 7|4 HbAle = 9.0 AN A
E2E Y Y 5 23 1 Ho] 71FA HbAle = 9.0 °]ASS 9v|3ic}, Zhzbol X geb A#E v gz
(FAA) k9 A% A= 71%@ HbAlch & YERACE (o, NE F, 5 &, 7.7). Z}7kel A 7o AvE

g e (BZRA) ool 91E Ak oL Aol T HbAlck & dERIT (o, AR F, #A5 9, 7.2).
Zhzhe] Amek dAvkd :zaﬂz (A7) gke] 9% Fo] Abs 2 A9 HbAle ¥stE yehdr (o,

T 19 & dAvEES d&H A i voFHEEy 2§t EXER-aE v A5 FA udE A
olo] AAA Zaudg AAgT 2 %-& HbAlch otk A=) =] 915l a17)e} Lo] HAIH o
Atk AAMYEI= 20 meg/D R 60 meg/ Do A& AGS o) B Uy uhy 2 A%E AGGAE AEEE
A& (N8 E), I 28z AAA 3 e AEE 33 ¢ FJeIeEs AMgste A8 (X8 ), HA
o] o8 FEE S BHFAA, ANZ E o 3t S 7|34 HbAle o 71x3ke] d7)9k o]
Hol vk RE Wik 7124 HbAle > 7.0; 2 7]1EA HbAle > 7.5. Zhzbel A geb A¥E 9o =
(AA) 9 ¢te] 92 S=xb= 7|4 HbAleh 2 ERIY (o], X8 G, 8.5) Zyzbe]l A zel Avd wh
JYPZ (A ¢k MR EXE HAEE HbAle < 7% S 24T iy HESS ek (¢, A8 G,
43%:) . Z4zke] g} Ak o 2= (dZA) ke 9% =2kE L AT T HbAlch & dreERdT
(d, A& G, 7.3). Z47ro) A g e A¥d g 2= (YAA) ke FEEF R mxE 1 AT
HbAle ®gE YERAT (o, A8 G, -1.2).

0 & IdAVEI =S A%z Ay == e FYeEd 236l rﬂ]EE_E_?J—%% Wi A8 F9 e At
ole] AAZA ZaIAS AAEH, 7FEHo] AXAE
&) sk ol A Utk FLIFHEES AMESE AR (‘E{ G); L %"HMFJE 20 mcg/¥ 2 60
meg/ 9 A&H dES &) B wwe Wy 2 AE
Aol oJel shrlek ol 2 je] Fom yno glrk: = @, 715 HbAle < 9.0 <1 thdel tiE Holgte &
HEFo| TAHO Y& B S %l > 3
"7 HbAle = 9.0% < tiA" He] HEE X8 G 9 A F i 3 2] 1 o] 7|4 HbAle = 9.0 A
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shte] gdeld, & e Al SRE AT okE YA AP ATt A AG L TRz oFE
& EFshaL s o)l kst RS ¥ QHgst el e, werskE, FakshAl, obvil, g
A, 77 ARE, L AUSRAE 2 oo AFdHE A oy

3.1.1 JAH &

FE AR AFE FEg T FEe ele] AeA me ok g4 B4, 59 i Ee Fwl
Ao AgEs Ao g 22 & Aot o] AR e Alagel ojs) dddE 5 9l okE
S Wx A4, =Ry FEA, A T84, 242, AE8A, 2282, F &84, T8 (synoptic)
9, AAaR) A R4, EHE 2 s22A, "o, AAA, 244, 22 (autacoid) A, 235 %
A, S sERA i SR AEete oFEe el ofd AlRHA A=t EY, 2 I
A A" Alage] o ded F gl ok AU AR, W BF, dnW, ATbEY e, Wiy
o, A1z diAF el oF R FubElz Fofo) X mell AMEEE e EFEI ol AFHA o

AR ok o1& it ool AREA gunh: AE s, @ME, FHFEE (d, 84, SE2E, AR
7kl EElwEUSE s, Suwd, oes, A, eEdwd, sgRelm, Al =% b,
FAA, 29 22z ZOE, dok, Ak thE 2EA (o, YuhR) Ee A7 T A A 2
olEe] £

shutel FEelel M, WA E ke AdRAE 23T olglgt AiEAle oA &4 PE =,
i, FERE s, £, AR AE, oe f4A A8A Be gE 23S 23shd ofd AR A o
= HherA @ FEeol AdEAe P, FPEE Be et e Aol f-89
thel EE, gl e ZeE = 2 ZjAE] v 71l gl fEE, did Be e
Ae =] g, oled fAe=, @ w e s B9 Al A deiA gla, Ele] vEkd
Aol wet Eodbge] AAjel] Abgd 5 gl ol /WAL obmit fHAMA], opwlAl BrEA fARA
S s A 9ds Eshy ol AlgEA ofet Eg, 24l AfAEe gl ok dEo
2 EE 29l (o, oFe] 3 B us AAE ARESte]; vs 53] S Wa 2009/0202608) = A9
sk o gl

oAl ok QA APem APskd = gle @A de sl EFeh ofd AREA eherh Y
TEE; AME2EY; AVERR, AvEERY, AvEERY fAA, AvEAY-C, AvHEEZRN ofw
b, AMtEERRI @ild; o 25 28 34 ¥4 s28, 34 ¥4 s2E-UE s28 (LRD, #2
9=, yadd 9 aAgdId 22 LHRH AR, LIRH obIY2E HE QIBIY2E; 4% S22 W& <l
b AAEG FE3; AAAE BE 2R SR AN A5 TR 22 AAAs 2R SAEA,
SEUSEE; vzl FAvdAs 528 w19 44 A AforlE A [lab dad fidl 4 <l
A ARG A AR AR A QA ZREY; SINERR; PN A ZE2E BE SRRy e g
dal FYHEE; @ As 28 AadEs gadeAn; dARd; SRk dRE F3 SulEa o
FAoR EHEE WEvA 5

oFE A AFem A" $ s Frke 9de s e oo AFHA etk duk FEHR
QA VI A X B otk S A dEd 9 dEd #¥ SFE (e 5o, ol Jed dge, L=
gl otdd A&y FEe, IR okd J&d, Y J&d okd dE); JE= s=2E; B AE A
T, N A TEE 9 g2 Haed S22 dyERZedE; Ay -0 A5 X, AP
A Qe AT A, ed-d A QA 13 2E 4 A 24 Eebavedl 24351A 45 1-vlof
T w-g-D-okE I whALHAl; QIEFI-1 $8A FEAYAE; FF AL QAAb, FE A4 AR F8AL F
F oA s A ma sEebAl; Ykl AR e AEFI, «dAdd A8 FI-1, lEF3-2 &
H| R Afel Bl AESA duld; sk AAaA: 2 RHer EuHa 78 §8 $F oA ¥
s AL A A, A 27, AzstE FA|, 9L ke A, Rreged A opdE; F
el dF FddE fEE 32, 48 5o, dadE A (o, SF7-F @ (dd GLP-1)
gool5e] AR B Al fadElel = (ol ald-4) B oojEe] FARAl B fEAD; PY (HEE VY,
= H2A fRAo R deA E) H o5 A R fEAL SAEREY 3 oj5e] fAA 3
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A 9 oA MEE GIP) R olse] fabAl B FEAL R 9D W oS A R fEAl] e X3
Hich

tE FAGE AEAE WU (o, St deh, wvh, gk, eugh, B, AAAZ, WolAl QEAE, W
o} sty Felgh 2& ool MEE §AA EE FEE §EA, B ohe o5 TR A%, o

E E9], ¥3 [The Interferons: Characterization and Application, Anthony Meager (Editor), Wiley-VCH
(2006 9 5 ¥ 1)) o 28-S gt

GLP-1, oA 3 71A] Feje] FEj=91, GLP-1(1-37), GLP-1(7-37) ¥ GLP-1(7-36)o}r]=, ¥t o}yl GLP-1
o] FARE AXe 93 2FFx %—’F% BuEI HHY FERIOA ELo PAS ZIstE daed Bus
A= (F, Ad#EdAT) s ez vy (FxE, o, 3 [Mojsov, S., Int. J

Research, 40:333-343 (1992)1).

A= A8S Yeuls v GLP-1 FE = =4 2 FE= AR 394 Fx, o, n= 53 A
3 5,118,666; 5,120,712, 5,512,549; 5,545,618; 5,574,008; 5,574,008; 5,614,492; 5,958,909; 6,191,102;
6,268,343; 6,329,336; 6,451,974; 6,458,924; 6,514,500; 6,593,295; 6,703,359; 6,706,689; 6,720,407;
6,821,949; 6,849,708; 6,849,714; 6,887,470; 6,887,849; 6,903,186; 7,022,674; 7,041,646; 7,084,243;
7,101,843; 7, 138,486; 7,141,547; 7,144,863; = 7,199,217), ¥uk ofz} <Ak xE (o, BIAEXIFEHE=
9D dHFFEE) oA LA Ut =2 H‘“M AAle] f-83F GLP-1 FE = XA st o Victoza
® (Novo Nordisk A/S, Bagsvaerd DK) (2] =; nz E3 W3 6,268,343, 6,458,924, 7,235,627)
o]t}. 14 13] ?A}sﬂ Victoza® (z=F Elt) b vlsr, S, R dREedA Al Folt). i%ﬂw
Lot AFE Hall, AEdxT SAE zHe= GLP-1 HE =9 e, GLP-1 P = F=A 2 GLP-1 HEE f
AHAZE e e ”GLP 1" 2 dset.

A AAYUEI == dald-49] oju=t AA (Kolterman 0.G. 5, J. Clin. Endocrinol. Metab.
88(7):3082-9 (2003)) & zti1, 3}shA

] e AZRF ddd o) YA E. 19 23] FAE AAUHE
=7} m= 2@ FHolA AT Folar, AEW Byetta® 3to] FuwjHTt (Amylin Pharmaceutical, Inc., San
Diego CA). AAE-3 D A4 7} FAA dHA da, AZYEn} F (Heloderma spp.) SZH-E A
S a8 ¥Aet (Eng, J. %, J. Biol. Chem., 265:20259-62 (1990); Eng., J. 5, J. Biol. Chem, 267:7402-
05 (1992)). A2 ¥ Fule A8 @ 18I s fe AAd-3 F dald-4 o &E7} AU
o (xR, o, "= 53 HE 5,424,286). tre] dAVEE fHEHE XA 2 HAEE FARA (o, A4

-4 oluy2E) 7} A A Jdu (Fx, d, v 53 WHE 5,424,286, 6,268,343; 6,329,336;
6,506,724; 6,514,500; 6,528,486; 6,593,295; 6,703,359; 6,706,639; 6,767,887; 6,821,949; 6,849,714;
6,858,576; 6,872,700; 6,887,470; 6,887,849; 6,924,264; 6,956,026; 6,989,366; 7,022,674; 7,041,646; 7,1

15,569; 7,138,375; 7,141,547; 7,153,825; 2 7,157,555). ok o] Ao f838 AUEHE §EH 9
e o= YA MUEIZ (ZP10, AVE0010 2% &3 A) (FZx, o, = E3 HE 6,528,486) o], o=
A AIE Folrt. oA folat AFES 93], AMYUE= FE =] gt (o, dad-3, dad-4, 9
dAd-4-oln =5 x3H), ANUEE FE= FEA, E dAYEE HE = FAAZE oz "ANUE ="
2 AdgHr).

PYY &= 36 ol 7] ;ME|= ofw|=olt}, PYY & & 254 2 89 %5 AHdlsta (Laburthe, M,

Trends Endocrinol Metab. 1(3): 168-74 (1990), mediates intestinal secretion (Cox, H.M %, Br J
Pharmacol 101(2):247-52 (1990); Playford, R.J %, Lancet 335(8705): 1555-7 (1990)), <+ &F4E =3t}

(MacFayden, R.J %, Neuropeptides 7(3):219-27 (1986)). 2 7FA F3F AANY WolA, PYY(1-36) H
PYY(3-36) 7} A= AT} (o, Eberlein, G.A 5, Peptides 10(4), 797-803 (1989)). PYY, g} olujg} 1
of HEE fAA 2 FEE fmAle] Ade] FdAll d#A ok (o, " 5% WE 5,574,010 2
5,552,520).

SAEREUS Ao LAFE AL 37 olneAt HE = S22 8-S oAty AF FAE F
3= Aoz ¥ 8%5»} (Wynne K %, Int J Obes (Lond) 30(12): 1729-36(2006)). SAEREYU, Wl o}
Yzt 29 HE= {fAH4 = "»ﬂ‘:/]l:— Aol Ado] FAdA &eiA Atk (o, Bataille D %, Peptides
2(Suppl 2):41-44 (1981); @ W= =3 F/ W3E 2005/0070469 2 2006/0094652) .

GIP = d&dx= e = F=#o|a (Efendic, S. &, Horm Metab Res. 36:742-6 (2004)), &% €<3&
9 Aol wkgslel Aol W FAgo] Aol o Hu|Ee] S AFste] deEHg Wug). GIP &
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AEstA A 42—O}UIL*J chl A 2 A FEkeic} GIP = FFIA-9&A Ad&dxT gudzs dEA
24 GIP & SF3929 &4 ato] #A% we AERRE d4d EuE AF3te 42-ohv At 94 %
3| Jé\ﬂcolﬁ} (Tseng, C 5, PNAS 90:1992-1996 (1993)). GIP, ¥t oty ol&59] AN 2 FEA9

Aol FdA LA vt (o, Meier J.J., Diabetes Metab Res Rev. 21(2):91-117 (2005); Efendic S.,
Horm Metab Res. 36(11-12):742-6 (2004)).

A FEE=O wbgr]e) d= shrieh gk AMGE =, = 2.5 ARE GLP-1, ®iEF 2 i GEP, oiEf 5
PYY, theF 8 B; ST+, UigF 6 ¥ SAEREY g6 &, 2 GLP-2, gk 6 .

2oy o] Arje] ARgsHY] flg FF AR AlFo] dMYUEI=EE AREste] o AlET o= AgsiE e o
7} obytt.

T2 oA, uE g B £EAE E§e ool AAe) AgE § e FEY ¢ 3t
715 ZFshd oo AHA el AL FEA 2 FGA, dHdg AEvEN Y YEF, Feul2y]
g, Aaatavg, geodg, tddojawy o= 9 Adu-HRZR-olAuHY ol fHw e tddt
02 AAEHE o= 9 9ol FHHZAZY FHA, Gd7AY Oidgezid 9 FREE; 3924, o
A ol aFtEHAAE, Ydon =, H Uz, ojnZeiyl, EffdAZaR, mt2Z8); AAMEA, 409 =
g2rzaaz, Zzezl, ZFU A2, dAEyd, bz a2aldel B wiEriolAlH, dAY FEETo}
AZAE; FAAA, gAY ZeulE, gad3gES, o5EQ (ethltoin), HUFIE=, ESAME; 5
ol¢hAl % E-uFl=A, dAY HHAUA, WEHAERDT EgAddUd, vHdd, L-EEE g s
P-ma 9 L-HE-3-4-t3 =2 A d gl A5Al, dAY mEA, Zdd, dddd, d229; g
9 29A, o ofa¥d, AEdetn|=, YEF Agdoin =, YXF4, o]REal; H5 wpFHe, o2y

7RI, #wgkel, delmel, FHERRI, HEZII, tRAD; IBA D FAYA, Y olERd, =
FEoM, HEAIZM, SAH=E, I, iiiﬂ%%“d, oA PGE;, PGE,, PGFiers, PGFyers, PGA:
A, dAad HAUAY, HEGAEY, SAHEIGANEY, SREHEAEY, ZEIIAYUZ, HFon=
HEDGAZH, v EGA, FEEHEGAZH, deEZnto]dl, ojayelA=, 2j@d, JERE vaxlon
=, gurd, gy9y, ASF2ZAY, oEolu=, AEAMEwiolAl, o}y m/?}b}ﬂ}olh, 7 # Q.mtolal,
p-ohu| AP A, HEEFARL, SAEFA 9 FEEEARL; @dEtEolA], did 4-otule=FEd, 8-of
HeFEd, Fuely, FREA, Agma-gven; WMEE2F; ofEntE-Z2old; FAd; JAAFH;

O}EEﬂUl*L (Aﬂé?lﬂlé@ﬂ E) R ArEAL e SAl (o, HE2 R MFEEYelE, YEF ~E
HaFadelE, gxzeeAl, BHEA 2 s2Evtoldl); FEdmivtAl (o, MlEynE % UFEEE
)5 goppteAl (o, MEZUUE, HUnE 3 dSAHE FRA0E); AT AAA (o, ===y
|, e, deEarg, WERURE, eayuE, srEEelal AdolE, \EH . e E
BUnE); 224, i ZHoyEe, s=2HE, A2EHS 3 ELgAEE, e iﬂ]iﬂ‘: (e,
AEE AR S, SFSAAEHE), JAERA 2H Rl (o, 17-#E-dnEgted B Y o iEf
£), TRAZHE 2Hzo= (o, 17-3-3=SALZAXHE oo E, 19-=2-T2/| HE, mid
HEg); agh A4 S ok, A clujvl=Rl, Qheerl, o s =wl, LEOMH]EBJ, é.%% b, o%l?dtH
ZRIRRIoME, obd HEdCIE, YERIAY, Hudths, YEF YEHCIE, WyE YEHE; ok

Al A obdEEelvE, 2 za44 L ERde s FEA, dn Wl oS AR ol
gEed, ousuls, tud; Y ﬂ*ﬂt 5-%7 0.2 9eH,

% 9l

GHe ol B mEAENA; AR, oA AER B ATE (o, ol A% A, meey

ol Ql&w @), F=wl ofd <Ew, FFH A& ok W), BREE, @ﬂzﬂ@ﬂ  k

=, gRexsns; GgA, dAd ve, B5 ofmweal B W4 A kel dAd WEstER wo)x,

gested drzsudes, Azstan Usdels; guloles okE, oA taxsa FrihelE, oA

SEuE, AREWE, waibs, gAZENE, EojEgd, EaEdE, gA RN, oEidd, AN
=]

] ,
Zuj2, EolEseY, ERvEY welEEne B Fee vge, obvekd, ohzulE, o ek
e, s, eueb,  Adulu, ohuhnE, drhed, AR AN, geid, s,
AAE, AERY, eEn 2, osua=, de2g, duehE, 2dds, s, ojexpue
SR, A, AR, Eau2, W, R, A, ez, o

|
Fol2EE, ofEuZ, Eulu2al, ofWFRE, o, TEAREA, uile, vy, vlelels ww

i = mlelY A EAlE 53] MR s &% AdAl (o, gp-41 A Al (T—20), CCR-5 A=fAl); &
T, AW zzEolRl, ddls|=dvlolE);  olemgEd, SERAZEE,  oAd, EAER,
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sortel=, 9 & f{olg &

Tk FEE S7|E XS ol AGEA v s FHY ¢ dvk: FAs B2k 22k #FEY A 2
SrEgRgol, JEZHIvlols M oE, #ZH9-YolE, AulHo|E, EXAFo|E UEFOE HYOE,
S EHOE, THOlE, EZEHOOIE, ZdeolE T AdyelEsgt T ofE|Hor LTS ¢
A eSS e, v, oYl e f7] dol9 4, dE B9, 4 A dEFo] AFEE F T o],
2 el BA-of| A3 v EAS Zie e bt FEA, oAdd) ol 2~HE, dHE, ofn= Fo] Egl
oA AH-8E Tt

71 oFE B A Al EEA e e FES VIE XTSI old ASEA @ vhdet e A8 W
Hell &8stk W 5, 9% 2 u2 g G, WEH] Fol, A4 el tAb dell, FHEs el
w9 (A 2 3 9xy 23hH, B8y, 19, A8, A998 (Mt 3, vhely s 749 (o, A%F WAy 6
olefss, 7+ C, 7+ B, 4, d2=E U, 97|, m2Ra4, & 5) ? A 29 23, 49 (4
Ad), MEBZAGA (cerbrosidase) A3 % oldlx=Al "olngs ZAWS), 18, AHdY &3, A7)
W A3 (of, TglolBEay, NG T ¥, oA AekE 9 felEs 3Ed), &3 9 AR A
of, x4 AHE, HFEx BUA, 28Y, 9434 FEE, Y (A 2 At 23, fue, 9
WSk, geh, Ak, WEA "HEF, A, A, Asdled, dRdd # uE ¢k 2
A7 ZAEA T Ay A, gagel, YRt ESE, Efgeints (FUHY 2 Aptay) 2 VAFSE X
galit o]l AR e v A5 Hag d9We] A fr&sitt

FE YPA AlY T FEY S GEo] HEHE FHdA ddte AR ARE e ARF fFEPY A&
Ag ddst=d a3k ol AARZ, olE & B9, EA F&Al, dAE 79, FHe TTE 2 3}
= X5 adel Ze W w gE Fo|t}. oAl 2 ol59 Fo w9Fe 37| [Goodman &

Gilman's The Pharmacological Basis of Therapeutics, 11 th Ed., (2005), McGraw Hilll; [Remington's
Pharmaceutical Sciences, 18th Ed., (1995), Mack Publishing Co.]; ¥ [Martin's Physical Pharmacy and
Pharmaceutical Sciences, 1.00 edition (2005), Lippincott Williams & Wilkins] °llA &= # o). TS,
EH FE QAL v= 53 I/ WE 2010/0092566 off 7]A o] AT, ENRoR AR AY A]2E 9]
A, ok AR Tea AU R oF 100 @ WA oF 1000 w0, DG HRASAL oF 10 p WA
b ©JTk, gkl TR OlA, bR AFES xFete AdHY FI= oF 150 ul o]t}

14 ¢k 1 71 o3, ntgAsiAls o
°f 12 /i o &

6 3
TAMoR B4 QA 2%, dFE B9, oF 37 T, T 1RT g 22L&, dE 59 oF 40
3 A _“:__:

jined
2L
2
ofl
fo
o
Ry
o
o
ol
o
X
ol
2
i
rlr r}o
k1
2

2
s
%
2
o
ol
S
e 4
Moo
2
o
fru
2
o
o
o
i)

FE AA AYe A LwolA 3 AL F, AL o 6 AL T, FHAE o 12 AE F R A
A ewelA ok 6 MY F, oF 12 A9 F, vidAsAE oF 24 AL Fol oF 25 & Hw, vk oF 20 %
v, O ke s

S
156 "w, 98 wAsAE oF 10 & WR, % wdASAE oF 5 6 ve] of
3 2~

ok
o}
YA Zal gAEe] F4HE B Ao Asita AAd S sl

FE QA AP A 2EoA < 3 Y F, uigAsAlE 9 6 Y F, 2 A XA < 6 Y
kA Sk Al = oF 12 Y Foll oF 10 % mIRF, wpgA et A= oF 5 % \vh, oS v A= oF 3 % WY, oS
HrF A A= 1 % v oFEe S0 PHH= AF ETHom At 4A- & Tt

oFE YA AF F ofEo] Wl A, dd §HNe WEH A FXH2, 1A FEHER TEAAREA
v 5 Azxddg Tg (8 do] &%) & 44 dd FAES =53 Jdojx nefstes shue <zt
d 4 . dejeo] 54 o2 FHHHE e ofYY, Tg 7 & FAY 1AE FAA3 ] HAEE,
ZYFEE £ GdS okg3a7IE o] Eo] AeF Aol AbEE o] gt} ek oz FAY A9
Tg 7} 100 T ¢F Zeo] ¥ & ZS, HEHEE A2 e AXo] 40 T oA AZE o A4 &x7F Tg v
Wl 2 5AE ZHA] 2e Aot} A AEE ALESkE At 98] f2 de] %7k 50 T 9 A%
2R =2 4% B2 540 AZYds wIt A AR AL U S5 oA AuaA
of Slt}. Tg © E3 AE AP & X J&4oltt. dutrom  FEol ¢S BETE, 24

=9 Tg 7} 9 st
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wEbA, Bodgo] i kAbo A Tg b O =S HFA|, & B, FARSA (Tg=75 C) @ Efdzes
(Tg=100 C) 7} @A AP x2F= o s MAE = A}, v s A=, A AFe B dx
A%, tAAClA (desiccation), W& Ax, AT, BH3l, 253 =F A, 243, A4, 2= &5
o] EFEZNE YAE AT g FHAAAdA AL el VleEn 22 AgS AREste gA=
ER R aii= YAt v AE 84 9 277 AE A

W =
Lo

2
o o
oz
S A/ o et
2L
u
'l

0 % v, wAsAE o
(o)

=
=

DS
o
D
o
N,
>
>,
oo
of
ol
N
fo
&)
ro
> N, 4
2
oftt
o
-
[‘_LO.L{_L
2
o
>
]I.O
X
o
2N
o 1
=
= £
=
o]
s i
w2 >
Hm -
o
5
(e}
l‘ o
~
o E
2
i) i
VR
2 3
=)
>~
)
ofo N
o —
ol
NS

719 A ey 2 7o
}AFe FHeolA, Azt AVE, dE B, o
shte] FEdAA, 2@~ oF 0.25 m (250 vlolA

4o D > 8o ox wE o

d
=}
o o
2y

0 vholZLE vk U4 o 10 vholZEY & St
) o3, Q4 Z/E of 2 ol =E WA o 5 v

Mo

o
L)

o2, dA A YA, e s Fo] 9T A, dE L&A oF 3 Y nvk, npEE
6 MY P, O slEsAE of 12 19 wnk, o sl sAE of 24 Y ek, 7w s
36 MY vk el AAEA e et H] 2 H=7F ¢F 5,000 WA <k 30,000
, A s AR oF 8,000 WA °F 25,000 Fo}=, U °F 10,000 WA °F 20,000 3Fo}=o]
shife] FE oA, dEr vEFe A=t oF 15 ,000 Fol=o|t}, ArA o
PA7E & AAEG HA A w3 FeN =3 AP &= = o] dtt. upeba], whela
a719] dAr TdH o= nlEA s ANEYold RAly of 71xste], HA AN Al
5 Ao AAsIA S Aol
RIS
o] =k

(o]
W 19 19
N o
i
o
|
MO
(=]
(]
H
o
N
R ood w

él
R DY)

o
M
ol
lo,
1L
Do

o
=)
o
oy

> it
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[0207]

[0208]

[0209]

[0210]

[0211]

[0212]
[0213]

[0214]

[0215]
[0216]
[0217]

[0218]

[0219]

SIS31 10-2015-0006083

A, 7-d F4 7]7ko] AT weba, ol F 28 U] X=o| g 29-¢ AT

A AT AFFARE

Z3/ujA 7S e Zkrh: e dvlo] 30-70 MlQaL, =AYl 4 6 NY 3 wek A 2 F o
wHE 2te Ao AdHE AU, e FxAds A A= Al 2 ¥ dR¥e HEAN, A E 5
A AN:m QS gEoT = wEYEY WdEQW T/ UEQY, = wEXZWY + T2 23 8y %
3rsto] Wkt Akl sl EFZR Ale (HbAle) 452 6.5% o] 10% ©]3F3ith. ode] T8 8% =
T2 270 mg/dL vk, FE C-HEIE= 0.8 ng/ml 23T

5

st7] 4 9] Folits AT Al 1 7, 10 meg/9 AAHUE =, DUROS® AEFX|o] s Ag; Al 2 o, 20
mcg/ Y AMYEIZ, DIROS® AL7gxol 93] A<, Al 3+, 40 meg/d AAUEI=, DIROS® Ao 2|3
A 2 oA 4 7, 80 meg/d AAUEI=, DIROS® AEAX| o] Hd2.

Ao AFEARETE F 1 o AAH AT

1
A= 2= A3 = 4=
o (K)
BY 56.4 574 52.1 56.7
#e 44-68 47-70 37-67 49-63
A% (MJF) 8/4 /4 4/6 774
AZ (kg)
BR 95.7 943 88.5 89.5
e 75.5-130.2 | 55.7-120.4 56.1-125.8 58.1-130.3
HbAIC (%)
B 7.7% 7.9% 7.4% 7.4%
@ 6.5-10.2 6.7-9.8 6.59.4 6.69.4
NE xI=
AN &2 8.3% 20.0% 36.4%
HEZ20l 91.7% 90.9% 80.0% 45.4%
HEZ20l + TzD 9.1% 18.2%

AT el Aol & 2 o AAH AT

X 2
R M2z A3 | M4z
n 12 11 10 11
EEET 11 (92%) 11(100%) | 10(100%) | 7 (64%)
EEET 1(8%) 0 (0%) 0(0%) | 4 (36%)
6 Al 1 0 0 1
o #3 0 0 0 3

B.  rgsta mlojg}
DUROS® Herglo] ola] Aetss elduese] daie sy ofdsty =4 dolets S,

¥ 3 o AAE we} 2ol 20 meg/Y o, 40 meg/d o, E 80 meg/d TolA FE EF FFIA (FFE W
o8 4" 7F A8 A (F, DIROS® A=A o]4) F 24 A7+ el ZAadar (
H F37HA F38HAl el gt E 3o, A% AGFAE AR dAUE = o
2l AL EA 29-9 AFRRE ] dHolelrb AAIHo] gt} ¥ 32 10 meg/Y, 2
o, 2 80 meg/dE A= AF ARl #e 28-4 A8 TEA FE Y RIS F

mg/dl T2 AA =] T}, 20 meg/Y, 40 meg/Y, = 80

]
AF ARG B 3 A FFa BR dat FA4eR folgv

(=}

mcg/ 2, 40 mcg/
o] W3lE HAE

mcg/BE ALsh=

ki

webd, shitel RdelA, ¥ owge SHUE s ks Al o8l Al 2 @ PrPe skt Pyow
A, A FmlAe] eldeEe A4 Ggge Age] thg ol AFE ARFA ol4F o 7 9 o3,
S oF 2 9 olsh, W% mEAsAlE oF 19 olskel JIk o] wAEE W L T Pl ALg
7] 918 SAUEEE EFSHE A APl B otk w Pl B owwe o o) A
F AR ol 4F o 7 A olsh, MFAAL o 2 A o3, U HFASAL o 1 A olste] JIk ol
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[0220]

[0221]

[0222]

[0223]

[0224]

[0225]

[0226]

[0227]

[0228]

[0229]
[0230]

SIS31 10-2015-0006083

TH WY IR BR0 W3] FsA gaAAL

— R
¥3
3 +S.D. p-&t

10 meg/ -5.6+34.33 0.5175

20 meg/ -31.2+24.20 0.0039

40 meg/ -42.0+33.16 0.0003

80 mcg/ Y -28.8+32.25 0.0014
F 4 o AAE HleF o] 20 meg/Y, 40 mcg/Y 2 80 mcg/DolA DUROS® AEd=| o] o] Ay AAL}E
= o3t AFEe AAHAARZRE FHEA 2-AIF AF 2F I HAS YAHeE aga FoEA A
ZHtk Hulsl gak-uke wA7E IEE QI 2-AZF AT RIS AAE BT WY 9d SHY
1= F 4 oA dolEE 10 meg/Y, 20 meg/Q, 40 meg/Q, 2 80 meg/YS AGdtE AT Ao B3
28-d A B9 FEA 2-A AZ FRIA FE HIE EO%%E} ol He ol mg/dl T2 AN
o] t}. 20 mcg/Q, 40 mcg/¥, E 80 mcg/YS AEdl= AF FA o B3I 2 AT AF FFIA T

o it AR folglth,

x4
3 £S.D. p-&t

10 meg/ e 1632478 0.1699

20 meg/ @ 347%3239 00135

40 meg/ e 471£70.45 0.0012

80 meg/2 69.6+ 4435 <0.0001
20 meg/d w, 40 meg/ w, R 80 meg/ welM FFIA AUC (741 ofel WA B ARIAIR ot F31e] v
& 71EA AUC 9 9 o}ﬂl Folgek; 10 meg/d 8-l A 1 spepr B 7h ghasks el S AUC
Arts s el os) FAA

DUROS® W79l o] 5 24-48 A|ZF o] AAYEE=E 4 w27 F44H =& w2 45, A
5 FAHAY (= 2). DUROS® HeAol AA F, 24 AZF Hell AAYEE F=7F §X &7}
T2 ST (= 2). ANYE =8 WA H G A S ALEsle] &4 giT), upghA, shue] 5

5
5
o
A Adee] FAF oF 72 AR wgk, wpEA A oF 24 Al uRE el tiie] @9 A
=7 A e
&l

a

HbAlc ¥ ZTEEAW AL TF Hh o
o A% st dde] wAA, MEA 20-9 <
/8, 20 g/, 40 nea/8, 5 0 nes/ S AV A A 20 A 2 debis] e of 9
Wiz (A7 A 19, 5,
& Ak (S.D.) °Jtt. nE
A5 A o B3I HbAle o FAhE Ao Torq S}

X5
22 HbAlc o H? B+ p-2t
S.D.
10 meg/ -0.54£0.39 0.0010
20 meg/ e -0.62+0.31 <0.0001
40 meg/ -0.45+0.31 0.0013
80 meg/ -0.73+£0.36 0.0018

Agol BE AswoA AP, 80 meg/d oA ZIEAOoZRYH FHAVA FostAl Foldtt (£ 6).
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80 mcg/d<
A=

=

=

K
o
=
=

o el A& (kg) o2 AA

WAL ZABANE, o]
40 meg/ el A== AALHE

p-at
0.3415
0.5485
0.0524
L

10 meg/<¥, 20 mcg/¥, 40 mcg/¥,
0.0086

[e)

.

6

Ay A
3t

tol &% 10, 20,

°

HZ +S.D.
-027 + 91

-0.28 £1.51
-1.13+ 1.60
-3.09£2.13

TE) 9
o el A 1 5 ol kst AT,

= 3 o AAFE ).

=i
=

10 meg/
20 meg/

40 meg/
80 meg/ Y

QoFst¥, DUROS® HEFAE AHE

A fal AR (P
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[0241]

[0242]

[0243]

[0244]

[0245]

[0246]
[0247]

[0248]

[0249]
[0250]

SIS31 10-2015-0006083

o Zb ool Wigk A7) AFAL, dole] olad A AEHAE AlAASaL, wiAgE &l e
=8 df54er ddete AT AgHAE o4 A dE 5o, el 571"1] Al 1 el A 20 meg/ el
A AGE =] A%A Ao os) ABH L & 60 meg/ LR TTFEE A5, A7) AIFA] 20 meg/ LS
7@%’3}% AT ZAE AL 60 neg/ DS ATIE M2 FAE oAt Z71e FAbel o8 A5
= WY A, AR A FARE FdEta A AEAAE olHdld A7E 2010 d 7 € 15 4
of ¢t

SRR @%eﬂ et A 8% 2

=
s Amz oldAYE FEe WA 4

E3H/ A 7S o 23t el AFE 18-70 AL, 22l b 6 Nd 20 gk Al 2 9
FrE 2 AR AdEdn. e FAASHA AojE= A 2§ T THHeY, A R 2
o kA Am WS d5oR Fe WEZEN dxawy Zste] uelt). el HbAle 2 7.0%
o]’ 10% °lstsiTt. e o8 I SFIAT 240 mg/dL mIwrelar, A/ X4 (BMD) = 40 kg/m' ©]
skt
Aol AFEAAETE £ 7 o AN FH A
x 7
M2 22 M3z
N(&4Z 371) 51 51 53
& (M) 54.0 533 53.8
A9 (M/F) 2526 23/28 29/24
g XHI|2t 6.2 8.4 5.2
(=)
HbAlc (%) 7.9 8.0 8.0
A= (kg) 93.5 91.5 93.4
BMI (kg/m%) 33.5 31.8 33.0
At w)l Wde] 12 Felrfe] Aol & 8 o AAE AT
%8
Az M2z M3z i
N (%) N (%) N (%) N (%)
AU 51 51 53 155
EINE=:
X2 a2 47(922) 48 (94.1) 47 (88.7) | 142(91.6)
x| &3 4(7.8) 3(5.9) 6(11.3) 13 (8.4)
S| &3 2(3.9) 1(2.0) 2(3.8) 5(3.2)
S A 1(2.0) 2(3.9) 2(3.8) 5(3.2)
JIEH 1(2.0) 0(0.0) 2(3.8) 3(1.9)

B.  okdsta dojg}
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[0251]
[0252]
[0253]

[0254]

[0255]
[0256]

[0257]

[0258]

[0259]

[0260]
[0261]

[0262]

[0263]
[0264]

[0265]

[0266]

[0267]

[0268]

SIS31 10-2015-0006083

(i) A 12 RN weleh
SAE =] ool e A 2 4 g ATRHE S eeisty 24 doleE 53k,

12 ¢ & 3 HbAlc ¢ W37F & 9 o #A|A= ).

X9
NME 37| JI=a A2 = of 415
HbAlc% HbAlco, | PAlcs st
A= =47 7.90 6.94 -0.96*
M2 = =47 8.00 6.96 1.04*
A3 = =47 8.01 719 0.82*

* 7)Aol sl p<0.001

o5 Hloleh= 12 F9 AR § BE oA VEAd 2R E X7 HbAle 7F AAaHSE AT A&
A A gt JdAVEE A (A 1 T 3 Xﬂ 2 ) 7 FA } ] otz JAGEE A8 (A 3 o) Bo
HbAle & ©l d=siAl ZaAZT. 12 Foll A 71/l Wi HbAle o] #aes B SAH SR Aolglont;
Mz Zbell= aeshAl= k. ATE TE Al Ao 1@% 1 S A E A AT

AN
tlojele] Frle] AL 4E AU ZHE dMUE =] d&54 AdS o835k B wwe] whyo k=4
1 23] FAb vl © =2 wWEgo tido] 12 FollA] HbAle 7% ©]3F 2 6.5% oldle] =E IS HolH

o} (£ 10).

X 10
a HAE a HAE
(= s = 7% (& U4 = 6.5%
0l5Hel T A) Ol 5ol CHAY)
A1z 4798 = 309 64 47Y 5159 32
2= 479 = 329 68 479 5129 26
EES 179 = 249 51 EENE 17

ATol BE AmTlA ZF4Ra, 12 F4 AR §F BE ToA 7Sz Y FHAAA FostA el

X 11
CH&+ Ha AS 24 (kg) HHE H3l (%)
A1z n=47 -0.8 + 2.4%* -0.9+27
H 22 n=48 2.0x3.0* -2.6=3.5
A 3= n=47 -1.3+2.5* -1.5£28

Fl

ﬂ?ﬁ%%%@@~%%&%éww}fﬂﬁﬂﬂ,ﬂﬂ@u@‘*%ﬂ(QA °]

A & el R AT (% 6 %6 o4, 19 23
W, 27 AE §Y FEe %Eq%ﬁﬂ?ﬁﬂ THE
o weh Ano

10 mcg/ A= 71 A

14
B
pass
i)
o
iin)
_E
rir
2 o
I
2
2
i)
1o
o
o
1o
=
o
o
)
> o
N,
o
[of
ﬂl

5 mcg BID oA F-le] 27] WEE 20% ZH3Ach. 4
10 mcg BID 2 Z7HE0S o), 799 H=E OA 20% 292 S7hEe] 1 RIZoA 12-5¢] 1w
A 713F Eek A& E A

ECERE T

2 =2 Aes o 25% AL, wiF HAHoR
o] ¢ko] ANUE| =T} ALE Sl =

T4 €]

o

wrsha peo] wWEst At
W7k A atega Al 12 F ol 10% v]who]

[ ]
AN
wolA pelel Wi A%V 17 A=, NAUEE FAL

]:‘
K
2

= FAR AR
o] A&7 20 mcg/o—i ]
Aol vjs] DA FAct.

AEA Hdo] o Fold v £ &% 40 meg/dolA, 799 Rl=e AAUEI= FAbel] Hls) o RAT,
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[0269]

[0270]

[0271]

[0272]

[0273]

[0274]

[0275]
[0276]

[0277]

[0278]

[0279]

SIS31 10-2015-0006083

Fol AAEl= FAke] o] 2 wilEele Al 6 F ol AR WIER S

g &
1p ol\

y Mo

= [‘_>C, =
2o ool oo
2o
ntt
2
lo
ol
ol
rir
>

10 do

S 1 = oLt
s gen, owu +a A, 2 WPE AAUEES) 8% Pl o
= = g &

(oo kg2 1o 1 ki
2 X
N oy

ro

155 DM-SAT 2F¢] 2 A& ZA} (Anderson, RT &, Diabetes Care 32:51 (2009)) & o]&3}o] 7]=A
8 FollA AT WFEe] ae A& HUHT 16 7] 7S ZARSlS] tide]l =22 Hg 0-10 o
& " 16 M 7228 59 % T A5 2 EE A8 AF (arm) (n~50 WY/ ARH)
A 7o 2N E ¥gtE Hlagt), TS, 16 M9 V1S A, A, o5 A 9 el 4
Mol A oF EHAT

2 2 yE 8
N

7 o] AAFE dolelE MukA QL Hrlel 7|FEHeRRE A 8 FA ¢ HAE WIS HoFEr), T 7
A g 2= 99 exE Zbz RAE QL AEES e /908 E L FeE we /7

& 2 yehig: A 3 9, 36/0/15; A 1 -, 35/3/9; A 2
19 23] FAk] & FAHAS w (A 3 o) KU}, ol AR AGHAE AL

‘] Z‘“ 1 1) ol
40 meg/d (Al 2 ) & AEH Hdo] & Anrt ATHIJE W, FdHew
3

el %WME]E SEL L

o ¢ & QL H7HE UHSS e ANAGE = FAL (A -, QOL 7L 10% S <F
b =33 Al R A2 a9 A9 QL /ML 20-30% =39t SR AE (A1 A
2 ) Boh AAUEE FAF 7 (A 3 1) oA o 2o s QL ZAS RuF. 01% dlol el X
29 iAol die) Bagd ke A dold FAE 53 AHAUEE Fojrt oldd AR AdgAsL fosH
fraghe qJset

E9, A 8 Fol QL 9 AAHE AL FAYn, AFHozREe] HAE We £ 8 o AN Aok,

8 elA, Bt WE, %, A7 23,1, %2 2 BAde] Ak, olE dleleks giabel 4, o
5 Aol A, 2 Aele) 4 A 91 Aol el FAel @ e Felurk 4% Hug A
gkt AUEE A%4 Adel YA O BE QL & AFHE Ao BARE wARY.  olF )
olehz Am® vhgel s maE 4 74 HAHE 42k o] Ao WelN FALE F@ e = Folnth
JNE AT ARFA} oA HITS YFAT

(

127 QA =e] FAl elake Anud e fenEs

£ 50, 7IEHoENE Al 8 FAAY AWE AdGNE Fy

E 12

JEHZ2HS LDOL Hat HEE g

A1z -4.8 mg/dL -1.63
H2= -5.4 mg/dL -4.33
A3 +1.2 mg/dL 15.26
LDL-C &= 20 % 40 mcg/¥ o A&£H A dat= AAYE= A8l A 47 4.8 B 5.4 mg/dl = AA2HA
g Al olakt AMUEE Amel A9 1.2 ng/dl 2 F7hT. oS doluhs oAUE=Ee] A%
@2 ol gk Nwvh 19 28 FARG LLC o il 0% feld ade AEde 9Fan
g, VEHoRRE A 8 FARY] ¢k AE #%7] " A9 Wl £ 13 o] AAEo] Slrt.
* 13
Ai1= -3.6 mmHg
A2= -6.8 mmHg
A3z -4.2 mmHg
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[0280]

[0281]

[0282]

[0283]

[0284]

[0285]

[0286]

[0287]

[0288]
[0289]

[0290]

[0291]

SIS31 10-2015-0006083

FEF7] 42 20 L 40 mcg/LQ Ad&H Ao o dAYEIE X859 AL 747 3.6 2 6.8 mllg 2 A
ga, FAtel Yate AAUE = X7 HS 4.2 milg 2 7430 ol= HlolElE AMUE =] A%A
A 2 1Y 23] FAE AMgste A5 Wl B57F 2571 949 il fARE, fEd a9E ATES o
=t
(ii) Al 20 Fo| A9 doJE}

Al 20 FolA i AElel digk A7) dolelrl = 9 o AAFHS ). A 13-24 F EA
AG7NA, 2+ AETY] dde FAMAG ] dAYEIE 20, 40, 60 & 80 meg/del A&HA HAES +H
StEE o), 2859 A 20 FolA] HbAle o HAE W37t & 14 o] AAFHo] Q).

¥ 14

SEAAMI = M4E 30| JlEH H 20 = HbA1c 9 &5t
2OoZ A HbA1c% HbAlc%

Lol ool
s F

20 meg/ n=17 7.88 7.03 -0.85

40 meg/Y n=39 7.83 6.77 -1.06

60 mcg/Y n=35 8.06 6.79 -1.27

80 mcg/ n=17 8.07 6.68 -1.39
ol "ol o =2 &% 60-80 mcg/d9 AEH AR &% 5ol V|EAe ud ¢ £ HbAle #AE
2P PSS JS . wo, AEA AT AV HEEHAG
¥ 15 o] AAIA "oletE= A 20 Fol HbAle A& EFo] =3 thag HojFr), ol dlolEl= F-2h9 |
AR oA HbAle o AEA 7HAE =3t} TS, olE HlolEle £ FToE Y B2 ul/do] HbAlce
A i 2Ese s
¥ 15

oA CH A
(E U048 3 H4A (50435 HME
7% 0Ol ol ol 6.5% Ol ol 2l
) o ah)

20meg/e 209 = 109 50% 202 = 49 20%

40 meg/Y 399 = 319 79% 393 = 189 46%

60 meg/Y 382 = 28% 74% 388 = 18Y¢ 47%

80 meg/Y 179 &5 139 76% 179 & 99 53%
sokstd, o] AE AFE AGAAE ALE3te] 8% 20 E 40 meg/ DY AEH Aol 9= dAVEIE X =7F
12 F Zob sl FEa~-A3 BP0z 2 ALY HbAlc = €5 20 2 40 mcg/9Y A&A Ao
et AMYEIE X859 A9 ZH7F 0.96% F 1.04% W A, olo HlF AMUEI= FARe] S 0.82%
EdEa-Ih= AAYEI = FAY AR A&5H Agd oste ANYUEE=E X59 A9 o @ uidol
HbAle A& B% 7% & 6.5% o] =2t AF vt BE A oA BRH AT Z7] 4 9 A
8 5 2 0 ¢ 2 JAYEHEE $EPSAE BF81aL, 20 meg/Le A&HA A sl= °“HIL}E1E A
529 A A 6 F B FHo] Aoz FAFPar, olo H|F FAlel 9= dAUEE A= A9 Al 4-
12 58 F9o] 3 TAE > 20% OM 2|45 91T} 2 7kA &9 d&H Al ost= OMMEF

~10ﬂ

@7 e E FAun 8 Fo AR F FUE QL PR RE 4 A SHAHE (A, g8 Ao,
AEA, Bel) o4 T Andew o sk &gt

Egh, A& Aol 9= dAUEE A=Y AL Al 13 FolAY &% JES 8 T 9 T HbAle & F
V= A F T A 13-20 FHE 60 mcg/B] A& Hdol 9t AAUEE X852 X582 g2
HbAle 7} 7] o2 H 1.27% #A3tt. Al 13-20 FH-E] 80 meg/ D] A&H o] st JAUE =

A52 B U2 HbAle 7} 7|EA 2 HE 1.39% AT,

(iii) A2 A AT g5 J= Holg
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[0292]

[0293]

[0294]
[0295]

[0296]

[0297]

[0298]

[0299]

[0300]
[0301]

[0302]

[0303]

[0304]

SI1S31 10-2015-0006083

AT gEA Al dAwbA Adgol & 16 o AAE] .

¥ 16
A12LH2z2 | A3
A o1-12 =
A2 93% 89%
RAo=Z olst 3| 3.9% 5.7%
MEZAUNE Ol™o A3 8.4% 6.4%
Al 13-24 =
2=2 95% NA*
RAo=z oI5t | <1% NA*
*NA - 3l e
FE 16 oA, Al 1-12 ' = A X272 T8 A7 AFS YERd. AEHA Al ofshs 8T
(A1 2 A2 oA gEgo] 93 = m$ =), Fooz A A 1w 2 A2 P 472
o] thafol 3P, Al 3 F& 3 Yo o]l A3, I 16 oA, AT ol A3 =
o] AMA 12 F9 XNzt fRFo}, 12-F AV NE8/NNS ALKIA V2 Agd g, ol A
sl gk FAA olf= AFTEHA Skt
I 16 oA, "Al 13-24 F' e RE tlido] olAH sF AYAXZREL A457 A o x=HAC
ol 3 X871zt AT gEfo] vl mok) TFo®E 3] 22 1 Wl o] A3}, o]
tde dAUE = FAL 3 60 mcg/° o] A&z Ado| ol HE Wwelth o] AL 5 & HoF g

deda, ArERE d3n.

Al 13-24 9] X5 F<t HbAlc o HAME W7t & 17 o AA =] 9

X 17
= = JIZ=M | M12= | M 24= | HbAle HbAlc:
oIm MG =37 o
o @Ejﬂ_m' é '| AbAlc | HbAle | HbAle | ©f st <T% <6.5%
oot % % % = gAMs
M 13-24 = H&a HAE
(mcg/ Y )
20 n=20 7.96 7.10 7.07 -0.89* | 60% | 20%
40 n=42 7.79 7.07 6.93 -0.86* | 71% | 43%
60 n=41 8.05 7.08 6.67 -138* | 73% | 49%
80 n=19 8.03 6.83 6.67 -1.36* 79% | 63%
x 7]EAel sl p<0.0001

E 17 oA, Al 12 Fo gz AAR dlolehe tide] FEA & A7) A5 (A 183-24 F) 272 Y
stz A A=Y Al (Z124) 2HE A 12 = (WA X570 F) 74X HbAle #e] Hit ®stE HoFr
(3, & 5). Al 24 Fo g3l AAE ot WAlE S5 AE5H A oste Am Eo 474 &
Zol] 73+ HbAle o] W3S HojFr}, A&7 A ot dMUYEE X8 T A 24 Fo RE BT
o A HbAlc 7} F7t= 74, ol&f gt Sl ARoR frofeta, Mg
o] d&H AES o] &3 HbAle & AHKHORE 2N F USS P53} 2 7he] Ha &F (5,
60 mcg/d R 80 mcg/) o &g 2 A & BT WS 1.3% & 2FFon, o= AHA M stz AA
UE| =9 Fol7t X 57]7F 52t HbAle & AEHHZ ALAHSS dFet HbAlc 7F 7% ©o]s}Ql thd<]
MEES BE 57 dod A= A5 4o, o w2 &FdA Hao] /M (60 meg/d, 73%; R
80 mcg/Y, 79%) ©] H.gltt. ATE TE AbolY AolHS BASIESF T A gkoktt

HbAle o) 7 2 7% olske] HbAle & WAT thgel HAEE o7k Hol@ Sl A=) A%5
Aol olebi Al 2 @ W dae AR G o

NAVFEI= 60 meg/ o] 52 AEE FHE :
A7) 77|13 NFA] 27] HbAle 7140 =&4E, AF7] (87|30 %_}oﬂ HbAlc 7} © 1741 = ?}A%% L]
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T} (£ 18).
[0305] ¥ 18
= JEA H 24 = HbA1 HbAle <7%
#E 3 gyate HbAlc Q Ef’}c = gl;:ié}
Aol HAE
DE fat n=41 8.05 6.67 -1.38* 73%
JIEA n=36 8.22 6.73 -1.49% 69%
HbAlc>7.0
ol that
JlEH n=27 8.54 6.77 -1.77* 63%
HbAlc>75
O‘J Al
[0306] ot
[0307] x 7]&A9) el p<0.0001
[0308] X 18 oA, "Il & A AT AFA AE AAA g FHiE HbAle o]t Al 13-24 FHE ALY
ElZ 60 mcg/de] 53 Hdo o9& a2 41 W] S, Hy HbAle 7F 8.05% L, A7 F 1.38% =
sthgict. o5 41 W g F 7]1FEXA HbAle > 7 9% 36 W giAS W HbAle 7} 8.22% i, A=
5 1.49% = o). 41 W] i F 7154 HbAle > 7.5 99 27 e 42, H HbAle 7} 8.54%
A3, A& T 1.77% = 1 3A e, ol AyE IAUEES ALH4 A 9t A 2 ¥ Y
B odide] A8 A7 B¢t HbAle & A &H o= JAA 7= vgde A8 AnE AFsi, A5V A
A Aol B tiato]l 7E o] e iR HbAle & ©] A FAAE uEAE A3E Uegs >
7t2 YJ3g.
[0309] AT BE AsTdA T2, BE oA 7EHC2RE 24 F9o A= FANA FelsiAl ol
(3% 19)
[0310] E 19
[CEFoRrs=d) | MEZ 37| Ha AS 2A HAUE B3
Olo MEH (kg) (%)
2
Al 13-14 =
(mcg/ &
20 n=20 -0.8 -0.85
40 n=42 -3.6* -4.0
60 n=41 -3.1* 3.4
[031 1] 80 n=19 -3 5** -3.8
[0312] x 7]EAel sl p<0.0001 wx 7)F= Ao el p<0.01
[0313] HA &% 20 mcg/LY A5 H AF FA7F 0.8 kg ). H e g3 A9E BF AF 747 3 ke
23T} o] e wI EAFH R Fodn).
[0314] =10 o AAIE dlelel= Al 13-24 529 X EVIF FU¢ TG TAES HAFET T 10 oA, AMA A
d (-1 F) & dF7] FAE 9% A FAAE A5 99 BAES HAFE AMUGE = 20 meg/
de] ALz A A, 7o wAES 87| AA Eeh Wl A FAHA. 20 meg/2ollA 60
meg/ D2 ANYE =9 A&2 AW &% AEAZ u, Fo BAEo] FrIoy, 7|9 Po] A5
+H&-F A}, 20 mcg/d9 AAUEIEE 1Y 23] FALZA $#3E U)ol dA7]A AAYEIE 60 meg/d
o] A&A Mo o8 A5E u, F99 BAE] &§F Hs F A 4 F B A ¢ =& 50% o ).
webd, 19 23 JdHYUE|= FAlo] odk= X g3e F7hE £330 AMYEI =] 9 g ek dide
Aol Zfo] HA| kAIwE, dAUE =] A& AdS o8 XBEE SUME &9 dAYE=e] 9%
F2go] oist diide] WidS gads] AlF . wehA, s FAAelA, 2 uhye e =e] &8
Aol gk WAS A=, dAYEI=] A& dde] o8 A 2 ¥ IS XEshe Wy 2 o Uy
N ALEE7] 93 AAYEI =S F38ts AHE Ao B3 Ao},
[0315] 2 BEEE Xz #As, gide] AHNYUEE 20 WA 60 meg/ L] A5, A

S
87} 9gla, A 13-24 % ek 6 Wel uhe] T g
wnge, R o# nae gt ol% o F 4 3
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[0316]

[0317]

[0318]

[0319]

[0320]

[0321]

[0322]

ZIHEdl 10-2015-0006083

A&l FHshe Ao A, 4 B BFUL A5H ADGS o)&de AFRE AFZsE Ad9ig
TE, BRE g RE AAE At 85% 7} A&7 X 8E ALy R AdEgnt
T, Ao Aol Ak QUL Hr WIS Aded uiel o] EAazxow Wy X9 5 Fust
W, = 11 o AAE dojel= Al 3 o (JAYUE =] 1Y 23] FAD 9 71E Ui (1 F A7l 2 A9
A8 (F, 40 mcg/Q T 60 meg/Y AAYUE =] A&A Ad) o FRLMIAE) o tlg r]EM oz RE ]
QL H< Wats A g, 40 meg/ Lo A& Aol FaQuigE A 3 9 71E el g QL &
Al 8 2 QOL wlolet ¥ Al 20 FolA F5H QL HoJElE AMEsle] W), 60 mcg/ Lol ALHH A
of F2euldE A 3 o] 71E oisdel digh QOL dlolElE Al 8 59 QOL Helel ® Al 20 FollA #=5H Q0L
dlo|elE A}8-3te] vl W) 11 9 dlojet2FE & 4 e vkeh o], 1Y 23] dAYEI= FAF (A
0 =

3 ) 2EE ojyH AT FAEEH d5H A (QAYEI= 40 meg/d H= 6

B e QoL Ao AAH 34w

2 1 79 71€ A (AAIYGEI= 20 meg/P e A7 AL) (2
}71o1 4 60 meg/ DS A&A Ao FRLuAE), 2 Al 2 79 71E g (AHAYEE 40 meg/de A
(L 5 AF7)eA 80 meg/Le] AEHA Aol FAAuidR) o de 7IEHomiFEH QL AT
8 9] QOL dloJe} & A 20 FollA 54 Q0L dl¢]

EH5 A8t vt T 12 o Ho]gREE & F e wiek Zol, AFrlelA 2-3 v FtE &Fo
& = S0l o EdSE ¢ H2 Q0L "4 1Y 23] F

MR o b
2
2,
g

=}
o
=2
=}
ot
8
-
o
o
il

k-

& AAUEER Any

& Asse Uy 2 o

ol w8, =7 9 =8 v & A whabA
_]

2y
el ANE QL & ATeE, At =S A%d Aol o8 A 2 @ Py
H = =z =

aoteldl, o8 AF AAZHS AuEEe] A%d A olsh Al 2 § Pawel ARt ZE §3
A dg =4S AFBE. 20 neg/De] AFA AGeIA Adete] T F 60 meg/ A $F F5H g
58 WA L Al 2 AF aAS At S, JAvEse] 19 23] Fajel] wsl %4 Agl
o3 Folfl BE olAUEE gaolA thg-nag QoL Ade]l BAFAL.  olAEEe] %7 gk
ol AEg gl 19 23] AAvtElE Fabl wls) o 2 QoL Aol BAENL. w19 23] o4
GHE FARRE oldE AR A9AET Aes A4d A9z A8d s dgd L Aol
nolt

e,
C. Wz A= dolg
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