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&b Ala, A oFZ 4] Arg, R

o} 2312471 Asn, N o} =32 ELF Asp, D

Al 2=E) ¢l Cys, C FFE4FGlu, E

ZFFEH Gln, Q Z}o] 4l Gly, G

3] 2~E] ¢ His, H ©] 2741 Ile, I

41 Leu, L 2] 41 Lys, K

HE] 2 Met, M #| d &2} Phe, F

ZEH Pro, P A9 Ser, S

EYod Thr, TEHESH Trp, W

El 22 Tyr, Y ¥ Val, vV
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[131] Vg g dsky] gk shu e Sl 2 F7EE AR FEFo] =-2(Glucagon-
like peptide-2, GLP-2) # 54| & E3téhi=, ol Al At A ghe] o, X &, =
MG 2 =0tk A A SR AV AL oA AT A S o =
A5 ofohd A=A o ATk
E]?]:

[132]

[133]
[134]

[135]

[136]

[137]

[138]

2okt o] gk A A Q1 o 2, GLP-2 F A & X85k, ~H | 2ol E A g4 o]
AHY S THEY ol B X 5§ 5t 2AHEE & F o, o] Ay
A =)

B dbg of A 8-of o] 2 A o] & 54 $H(graft-versus-host disease, GVHD)"> &%
o2 mf =Py = Tt 2 oyt 7 Y T-HEFT SF7(F, &
o] A Hk2 ghahy o] 52 o] 1o ‘ﬂﬂé}‘ﬂ :1_73-5-;}01] LE1ra]r Ho H]'*O‘O] %]oi‘/}

gt er/}. :rLX%] 149—?;, ol H )=
A

T o] A& 2 B A o] 2](o]

o, =5 0141‘,%;%‘3*114 ol At E o4 5) A+ T Holx sE

ri
m&
O

o
ol
.y
Y
®
o, =
4&
fu
°
> g
h
fu}
Ay

ﬁx

= OE
0.9 o101 1 o F MASHE B9 SR, 9 o] ARG FATE 1
AR5 AR AL, HH 7o) 12 dgol el A e, FE 2 WA

9
% o4 7] Aol 32 991 F shfolt.

FA ol AU ST AT A2 BE o] 4 F 100 2 ool ek, 5
5 BF 2YRAT o4 F G FYFOE FE ZARAE o] 4 F o)

< xRetA g ol e &
1 GA= H55 oA 8t7] o

AR ﬂ-x},] A o] &/4E o] 7 - upeba= Bhe o} 74
%‘ | «]EH A ALl EFFRI O] FH| 7} A=F a1, o] 2] gk 5] Alo] Rl
o] &l gF1 A A] M| 3% (antigen presenting cell)7} 4] 315 = w7 o], 2 @A = o] 2]
H =242 5o TAHE7E 24385 A=, o] 24 she $hxbo] 3F A A
A E7FT A 3EE ThI(T helper 1) Al 2 ¥-3IA| A, 2-5 % 2 2 [L-2, IFN-gamma
o] ALol BRI W1 E F7HAIZIT 3 G A= A A7t ot H = g A=
2 3} Thl Al FEell A 28] 5] = Alol 71Tl of &ff Al E£5 A4 T Al #(cytotoxic
T cell) 2 A1 243l Al 3 (natural killer cell) 5-0] &4 315 of o] & A E7} 3k4}2]
A71E T A8t o)A A &5 sho] WA A T
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[139]

[140]

[141]

[142]
[143]

[144]
[145]

[146]
[147]
[148]
[149]
[150]
[151]

[152]

el @ FAAS o] =, o) A WU ST AL vl Lol o] Fe ke
& Holx| &= AH R0l A g4 o] 21 A o)) =5 52 $H(Steroid Refractory GVHD;
SR- GVHD)E = 9‘}1\2&] TA A o7 A Ro|E A A FA o] AlH Y sFA
%}(steroid resistant acute graft-versus-host disease, SR-aGVHD) S== 2~ H 20| = A
1A ghA] o] 2] A tf) = = 2 Sh(steroid resistant chronic graft-versus-host disease, SR-
cGVHD)¥ <= L&, o] o] A ghe]A] &=

kg o] g A Al A ', AH Rl = 7‘160“3 =g ol 2 Hh <52 2H(SR-
aGVHD)X> & £ BA| X o] 2 T AV|= 54 ol At d Skl 32 8%
of e Eo|=E Aot & ], 1A} 2| 5ol WhgohA] &= A 5-E v gt
gh FF YA F ol o] F 10~30%9] ghAfel| A LA EE AL wEE AEEE Hool
= ;dl:ﬂ o]q
Bourel @ FAA o2, 7] WAl ol A SRR R s 2ol A
4 mHd o] At <54 $H(SR-cGVHD) ¥ = 8l

FU

v ol A gof "EF I fFAF FEFo] 2" B 3= "GLP-2(Glucagon-like
peptide-2)"= 2 F7hE F AL FERo] =2 -84 o] -8 (agonis) ZA], E2] ]
Btol= & Hi= o] o A W RV & F7HA A 7 ol A A A B4l
2% A& AFA S A Aot ofoll AlghE A b=t B ko) A,
GLP-20 = HA (e & 501, AFh) GLP 28 RF of e}, o] o] fr 5 A & F3HE 1,

ol 59 AgAE ¥ttt 47| GLP-23= ¥ g o] ofsla A&l ¥3HE =

e}

FEYWORA, FoA 2R A FRFOE £FD 5 Aok

o] 4 "GLP-2 5 8 Al -84 A ] S WelE AL 2R f
A} HEFOl E2 -84 9} AFSte] AP GLP2SE FEF T FALE A B
g Qoyl= 8 e Bt o E Sol, GLP-2 A4 Ao = A1 GLP-2 Ei=

GLP-2 F 547} 323+ 5 9)

1913 GLP-29] o} 1| 4k A A2 ofefj &} 2o,
GLP-2(1-33)
HADGSFSDEMNTILDNLAARDFINWLIQTKITD (A ¥H % 1)

g ol A "GLP-2 Fr 5= A "= A Y GLP-29} Bl 3l sho] opu| e ql A Ao &)
L o] Ake] Zlo) 71 9= FMEbol =, H1d GLP-2 A €2 7] (modification) S %
o] WA AR A Epo] =y Wy/mE = o A ML) & A ghe] o, X5 /= A
7I%5& 7H A AE GLP-29] ZHA & ¥ gt

FAR o R B oubg o] GLP-2 S A= Hld GLP-2 A Ao A Ao x F}e]
®Mi&w‘@MmmmMnTﬂwmmmﬂVMMmm)*NmmMmmm
2 o] 59| xF O & o] Fo] A= oA AelEl Mol Aot AU 5= 9l o),

LESGa S
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[153]
[154]

[155]
[156]

[157]

)

o A
o}
],
1

=

A =T, o] 1 F7h8] = obu] . Ate U] A1 obu wAl(el; D
*JEﬂ s, A1 opulacd ool v] A opalaesiel A8
o 471 Z b5 obul Al 4 Y GLP-2 A FrelE A

=

-L o b

o of

2L, ol A

R e O}U] Ak A8 ST, A7, EiE ol & 29t oAl s o] 8 5
HH o7 olulal 2] o] AX “1iF0] 3}e}2A 0 & x| 3k(l]; alpha-methylation,
alpha-hydroxylation, azido 7] & %] 2h), Al 7 (ll; deamination) "B/5+ =21 (<]; N-
methylation)® 212 2Jv| e = gl.on}, o] o] A gk = S ofy T},

G 4] ghivh, S, 2 ol A o make] WM e, Hof

o,

noy boog
o N

stube] A 2 1 AL FEjl A, & g o] GLP-2 # 5= A4= A ¥ GLP-29}
o] AL A ol A 2 o] 2 80%, 85%, 90%, 95%, 96%, 97%, 98%, 99% o] 2] 4
FRERE TAD) S Hol= Ad 5 a7, GLP-2 54 9] ofr| At 3
H719o] i 155 0] 3}8F4 o & X| Zk(4l]; alpha-methylation, alpha-hydroxylation,
azido 7| 2 %] 3h), | A (l|; deamination) 2/%+= 52} (¢]l; N-methylation) ¥ 3 |
T Ao, ol Aghy] = A1 ol

shuto] A A Q1 AN Ao A, GLP-2 i Eﬂ]% N-gt ofu] 7] 7} X 8, A
A, = FAE g o, o] Alghy] A & .22 o] GLP-2 fr =4 N-
sy O]iﬂﬂ/] &t ofu =7 5 A ASHE W, N-g et opu| =7 & Slo] B 5
2l (hydroxyl)”7] H== 7H5 2 (carboxyl) 7| 2 X] 3+&l o] A 8l = Wi N-2 3] ~
ElvIo] 9o} vk 8 945 whao] ATE N obu] 1yl A7 sfe] o] ult -
o} A €l (imidazo-acetyl) 218 7| 7H2 WA 5= WH NG E o] =] & 27 9]
gy g A uhy =

r&l N,
o

< Tl Alzd 5 9l

T-A A © 2, GLP-2 %Ezﬂ = N-E A H A O}Ul 2kl 3] 2~ ¥ | 7] o] ¢t

A 9 b ah ghAol] AR N-2 gk opu] 7| 7F A A o] w|th ol A E T £ 3
2~¥] Y GLP-2(imidazoacetyl-deshistidyl-GLP-2, CA-GLP-2), GLP-22] N-& ¢t o}y
=71 7F A A @ 2~0lv] 18] 2~ E] © GLP-2(desaminohistidyl GLP-2, DA-GLP-2),
GLP-22] N-Z+¢k o}u| - 7] 7} fo| =& 2 7| & %] 3+5 #|E}-3]| =& A] o] u|t} 2 X
2 9] 2 v 23] 22 ¥] @ GLP-2(B-hydroxy imidazopropionyldeshistidyl GLP-2, HY-
GLP-2), GLP-22] N-&¢t o}v] 7| 7} 27 o] Wl e 7] & 4=2] © N-t] v & 3] 2~ E]
o GLP-2(N-dimethylhistidyl GLP-2, DM-GLP-2), F=4= GLP-22] N-2g o} 1= 7]
7} A7 2 2 3 W T Al o) v v 2 X 2 3] 22 H] A 3] A E] H-GLP-2(B-
carboxyimidazopropionyl-deshistidyl GLP-2, CX-GLP-2) 54 A 5= 3] &1, o] o
Al gHE] A =), shuhe] v A gHA oAl 2 A GLP-2 5= 4 o] Azl AbE-¥ =
A q-x1= obelf oF A
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158 H H
[158] N H (N
Q i / N
Q“CHZ «CHZ w‘CHz
Hu HOm -00C ey
7 =
H H H
(Ra—-Peptide %—-—Peptide —Peptide
0
Des-amino-histidyl ~ Beta-hydroxy-imidazopropionyl  Beta-carboxyl-imidazopropionyl
(DA)-GLP-2 (HY)—G{P—Z (CX)-GLP-2
H H
iN |
H, | H3C.\N /CSS“,CH
——Peptide Hac/ ¥ '
0 %-—Pepﬁde
Imidazoacetyl Dimeth{l hlstldyl
(CA)-GLP-2 (DM)-GLP

[159]
[160]

[161]
[162]

500l A o] ]tk oh M € ] 28] 2] 9 (), ¥ 2~obv] 5] 2] & (), ]3]

5] 2
EEA o u v 2 2 1) 2 A v £ 3] A E H (H), N-U | & 3] 2B (R, 3 E-
T A o u th 2 32 2 1) 2 A U] 28| A H (H)& A7 ol v koAl |, o] A-of
U] -3 S E[E, W B3| S Aol v v L 2] 2 v -S| 2B, W B}

°]
B o]v| k% 23] & A3k BAG o] AHgE 5 e,

kel A 2 91 A A FEfoll A, GLP-2 A= AW S 1o 4] 1,29, 30
W3 33 9] ofn| Al T Ao & shto] o] kol A o] W& e ¢ 9l
o}, o)o)] A B A Fi=t) TR o R, B oulyo ] ol Ale] WE L Ao

W)

5 shupo] obn]wibe] A&, F7k A, 54 R o] E9 ZFOE o] Fol A= T
o A AEE MR S gord, of u] F7bE = o] e 1] [ o] i
o]

(6 D bl 3443 75 5, 2151 ofel ek o] 9]0] W] A op et

8% 7hgsteh A7) F7hEE ol mak DS A A E GLP-20] A fEE A
o = e, ool AFHE A] =), R, g ol A opnmate] W, A

o, T

5 Shbe] ol wAle] X3, 7k, AV, B ol Bl 2 3 iz 0|9 %
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[163]
[164]

[165]
[166]
[167]
[168]

[169]
[170]
[171]

[172]
[173]

[174]
[175]

[176]
[177]
[178]
[179]

[180]
[181]
[182]

[183]
[184]
[185]

HH o7 olulAal Zy] o] AX “1F0] 3}82] 0 & x| Zh(al]; alpha-methylation,
alpha-hydroxylation, azido 7| 2 X| 3}, A 7| (l|; deamination) 2 /5% 5~2](of]; N-
methylation) ¥l 21 o] & 4= 91 01}, ol o] 4|85 21& ohe,

spibel A2l A A & ol A, GLP-2 %A= 3h7] 21uk2] 19] ofn] w2} A
A ¥ 5 glo, ofo] A A =tk
(1A 1)

X, X:DGSFSDEMNTILDNLAARDFINWLIQTX,ITDX,, (<] 2 H & 10)
o714,

X2 3l 2|, o|utp oA D Hl 28] 2B |, v Zob] 3] 2B H, -3 =5
Aol v ok 3 2 9] 2 Bl 28] 2 E| W, N-U W e 3] A Bl Y, I

ZI 232 A e =8 ~E o] AL,

X, ek, &8he] A, =& Aib(2-aminoisobutyric acid)©] ™;

Xz 2fol Al = o= x| o] a1

X3 3 o] 4k e] 9ol o] ofu| At BEi= W g o] Uojut dfit o] te] o] 9] o}
1] = Ako] 3L

Rk, ARk 19] ofu Ak M E T =

TA AR, 7] opu| mARE HAY opn| Al = H| Ay opn| Akl

Ao, A7l Mg dAzdhupe) g

ahibel A4 9l A FEjo] A, GLP-2 § %A = 8 7] k4] 29] ofn] w2k A

Ao, ool Al ghE| A] o=

222 2 9] 2 Qo 22 3] 2B |, N-v] v 3] 22 |, = Borh Al o] e
X2 I 2 A 28] ~E o] ar;
g, = efolAl, == Aib(2-aminoisobutyric acid)©] ™ ;
Xspx Bfol Al = o= x| o] a1
o= A A, 2ol 41, of2 A, FEEH, 3] 2 6, 60} A 2ol 2],
iz Al 2HQlol AL

URRE, Adyb2A} 29 ofn| gt M ol Az 13} LT D2 A2l

TAH SR, E Uy o] GLP-2 FrEA= Y GLP-29] 2 A ofw| =4kl ¢
g o] Fefo]al IEi= Aib(2-aminoisobutyric acid) & 2 2] %] 3, 30 A o} v] 4t
ol gfol sl ol Z A o & o X8k iz o] 59| 2§ 7HE 45 d 2L, o] A
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[186]

[187]

[188]

[189]

[190]

[191]

4] etk 9, 7] GLP-2 f 24 = C-gal, 338 A ofn] w2hel B &
71(el, Al 2= B9y, okv 71 (el 2ol A1, o} 2 AW, FFEFR iz 5] 2E] W), i
oFA =7](ll, 6-0k x| s eko] Alyo] w1l 4 gLk, ofol A @A) ek

GLP2 f= 8] A48 AT A A% Al 7] =918 Lol A Aol of i
2,018 ol g3tol AT AN/L M A oE 28 GLP-2 ARAE AZT 5 9
o, A A 0.2, GLP-2 A o] Sho] =57, ¥ 27, obv] 7] Eiz of 417
o u]eto] =4 WA o] B % ko] AFH a1, vl ekol =4 YA vhE B
o A W W1 B FTHA 2 S gl S (o], 9o 22 B Fe G ool A3
Qlch 7] Bl 7], ohv] 7] iz 0} £ 7]3= GLP-20] ob] kS F7hste]
A7 5 gl onk, ool AlgkE A Wizt 4] ¥l 2713 GLP-2¢] Al 2 H121(©)
7RAIA 9 8 31 o] 1] 2o 2(K), oF 2 A W(R), FFEFR(Q) Ei=
C(H) S F7HA A 915 313 014 £ 7] 6-044] ek o] Al (6-azidolysine, K)
PHAA w81 4 gl ont, ofoll 4§ A kit
7(_'

o > to FT 4y 2

4w EE 4w mQ >

R

:rL 4 0=, GLP-2 fr = A= Ao & shihe] X7]7F Al 22 E ]l 2ol 4, o= 4]
d, S FERL 8| 2 iz 6-ob A eho] Al 5= gl o, ofof) Al ghE A] ¢
o

TAA R, & d ] GLP-2 54l A GLP-22] 2 A ofr]:qkel
g o] Fefolhl o o] X3 9 el Bl & 7](of, Al EHIh Y] RS 239

1J

Bhul, vl & A4 0 2 Nt A o] wabel B 2w 7] 9] obuh e
2k Sl A N o] /17k A1 o] o} e e 23] W
T 5 on, 1o 2 HANE 29] op] it AL L 74 5 Lot o]

Al e A e =Tt

TA Ao R, By o] GLP-2 5 A= A9 d GLP-29] 2 A o} u] = 4)
gt o] Fefolil e g o] X3k g C-ide] ol 7o, gholalyo] =&
shr, T & h4) A 0 2 N-2ek A A opu] =4k 8] A~ W Z17] o] ok} g
¢hoh ghael A NI ofvu] =7 7F A A ot o A’ 2=
Esst = glown, 1 o2 AT 39] ofu At D& THE = 9l o, o]
Al k= ] e =Tt

TAH R, By o] GLP2 F% A1 A ¥ GLP-29] 2 A ohw] w4kl g
g o] Fefolalo g o] X8k M e GLP-22] 30 A ofn] =AkQl glo] Al €] o}
ZAJ o g o] X3 I Cc-dvtof ofu|=v|(e, ghol i B9l & E e, v S
T-A A &2 N-Ed A HA of ] ARl 3] ~E W xbr] o] dhat vk ohu) kA
o AjtE N-wk ol .= 7| 7} A AR o] m| v ol Al vl 23] B WS 23 E
RNom, T AMAUT 49 ofr| Al LS 7HE 47 gl o, o] A ghE A

[e ) =
Lﬁ‘\__

TAA o=, By o] GLP-2 %A= A AE GLP-29] 2 A ofn] :=2kel ¢
ghd o] Fafolal o ' o] X3 7l C-hhe]] o} A =] (o], 6-oF A B gho] 2] Y
S ¥gst, vE A A o2 N AU A of v kel 8] AE d 7] of ehat

EW
ol
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[192]

[193]

[194]
[195]
[196]

[197]
[198]

a5 Gt ghaol] e N-2d obv| 7| 7F A 71 ol vtz ob A E H] 22 3]
SEEE XdE g 9lor, T o2 AT 59| ofv| Al S TR 5 9le

, 2 dhg o] GLP-2 F-EA = A E GLP-29] 2H A ofw] - Ako] oF
g o] Fefol oz el A3 3191y GLP-29] 308 #) o Akl gho] Al e] o}
=4 ] Oﬂ /\]/\Eﬂo])_/] 1:0] o gg,—]_s}tq Eﬂ%

el 5] 2:E] 6l k7] 9] okaf vk 9 obu Eha

ol 73@’5] N- “L‘:} 0}11']‘—7]7} A7 H o) uthzolA e H A3 AE WS E3het =

o, 1o E2 MIAHT 69 ofv] it LS 7HA 4= 9l oL, o] o A gly] X
F=rl.

TA A o7 by o] GLP-2 F-A= HAd GLP-22] 2 A ofn] kol ¢F
gl o] 2-opn| = l Al EA Lo 2 o] X3t 2 c-dbvko)] Bl &7 (o], Al 2 ¢h)e

S92 EH, 7 o) 2 A DN S 89 ofu] Al AL S A 5 QAL H S T
A4 0 5 N-EHEE S0 of v ikl 3] 2Bl ) 7] 9] 2ot vk B ot ¥k
AT N2 e bl 7] 7k A A ol w chzok Al E ] 23] 2 E W S E38 4 )
oM, 1oz G E 79 opu At A S b 5 gt o] :
o,

2
rot
®
D)
&'1-4

i

71 i T 2 WA 82 GLP-2 54 & 317] 3 190 e S

3E1]

—

Kk Ag Hevg
CAGLP-2KC | ( HGDGSFSDEMNTILDNLAARDFINWLIQTKITDC 2

CAGLP-2KK | «(o2HGDGSFSDEMNTILDNLAARDFINWLIQTKITDK 3

CAGLP-2RK | HGDGSFSDEMNTILDNLAARDFINWLIQTRITDK 4

CAGLP-2 KazK | (oHGDGSFSDEMNTILDNLAARDFINWLIQTKITD4zK 5

CAGLP2RC | (HGDGSFSDEMNTILDNLAARDFINWLIQTRITDC 6

CAGLP-2Ab | HAILDGSFSDEMNTILDNLAARDFINWLIQTKIIDC 7

GLP-2 Aib HAbDGSFSDEMNTILDNLAARDFINWLIQIKITDC 8

B71 #1904 caH= 3] 2E R th Al ojujtp oAl d vl 28] 2F T o & x| ghe
A&, Aib 2-0}1] o] A7 E] 2 4k(2-aminoisobutyric acid)€, » KT 6-0F4] 5-L-
g} o] 2l (6-azido-L-lysyine)S 7}2] 71T},
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[199]

[200] & ol WE GLP-2 F A= AV 7Ied 54 AES £ et fErol &,
A7 7R SR AER (BFHoR) 7Y HEel =Y = o, o]of Alg
¥ = A& ol

[201] g, Eeloll A 5 AEMEE FAE = (o] Fo{ 21y fEFo] = H= GLP-2
SA A 7] A E o Aok st e, sl A E S 9] ofn| it A DR o] Fol X
HEfol = = GLP2 A9 5Y & gt 24 S 7HA = A 524 9
T AEHE ] opn| st A S o] Fom gt M d FTF s A o' A
o e EAWol, Z& oo H Al &AW ol (silent mutation)E A €] 8= 4l
ol ofyr, o] gt A F7F S EARo| 5 7= Aol % B Wy
o] £&3}= slo] A st

[202]

[203] AR, GLP-2 FEAE= k] | 2004 (1) X,7F F2ke] Al = Aib
o] AL, (2) Xyol ghol 2l HE= of 2 A J o] AL, = (3) X, 7t Zetol 2l = Aib
0131, X400 gholal = o2 AU YU 4= 9l o, o] Ay A] ¢F=

[204]

[205] TA RO, GLP-2 F- XA = Uk | = AubA] 20 A

[206] (1) X;o] olu|tfzolAlE el 23] 2B o] AL, X, 7} Sefol Al o] L, X;e0] wfol 2l
o] 3L, X347k Al Z2H| 1 o] AL,

[207] (@ X;©] o|n|thzolAE u] 8] A E| o] a1, X, 7} Fefol 4l o] AL, Xy0] gho] 2]
o)L, Xy, 7t gFol il o] An,

[208] (3) X,°] ol tfzol N E "l 23] ~E| o] a1, X, 7} &ehel Al o] a1, X;,0] oF = A
WolaL, Xy, 7} ghol il o] A,

[209]  (4) X;o] ol tpolAE EHl 23] 2B o] a1, X, 7} Sefol Al o] L, X;e0] wfol 2l
0] 31, X3, 7} 6-0F A S gho] Al o] AL,

[210]  (5) X;©] olw|thzolA E u] 2~ 8] ¥ o] a1, X, 7} Fefol 4l o] a1, Xy0] oF 2 A
dola1, X7 Al 22 H 91 o] AL,

[211]  (6) X,°] olH|rpobAlE vl 28] 2B o] a1, X, 7} Aibe] AL, X;,0] gho]le]
X3 7F Al Z=EIQTo] AL}, B =

[212]  (7) X;°] 8| =B W o]aL, X,7}F Aibo] AL, X5p0] 2kolAlo] L, Xy, 7k A 2= HQ1 o <7
RO}, o] el A gy =] eFi=t).

[213]

[214] w3 GLP-29] 284, 9, Hol A L FEA ] A 2E e W
HEL-3 52 D-3 obv| il F/EE v 1A o] m=ARS o] 88 WY H/HE
A LS MNE FE T T A (ol Wd ], ob A sl falFE S, B4
W FHAT 5) sk A B xgsit

[215]
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216] 2 oA A7 GLP-2 A= A e vduld At A E 25 E B
¥ bR S SN 7I7] feke] o] of N-i e B/ = C-Ed Fol 31e Ao R
TFAHNAY F7de i iil&] A, =5 GLP-2 54 et 5ol ofn| x=4lo]
F7tE ol My e o T St

[217] 53], &Aoo = A EP ol = o] 49 N- Z c-gto] AstE uf il 9l7]
ol o] & &+ AJHE A A7 A 8he] N-Z ek o} M| €l Shacetylation) Z/HE =
C-'¢eh-g ol = 3l (amidation) 3 = ) S}, 53] o] of] A $HE X = ZF=r)
AR o7, B o A, GLP-2 F =4 = ol 9] C-Eto] M =X kAL ofv]
=3tE A g gl o, ofol AlghE A o=

[218]

[219] -1 o] GLP-2 = A= 3L A 7%(Solid phase) 3 H & E3to] Fd=E 5 2
o Ao r: Ak 7hsstar, A A o' o FE st AT 5

[220]

[221] Vg o A, A7) GLP-2 = A= ol o AA | ¥V & ST A 7 = A
A A7 Eo] At X148 AA o FEefd = Ao, o]l Alghe =] ¢
= A7 AEE AT A= AAARAE = 4El, dgE2EY Fe @)l 4%
4] & GLP-2 fri=A o) vlsto] F7he a9 o A& Ve = 9la,
Bodbd o] A 3= GLP-2 - A o) A A 2 Al 22 o] Agtate] wkghy| 7t Fobe,
GLP-2 #5242 ¥351 = A3 S "GLP-2 F 54 A48 434" == "GLP-2
FrieA o] A& AgA R A A gt 2ol A X &8 Ak A= AFA e &
ER-1=5

[222] ghA | o] & gt A 3 A = 8] 2} 4 Q1 (non-naturally occurring) AL 4= Qi)

[223] WGk GLP-2 %A A48 AdtAlol ol A GLP-2 =49k A A3 =4
(o, =2 EH Fe YN A24& & =& g Aol A v/ £ &
AT 5 o, FAA R FH AT 5 J ot oo Ay A] gkt

[224]  H3F GLP-2 54 A1 &3 A A ol A GLP-2 F =4 9F A A 2 94 &2 (e,
HAZ2EY Fe @) 2 W& 583 Aghs] A Fov, 3715 53
GLP-2 A ¢} A A3 2ol A2 AZ4" AY 5 Atk

[225] 3 GLP-2 54 A48 AgtA ol &8 gk & 7] 53] A110-2019-0037181%
v xR 2 x5

[226]

[227] Bl T AIA R AAl FEjell A, & o] GLP-2 fr A o] A& A A=
st7] s}ebA 19 25 7 7 Qe ol o A ghE A ekt

[228] [s}ek2] 1]

[229] X-L,-F

[230] 7] A,

[231] Xi= 2ol 7] Al GLP-2 - %A o] AL,

[232] L& G, A& v a9 5 3Rz JA)ol
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[233]  av 0 =& Adol™, thinbazt 2 o] A w, Zh2be] L& M= 5§ 4 o] a1,
[234]  Fe= X AA |l w71 & SR A 5 s A A =24, 1 =2E

d Fe F 9ol

[235] 7] vreE shebA Ak, A Y 5 T

[236]

237] B 7Adeg XL 2L FE FRAT2 A2 Ad45 = Ad =302
W, ol 7] AFA = 3teh] 19 M E X L, L F7F FFATE £5te] 747
AAH AFA A 5 2

[238]  E3H AV FE XS A A o2 AAEAY (5, 37 88H2] 104 a7t 00 A
W, BEE HAMLE S8 49 3 = Sl

[239]

[240] Hodb ol wpE Ao A X, = GLP-2 524 &= E-2lol 7| A /= Aeold
GLP-2 §- %A & 2v| gt}

[241] Vool w2 A Aol A Fi= X, = & W of & GLP-2 Fr =A< v &
T 4 = BAEA, By o] AFAE A SHE BolofE o A A
& &gt}

242] AV FE XS TR 382 mE b F A slst Ao s AR A3 Ad &
Ao, F4 3eAg v T slehAd i ol 5o 3o R LS 53] Fe}
X7t A2 A7 =AY 5 Ao

[243] AV F=E X RV E SV = = A2 AA AR 242A, o E
=0, AwA FFA, Ak, FE 2EHE, G F o] o] v, dipnl AEE
A, 57 opu| it A D o] vk el of F3FA|, A, A @, FeRn 23724,
A Xi] ] A3tz7, wEd Lelol =, glol M 2 W El | E 3l 2~ 7)) ¥ (transferrin), AF7}+
2}0] = (saccharide), 3l 71, B e} A€l 0 2 o] Fo] 3] o A AElE = AU
Ao}, EE] o]of A 3E] A k=1l

[244] A7) dep 'l o] g 84 H A QL QI ER X A g~ ¥ (tropoelastin) Y
F Ao, olE F UL AE F& AR R o] FRAY 7 9o, o7,
“‘E}*E‘ frAb ZE S Eto]l =01 A -5 B Eeh), 5838 ool Alsky] = A
< ofth.

[245] AV 2¥A TEA ] o2, Sl e S8 E(PEG), 2 222 F
oedd S F-Z2E2AY S F TTHA, EYSAdE S S L, S d Y
=, (e, 2B, e do el e =, AR ¥, #d F3HA),
719, 3| S F2AL P wEH QBB 2 o] 5] 2O RE o] FojX 7o R
FE AEE = a2 SRAE E 5 AL 7 e R EE 9 aEde] xghE
T e, 53] o] AghE A &=

[246] V] gl Sl ddd 28 F 5F FHA,PEG A, EE &
= el-%]8t¥ PEG T A(mPEG)] HH & 25 E&3h= §ofo|v, 53| o

off Ay = A2 of
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[247]

[248]

[249]

[250]

[251]
[252]

[253]

[254]

[255]

[256]

[257]

ol EEN T Fel-F A

.y

gk o = A, 7] F= FeRn A% 24 Y o a1, 741 2 22, 47|
FcRn AT EA 2 AASZ2EHA Fe 49U 4= 9o, B} 134 2 =2 1gG Fe 9
= B A3 1gG4 Fe Y9 L 5+ o1}, 53] o]of] A ghy]

A =

imm%?ﬂﬂﬂﬂﬂi*WH@ﬂﬂﬁ =83 Fe GEN)E £ Aps]

A5 A k.

shito] A Q1 A Al FEfoll A, ¥ o] 4% AFHA = GLP-2 fr 5= A4 <
%E%E’l Fc ool ¥ A 4= o, o] ol A ghx] %] &=

Ho A, A FREY Fe dYge, Ud?%%i%%ﬂ = f ﬁfﬂ 7hA
zﬂﬂi T EHG S on e
Bl oCH2) L/ 4
oo A Ao, $14] A 31A]
Atk 71 ﬂd%ﬂ% =9 Fe

&rlr-WJ&J& rE
T Jn oy g0 ro to rf

mgg_ﬂg o k1 ofy mf
*Hjiﬂ]ﬁm

©

T

E&Emg

LIOR—W

ﬁ;ﬁ~

1o F

e

FORVIEY

ot o %

2 o

&r&ﬁu
PP 12 o2 of

o 2 o
R
N
AN

15HA], 99 7‘4] FcRnOﬂ ?’}3}% THE Bashs A AR e
‘ = AME s}

iy o
o,
i)
[0
(o,
by
[rt
ol
%
=
)

o]
2
r
J_/
by
T
z
1:1
=)
gx
o
o,
1:1
= r
E
riot
o
2P
o
9
!
o
ot r
O
oy

ol WS E| ohuly] Eiz ofv w717} thE WS B &
S A 8D)sh kg stel obul & AT o, 3
171 g2 olu]stel, g3 714 Hofo

3
R=4

o

afipel P A, Y] Wl e sel e dolo] INBe A% WA E S
SRR DR

-
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[258]

[259]

[260]

[261]

[262]
[263]

[264]

[265]
[266]

[267]
[268]

Glu-Ser—Lys—Tyr-Gly-Pro—Pro—Cys-Pro—Ser—Cys—Pro(/ﬂ AHZ 11).

A7 BIA LI AMEHT 119 1A Ad = 8HA == 11HA A| 2~H Q1 &
717 A H o] o] Al 2 A7 RES 3= Y g v B g o] @
A AL 6}44 Al Z=HIQ1 27 9-E E 3k, 3 A 1270 9] ofr] =4t e E T
A Ad o, °l°ﬂ A A vt Bt A A o=, Py o] 314
ML the3 £ A E-& 7H 5= Atk Glu-Ser-Lys-Tyr-Gly-Pro-Pro-Pro-Ser-
Cys-Pro(A € ¥ 3% 12), Glu—Ser—Lys—Tyr-Gly-Pro—Pro-Cys-Pro—Ser—Pro(/ﬂ AdHZ 13),
Glu-Ser-Lys-Tyr-Gly-Pro-Pro-Cys-Pro-Ser(X] € *H & 14), Glu-Ser-Lys-Tyr-Gly-P
ro-Pro-Cys-Pro-Pro(4] € & 15), Lys-Tyr-Gly-Pro-Pro-Cys-Pro-Ser(*4] € H & 16),
Glu-Ser-Lys-Tyr-Gly-Pro-Pro-Cys(*] € ¥ & 17), Glu-Lys-Tyr-Gly-Pro-Pro-Cys(*]
& 5 18), Glu-Ser-Pro-Ser-Cys-Pro(4] € ¥ & 19), Glu-Pro-Ser-Cys-Pro(A] &

3 20), Pro-Ser-Cys-Pro(4] @ 1 & 21), Glu-Ser-Lys-Tyr-Gly-Pro-Pro-Ser-Cys-Pro
(A €™ & 22), Lys-Tyr-Gly-Pro-Pro-Pro-Ser-Cys-Pro(4] @ ¥ & 23), Glu-Ser-Lys-
Tyr-Gly-Pro-Ser-Cys-Pro(*] € 1 & 24), Glu-Ser-Lys-Tyr-Gly-Pro-Pro-Cys(*] & ¥
% 25), Lys-Tyr-Gly-Pro-Pro-Cys-Pro(4] € ¥ & 26), Glu-Ser-Lys-Pro-Ser-Cys-Pro(*]
& & 27), Glu-Ser-Pro-Ser-Cys-Pro(4] € ¥ & 28), Glu-Pro-Ser-Cys(X € H & 29),
Ser-Cys-Pro(4] @ & 30).

U5 7 A4 o2 = A7) §4 M2 A DHE 21(Pro-Ser-Cys-Pro) == A1 2
3 30(Ser-Cys-Pro)2] o}v] =4t A A& E31et= AU 7 1o, o]of A gy A

el &Y A v ?ﬂl@ %H%Oﬂ A, *o 7 AdA W Rg=ER

ut A
©
1‘
o
ﬂ,

?L
2
Ir
z
N
[&l
m%m
e
o
i)
[0
o
2
il

el 1421
EEPEEEEETI
3

3+ (hetero dlmer) £

A el M, A =25 Fe 92 dA A do] &Ag
c A9 AbE F A7 EE O ‘%Liﬂ(homodimer)”r o] &9l
ek ol §HA Feld = ok ¥ g o] ek 19] H A



22

WO 2024/136597 PCT/KR2023/021455
=87 A ddo] o] A o] HAFRER Fe 9o gHAtEol 29
T Ao, ofoll Al = A of T

[269]

[270]
[271]

[272]

[273]

[274]

[275]

[276]

1
vowne] gof, "N-g & Wl Wi Ee) ] e o]k BekS ofu]s
4

=
ol HgE2 8 Fe 992 A e N-Ebol] 228ket 5= glon, oo A

ERF LAY MAEE s Fe 99 A dd o gos &
Hans e e Wy 28] a9 A b gRg Al el sha, g
L= AA T4 2¥d 1(CHD R/E= BRG] 1(CL)S 36k &4
H Fe 99 4= Ao} 3 CH2 2/51= CH39) a3k A d3] 71 A ofn|
AbAdel AAE 49 = 9

oA, Butgol W ZF 25 Fe 992 1) CHI =v|Ql, CH2 =v[9], CH3
= ol 2 CH4 =91, 2) CHI =v 91 2 CH2 =<1, 3) CHI =49l & CH3 &=

m
o =

W1, 4) CH2 =791 & CH3 =121, 5) CH1 5=W[Q1, CH2 X991, CH3 X991 &
CH4 EwW|Ql 2 17)) =270 9] o] 4e] “u¢la} Wl ZF2Bel 3% (=
gl Goof Ayl 23 wmi=6) Tl EW G 72wl A EHYG
o] o] A A 4= A o1}, ofol A|ghE = A& of
g Ho o] X &y AdA o] st AA FEEAM, AV HAEEEY Fe
o] A & Bl (dimeric form)d = 1. 2H, o] FA| &l o] shrte] Fe o ool
THATACE A"  glon, oju] AV I EEEH Fedl X
= ot L A s AR AAE et &, o)A P9 st
F A7 oA A 082 AFek= A JA 7hs st ol w ] H o
22 EY Fel Xz J Al ol A2 dAE o At e, 7] ZlsE o
A gk = A2 ol T

SEF, 20y e W E 2R Fe e ALY obnl Al A Qul ohje of
A =

i
ol
O

i,

o N fEAE ZFTE obn w2l A

sht o bl ol Al W71 7k A, ALY, B BAH EE BAY X Ei o] B
of ol o] 5ol ol g M AL HA= AL vl gk

=2} .
o] & 59, IgG Fcd] A5 Aol s astthar ¢zl 214 WA 238,297 W~
299, 318 WA 322 5= 327 W A| 3311 o} =4k A7 Eo] ¥
FH =AM ol-&E AUk

w5 ol &3l A%S AT U= FAVFAAE AU, HAH Feoll A N-2et
o] @ oln] = ibo] A AE AL = A8 Feol N-detel] wE] 2 7]7F
7He 5l E T U SR KA 7t EE ol HE 75 §lol
71 Y8l RAZAE RS, A2 Clqg A7 AlAE % 2131, ADCC (antibody
dependent cell mediated cytotoxicity) *¢17F Al A€ 5 v} o] st HA =2 &



23

WO 2024/136597 PCT/KR2023/021455

[277]

[278]

[279]

[280]

[281]

[282]

A Fc Jd ME F A& Azt 7ES FA453] 7 AIWO 97/34631%,
A3 TN A96/32478% 5ol /MAIE o Q)

WA A HAA A o2 MAN T A = © A g flEfo] 2o A ¢ o}
v] = Ab w3k Faf Fofol] 3 A ¥ o 91t} (H.Neurath, R.L.Hill, The Proteins,
Academic Press, New York, 1979). 7F4 5412 0 & dojif= n g2 oju| AL
Zk71 Ala/Ser, Val/lle, Asp/Glu, Thr/Ser, Ala/Gly, Ala/Thr, Ser/Asn, Ala/Val, Ser/
Gly, Thy/Phe, Ala/Pro, Lys/Arg, Asp/Asn, Leu/lle, Leu/Val, Ala/Glu, Asp/Gly 7}+2]
aLzkolt), A §-of wpeba = A4S (phosphorylation), ¥ 3} (sulfation), o} = & 3}
(acrylation), & &}(glycosylation), ™| & $}(methylation), 34| 4 3}(farnesylation), ©}
M e 8} (acetylation) 2 ©}1] = 3} (amidation) 5 22 F*2] (modification)d 5%

o

371 7158 Fe fre A= 2 28 8 Fe 494 58 A &84 245 very
™ Fc g9 &, pH 5ol thet 724 H8Ad & AR AL 5= ot

B, o] 7 Fe G2 AL, &, A&, AL vk, Bl B, AE B
7Y ol 2 5o F=o AA ol M Leldh HAGd o2y dojd 5 3l
FAASE FEAE B =25 Aol A2 Y Ei= ol FrAd
T Utk o7, AP e v e g5 WS AA MR Ed S A T
e AARTE LY 5, Gl Ll g E At 5= HA
T ATh 9ol & A e 7 §-olli= Fab 2 Fe= Ay 5L, fAlS A2 49

ol 3= pFc % F(ab)2& et} o
chromatography) 52 ©]-83}¢] R
Pl M= AR freh o] Fe 4 <
# Fe 4ot

A7) WA A 2nbE 13 3 (size-exclusion
= pFeE e & o vk o 74 A0 A A

MAERYH S5 AETY HAZ2E

l:q il

ftjo

Egh HAFEEY Fe 99 s 22, Al vl8) S7He 34, 13
of ] gt G = G AAE FEd kol W22 EH
Fc @39 T2t = Al 7ol = shehA W, a4 Wl " r A& & o] &
FrA FehA Wb A e B W o] o] & ¢ STk of 7] A, Feoll A &3
TFAAE A E2EH Fe 9 HA(clg)ete] 23tE o] '] 3] #sh=ar, &
A-o & MESA B BA-EY ME S50 A e AAR R, A
ol A B2 3 Wl Hkg-& Fbshx] eF=t) o] | HollA of&= 9] el o 2 A
o] Hefo] Bo| B} gtsli= del= dart AAEAY v st W2
2EY Feddolat & Aot

- by ol A i o] Al A = g $H(Deglycosylation)" = B4R &8 A A g
Fc 99 & dabr, v g2 3l(Aglycosylation)™ ¥ & & &, t] 722 Q1 A A] o Ef
oAM= ol A Artste] gk = 4] 2 Fe 99+ ofv| gt

A, HA S EEY Fe @92 A B &, A4, A, vhe-2, e, 312,
A=, 710} 9 S0 B 7] origing] 5 910w, Tl 7719l 24 Fejol A
= Az 7ol
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[283]  E3L W9ZFZEH Fe 992 IgG, IgA, IgD, IgE, IgM F-#l 1= o] &2] 23+

[284]

[285]

[286]

[287]

[288]

(combination) == ©] & 2] Z A (hybrid)®ll 2] ¢ Fc A = It} t] A4 421
AA] ol A= Q1T & Mol 7H F4-8k 1gG H = IgM freff ol Kt} t] -4
Al AA Fejo A= g3t E A vl A o] ghV| & A7 = e R T A
H 1gG frEfolth vl & o] A A1 AA] Fejol A 7] A 228 Fe P92
IgG4 Fc 4 ool 7h -2 21 A A S efell A 7] =257 Fe 992
A3 1gG4 el 2l vl-TFaf 8l Fe o oo, o] o] A|&ts] = A2 o}y T},

e Shte] FAd 2 A, HASFZE Y Fe P92 A3 1gG4 Feol ¥ o 2 A4,
Zh kA of 3t ofn| =4kl Al 2~ H| Q1 ALo] 9] o] 213} A S (inter-chain & Ef)S &
3l 271 o] @A 7} AR FFol A = glon, o] i FEo|FA = A
2ol A 359 2 9sMe] Al 29l Abo] L 141 2 199 €] A )<l ALo]o]

ol =3} Ak, = 270 ¢] o] 33} A gh(intra-chain & Bl)= 7FA AW/ 7HE 5= Sl

Zh ek o] o] Ak 423z 2217 9] opv Ak o 7 A E 4= glo ttl &S
A& PA s o A A A 44270 9 ofn| 4t o & o] FolF 4= gl o], o]
off AetE A Gtk FAA LR HAFZEU Fe Y92 ALHT 329 ofn] =
b A D @4427] 9] ofn] Ak o ® A Eh S Z e BF ol dHA (o] 7] 4], A E
% 319 opr gt 22170 9] opr] Ak o 2 FA S 2H= v 270 7) 2
TEEA o] 3 of ] 4Rl A2 H|QL Abolel] o] 83} AjtS Tl TEI/AE A
datar, A7) FFol A o dE A= A4 S YA 02 35 H 95 o] A[~H
ko] Wite] o) g3l Ag 2 141 W 199 o] A] 2 E) Q1 7ke] Wit o] o] 53] A
g2 FAAThd 5= o, ofol Algh=A] &=

oh | B-db o M HAZF 2 B Fe o 93 #hd ¥ "Z 3 (combination)" o] &
A = OFAE AT W, TL 7 G HASEE- Fe 9= ¢53)
shi= ZE|Eto]l =7t Aol gk 7] o] v Ee i Eto]l =e) ARS ek
u] gt} =5, 1gG Fe, IgA Fe, IgM Fe, IgD Fe 2 IgE2] Fc 9 & 0. & o] Fo] %
TIF R RE AEE 27) o] 9] Fe @ o R RE o] F A = A o] Azt

_4

hunses

B dhrg o] A "slo] H2] = (hybrid)" @ @ o] HA S22 EH B ol 27

ol Aol 7ol HAZF 2B Fe 9o s stz Ado] EA4ES 2v
sh= gofolt}. & 4 «] 735 o2 Jef e stol B el =7} b5t =, 1gG Fe,

IgM Fc, IgA Fc, IgE Fc 2 IgD Fc®] CH1, CH2, CH3 ¥ CH4Z o] Fofxl 150 =2
B 170 WA 470 E“ﬂ?lgi o] Foi Xl Lu|1e] sto] H e =7} 7hsah, &4
2 y3a}st 2= 9},

9, 16G A 1eG1, 1gG2, 1¢G3 2 19G49] A B S 22 b 4= 9la B
Pol| A= ol 59 £33 = ol 59 TA IR Jhsstr. 7 A A S =2 = 1gG2 B
IgG48] A B &g o), 7F4 FA A o 2= H A 9| E4 54(CDC, Complement
dependent cytotoxicity) # - o] F E] 7] 5 (effector function)©] # 9] §l= 1gG4<]
Fc ¢ 9ol
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280]  ER, G A3 I8, = 7} 5

[290]
[291]

[292]

[293]

[294]

[295]

[296]

[297]

[298]

ob)el, ) o 399
o)1=
IS

of, e A=) & vk w9l = 3
/\1—7] Lo] .ﬂlE}_o]E/\J 317{%_1 LLH 17H

At 1704 100071 €] o] =4k

2 ol B o A Feof XE A3 Ho}oq #zu t}ek3l s na}o]ﬁ 2 7

7b Bk o)) ApgE 5= gl o, 1 o 2 [GS], % A, [GGGS], ¥ A 2 [GGGGS],
B e& X, o714 x= 1 ol A TA 5 Avk e, A7) ¢

A H] = A& ol

< ol M eI g Erel B WA i Wk wb ey vh 27 o A g A A A
THAE At 3] W 9 e fEte] = Ao obd ol o] FHAF
S B Mz dadnh 2 TRl v et =4 YA dde v E 23
atol, APA & A O & FA 24 WSS B8 AFAE AT 5
ok 37 HIsletel EA 9 71= B el A A o] BololE| & o] F= U 7Y
T e, 7] skerA 10 A Lel s gt

2ol M AR = ol HIglEel =A 7= A DA R el
A iz v g Etol =4 T @A ol | A ghgle] AHEE 5 Tk

& ol M wgiEtol =4 FA = v glEto| =4 T A gk 8o AHgE 5

>4

o7l o mAFH HEH= AL 912“#,*&71 AFA TG = EeoEdl =
2] = :

i Jo

Mo
o
o
e
o
=
"
2
o
2
)

%Q,E}ov("ﬂ giE |

PLA(polylactic acid) & PL GA(polylacnc glycolic acid)@} -2 A2l A a1
A AL 7L S FE, YAl E Y Rl = H o] 5 20 R
Ao w g ey = Ad 5= 9l

R Yol AgE 4 Q= ]J‘]E}O]E” aﬂb AJA A R |
S0 AT A SN A 1ol 180 slov] T2 ko
A S e R A2 0 27 oF 100 kDa H 9, oF 1 WA oF 100 kDa H 9, 74
Ao w of | A of 501<DaHq 91, ok 1 U] k20 kDa % 91, <k 1 W4 F 10 kDa
9], W= oF 3.4kDa WA 10kDad 5= QLo ofel] A gk A =t

A
b
N

<
i
L
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[299]

[300]

[301]

[302]
[303]

[304]

[305]

[306]

[307]

[308]

[309]

%%aﬂﬂlaﬂﬂ“ﬁQMWﬂlﬂﬂl A @A g = E ks
SAE sk A, o E 5ol 2 g S22 o oL, T, FE
of oju] &H ol 52 TrEXﬂ 2 el 2okel 7w ol A golsH Al
_/”: OI.E [¢] Ej]P_E E_tﬂ—tr]g] m_ﬂoﬂ _Lb‘LE]IjI.

71 vl =4 P71 8] b @ o= old = E v Gl 5 3l
Ao, 7] v el EA HA = dlEdlad = vhy ] & 2 gekriA
A o] Aol o] & ¥ = A8V & kel et Ad £
EAEY AdA= 471 AE71E S8l Xk Frh A2 E FHd = 9o o]
ol M, 71wl Erel B4 " A= 270, = 37 o] 3]

o o]

AgE A gk B
248712 THF 5 AL, 7 4871 FAsAY, A ol @ glot, o
AR e,

A

[sh812 4]

O

n

714, n=10 WA 2400, n = 10 W #] 480, == n =50 W =] 2500] 1}, o] o] At

!
.

¥ A

371 A48 A A ol A PEG Eo] ol E] =, -(CH,CH,0),-1-Z R of ] 2 14
229} o] (CH,CH0),- Atololl A 8= 2ba A E818E 4= gl o1, o] of] A
35 = AL oyt

3, shbe] AL A4 FelelA 4]
22 Fe JOﬂ(F)c] oedaZe o
= odg rrLz o) 01 o 1,}

a%ﬂ?ﬂﬂi%ﬂﬂ%@%-gﬂﬁaﬁ 71 o] &, [OCH,CH, ], & %A
71 s1eto]l = A A W 2] [OCH,CH, ], 791 €]
%ﬂ%ﬂo&#ﬂﬂOHthﬂﬂEiﬂﬂﬂ
, ool Al ghE] %] eF=th. B st o 2, 7] n gh2 AAA TR A7)
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33 AE HE
CAGLPAXC | HGDGSFSDEMNTILDNLAARDFINWLIQTKITDC

rEE
tek

Ed

CAGLP2KK | oHGDGSFSDEMNTILDNLAARDEINWLIQTKITDK 3

CAGLP-2RK | oHGDGSFSDEMNTILDNLAARDFINWLIQTRITDK 4

CAGLP2KgK | (HGDGSFSDEMNTILDNLAARDFINWLIQTRITDAK

Ly

CAGLP-IRC | HGDGSFSDEMNTILDNLAARDFINWLIQTRITDC 6

CAGLP-JAib | .HAbDGSFSDEMNTILDNLAARDEINWLIQTKITDC

el

GLP-2Aib | HAIbDGSFSDEMNTILDNLAARDEINWLIQTKITDC §

AA o 2: GLP-2 F=A A &3 AggA o A=

h 29 GLP-2 F- 54 2 A I HE 49 GLP-2 F 54 & AH3le], GLP-2
S A CA GLP-2 RKE /A Ee]o e sl =2 &2 ALDQ) PEG(YE 2] =47}
747y L2 23| =Y (3-S AT 2 E/)E A SE o, o d e F ik g
9] ¥l (moiety) 2] 3}8F2]7F0] 3.4kDadl 1A el d A&l &, A NOFAH
2 A 43171 7] A5E, GLP-2 5549 ALD(2) PEGE] & H| & 1:5 ~ 112002,
GLP-2 § 54§55 5 ~ 10 mg/mlE 314, 2 ~ 8°C ol A 4 ~ 16 A]{F HE-S-A] FH T},
o] wj W3-8 20 mM 3] =l 2~(HEPES) pH 7.59} ol §F-2-0| A o] Fol 5 o, 3 4
120 mM &F Aol B 2eto| =eto| B & H7sto] vk A Z ) vhg- o 2 -
AMUEF pH 2.0, o ¥H-&o] 23te &5 N7 A A F 5% Tl & o] &
Source 15S(GE, 1] ) A& & A} 831o] R v 435 GLP-2 542 4 A
=3

tso g A7 AAlE wwn dEE GLP-2 Aot dgF 28 Fe v 9
= H|7F1:2 ~ 1:67F ¥ 25 aFar, WA Gl 558 30 ~ 35 mg/mLE 8ho] 2 ~
8°C ol A4 12 ~ 20 A|ZF HE-S- A AT}, o] wf] ¥h-g- o2 100 mM SIAHZE €59 (pH
6.0)7} o}o] AL 2 3L YA 2 20 mM AF Aot B 2o Elo| =&
A7Fat At

Hhgol FZAH T ykg ol B 2 E 2] 2 (bis-Tris) pH 6.5 W H 9 AASIIEF 5
5 -l E o] -8-381] Source 15Q(GE, ] =) A wloll 2-&-afaL, g4t oF 5} <1
AP UEF pH 5.0 ~529] 55 & o] &3819] Source 15 ISO(GE, W =)0l 41§

&
g} (o=}
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[446]
[447]

[448]

[449]

[450]

[451]

[452]

[453]

[454]

[455]

[456]

sto], A =259 Fo @l o GLP-2 54 7F Zd] ol &l =] & 7ol o
THATe R A4 AFAR], GLP-2 F A 9] A&y A3AE AT
MAH S 49] GLP-2 fr54) o] 2lol| &= th& M AT 2 W] 3 B 5 W #] 89

GLP-2 #3545 7| o} E LA i o 2 AA & Al zskltt,

A A 3: GLP-2 =4 A &3 AfA S Fo & F4 o|AHA=F2 3
g 2o 57 &9l

o] 21 tff <3 5= $(graft-versus-host disease, GVHD) & & 2 A] n}-§-2~ & & o] 2]
(allogeneic transplantation) X &2 A| 2}3517] 9 8l, A 3-o] w92 C57BL/6E
L ]l Enle] @ (OrientBio, 3F=1)oll A 918k o1, 97 o] B 28] np-g-2
BALB/CE U B| 4(DBL, gH=n)°ll Al <183l th. -8 -3t 3ol A 12 Al gt
o] /% (light/dark) 5712 7] T = 2 &2] <> A2 (ad libitum) & & 331 2.1,
e R4S sE0d 49 f193 9 54l sl AAEl v

C57BL/6j 2= BALB/C 7}-9-2=(& o] Ahyol| A 28 ¥4 3 (Hematopoietic
Stem Cells, HSCs)E 2538 9 2 2 5 ¢ (mobilization)A] 71 7] #13l, 10 ugl G-
CSF(granulocyte-colony stimulating factor) (PeproTech, ¥ =) & 5 Y+ 1] &} F=A}
gk 5| v A E(splenocyte) & 1.5 x 10" 78 2| F 3FRA 3L, A7 1.5 x 107 7] v A 3
(200 uL #+3))E BALB/C v}-9-2x(Fo] Ahyol] aLe] W8 F3l 5= 3F3lth.

o] 2] & #13to] BALB/C mh-5-22(57ol Ah= HIAA| E7F =4 ¥ 7] 7 o A, A
(busulfan)(Sigma-Aldrich, | =)< 578 W AR 3H5-9l 1 3](18.8 mg/kg)| 4
A Fodhar, o] A 2 U1 Al & 2 E 231 = (cyclophosphamide, 100 mg/kg)
(Sigma-Aldrich, W] =)E FI 3} E]r

GVHD®| A& 2 ol 535 &lst7] 918 BALB/C mh5-2(570 b= W4
AZE7E 9 7] 14 D 2 DA el 104 A28 GLP-2 F =4 X143 23A =
Tttt T A A o=

- 713 1: BALB/C — BALB/C & 7| ©]%)(syngeneic transplantation) 2.2 - 33 A
3] 851 (n=10 for survival, n=4 for histology),

- 715 2: C57BL/6j — BALB/C &% ©]2l(allogeneic transplantation) -2 - -3
A 3 3F5-¢] (n=10 for survival, n=5 for histology),

- 713 3: C57BL/6j — BALB/C &% ©|2] 249 - GLP-2 54 ®4-3 A3
(7 18] 4,613 pg/kg 33} F-) (n=11 for survival, n=5 for histology) 2.2 =%t}
Ao A GLP-2 =2 A& AFA o] FoAzFo = Yehil =4 =, AHEH

GLP-2 fr 54 A& AgA o AA Aol A Zejolddl=ad H7 799
A A ele gk, = el etol = R Ente] Ag S e g VIleoe® &
Al gk Aot

oA GLP-2 Fr=A A48 2dAE TdstAAY E3ekA] v A=
(el zio], g A AN, FHAE 2 WA 200 mM 2] A F oFA E| o] E(pH 5.5 WA
6.5), 0.002 WA 02%(w/v)2] ZT]AZH ol E, 1 WA 20%(w/v) T2 2, W/HE=

.
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[461]
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[463]
[464]

0.01 WA 1 mg/mL WE S /-3 4 21, 2+ A

EEECPESE !

o e 7] M9 ol

M

710l A A2 e GVHD & & B2 o4 GVHD f3* =, OA 7] 2] 84
S A5 7 A (weight loss), 257 (activity), AFA( osture) B A El (fur texture),
g y p
937 7 Bl (skin integrity)E 5 7 3}sto] 78t :rLXﬂ H O 7 AV T A
of thal 028 7HA] A5 A 108 & H 1 H o= F1, o] & Tl A LH A
FE A7t thE 3). dEA AEE T 2%, o = 31% A Zsto] el ek
W E AEeglnh
[3£3]
FEE oA GVHD ¥ 5 S2t4 &
Yot = 04 13 27
A7 <10% 10%~25% >25%
4574 A oFt A =0l A&
w7k 22 9
AHA Q7 d ol flojA | sol At flo &
21Qloll ol 7t A=
o R ORI JEAA AsHAl & A
o A A Hhg ol HiA R 7 8iA A

ik

Z7 A s LYEA 24 (one-way ANOVA) (7p<0.001, “p<0.01, p<0.05)2
Abgate] tlzzw B AR Abel & Bl i skt
LERRL uEok o], GVHDE 3 &% o4 nhf-22(T15 2)%= 5% 9
2l F AEEo] FrEsH ol A Uﬁl 7 A ool BF AL, GLP-2 %A A&

AGA FoAT (1w 3 AE o] Frtstlvh A& ] At oje}, &

& o2& Al gk npp-2of A 3 ARE A S e H EE A8 T 5 GVHDE
PSS oM, GLP-2 54 A/ &d AgHA Fol2 U A5 7ol A
H7h gl A 2 3ad ;018}93\‘?}@2)&}5 39]] L}E} A 2
o] 22 H L7 2T 5F
A RE, GLP-2 F 5= A ZV:?% A a
ol 2kt ke 7&@] =2 W?l% ;c?zﬂr—e— L‘rEMh &4%

=

. o\ m[o
.

e}
a5 vEkd 5 »}EE AA E&U‘r.

AN 4: 2 ZO]EN A GLP2 FEA ANEH AFdA 2 Fo Asto u}
E 2H R E XA o] A A o] & F & $H(Steroid-refractory Graft-versus-host
disease, SR-GVHD) X & & 3 &<l
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[465]

[466]

[467]

[468]

[469]

[470]

[471]

[472]

[473]

[474]

o] 2 # t) & 52 Bk (graft-versus-host disease, GVHD)Oﬂ o &l 11} A7 2HZ
o] =7} WAL 3L 9] S 1} GVHD $419] 40~50%+= - AP ES HolE 2
Zol= AP o] 2l A th %5 A $H(SR-GVHD) 2. & A gk}, 2 vk o] A 3= SR-
GVHDe) i GLP2 524 459 ARASl A% £3hel whg 4 B7hshad
shaie.

o] 21 H tf) & 52 3k(graft-versus-host disease, GVHD) 5.2 2 A] n}-§-2 5 & o] 2]
(allogeneic transplantation) =22 A 2}517] &) 73 -] nh9-2 C57BL/6IE
L gl A Ento] @ (OrientBio, =)ol A 18 2™, &b 73] w522 BALB/C
% o] ADBL, #5)elA TH ek k92T B B A 12417ke] /et
(light/dark) 57| & 7] At &3 522 A2 (ad libitum) & =2 3}3l o1, 2. 2}
AL =59 28 93] 9 52l 3ol AA A}

1378 2] C57BL/6j PF-F-22(3 o] Ahyol| A 28 B.A| 3 (hematopoietic Stem
Cells, HSCs) & Hxd N o 2 F ¢ (mobilization)A] 7] 7] ¢ 38l 10 ugel G-CSF
(granulocyte-colony stimulating factor)(PeproTech, V| =) & 5 1 3] &} A} ¢+ 5 H]
A 3 (splenocyte) & 1.5 x 1077 AN FH 3 a1, 471 1.5 x 10771 B]4A 3200 puLH-
J])& BALB/C "h$-2x (2ol Ahyol] ALe] AHlg Faf el

ol 4 & #ste] 1352 % o] BALB/C h-p-2x(=01 #h & £ R| sko] WA £ 7}
FUH7 7L A, 57 W FARR shFoll 1314 4213 -4 F(busulfan, 18.8
mg/kg) (Sigma-Aldrich, V] =) F-o]3}aL, o] o] A 22U Al F 2 E A0 =
(cyclophosphamide, 100 mg/kg) (Sigma-Aldrich, 7] =1)& o135} ¢l ).

2H| 2 o] = ol A GLP- 2%37‘4] A& A A 2] 1A Fofel upE SR-GVHD
of ThEk Mk W X F S 2Folaks] S a BALB/C mF5- (520l hyoll u] 4 A
F7h 5 3139 5] GLP2 § 54 A% AFA| T 2u|Ro|mE Folahy
L= i R ReR

- 715 1: C57BL/6j — BALB/C & ©]2(allogeneic transplantation) X 2! - GLP-2
§a] A% 2 LA 95l =15,

- 713% 2: C57BL/6j — BALB/C && ©] 4] 29 - Apraglutide 469 pg/kg (2 13],
1] 3HF-0) (n=15)

- 7155 3: C57BL/6j — BALB/C &% ©]4] 29 - 3 g = 1] % 2 (Prednisolone) 2
mg/kg (Y 18], 870 ) Fol, 30~ 162 Fo) - GLP-2 f- 54 A 4:3] A3
4,613 uglkg (¢ 18], ¥} 5o, 17U FE a7 Fo]) (n=15)

- 1% 4: C57BL/6j — BALB/C & o] 2] X - GLP-2 fr %A A3 A3
4,613 ugkg (5 131, )31 5-01) (n=15)

b ol A GLP-2 /54| A1 59 AdA o Fol 7o = vl 524 =, AR
H GLP-2 52 A3 AgA o] AA| Aol A Ze]odAl=e] s F7] 79
of Awk& Aol gt gk, = Ll eto| = F o Erke] AFE e g S Ve o w
FA| G Aol
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[475]

[476]

[477]

[478]

[479]
[480]

[481]

[482]

[483]

[484]

3% sde|Ee R Iy A E Frtstdlon, tEo] A&ET A%, o
A 2A & AEsto] Wl shA #stE #Estgl
5= 40)) YER vle} o], GVHDE 28 & o] 4] np-(T1F 1= 5F o
A ZE§o] A Wol A 25 A AZEH o] 21.4%09) ;}%E}. oL etz
= (Apraglutide) 5o 77 (Z1F 2)2 35.7% %] AEEHS B85, GLP2 5%

g AZHA Fol T (LE 42 AER] 85.7%7HA G;VC}EI AT}, 2E &0l
169 F AEH0] 75.0%7HA] Bl A& v, GLP-2 54 A &3 A 3HA)|
FH WA FASR Y (L E 3) 259 AEEO] 75% 2 F A H A THE 1).
SRR ol e}, 13578 o] 5& o] 2 & Al gk np9- 2o A 7 U

2 8% 23l 5 GVHDS 94 %S Ho|W, GLP-2 §54 X4
o 72 ) AT G o A H b aHEEo] o sl A g A
= 5ol 16U 7hA] §H4 el 7t pwkA] 7] Al 28t
Aad o7 BHAREa, 179 78 GLP-2 F 54 A48 A dHA
tA Y FrhE 57 A 2 ﬁ%ﬂt FFE BAFAHE 5).
GLP-2 f- %A 3= o] o] A &3 AFA| 7} e &2 ol = 28 o] 2]

(o]

Ilae

o

Uy
3

e 2 JH

U A S T (R
0]

S

o
M
o
A&
off

>Hﬂ£mlm(ﬁ:m

Bl Ho o
N
P‘L'
¥
[
o
s
3

ﬂJ

o
X

rH,
=
Hx
N
i
ot rlr
-
>,
ﬁ:]
il
fol
)
il
iy
ful
s
¥
X0,
dlo ol
ftjo
24
>,
o

AAA 5: 2HZO| =9 GLP-2 F A A& AdA|e W8 Foo upE A

Zo|E A oA «FZH(SR-GVHD) A & &3} &<l

o] 2] A t) & =4 Bk (graft-versus-host disease, GVHD)?l| th &l 2~ 2 o] == A}
Aok A B FHel T A RAR o] 9lof 12k 3 8 A wAl = 2]

a1 ol whepa] 2 g o 4= SR-GVHD] t 3l 2~ 8| =2 o] =9} GLP-2 f %A A

%3 AgA W E Folol e Aw mvk L WSS Brsta s,

GVHD 2.9 2 A v}9-2~ F<& o] 2] (allogeneic transplantation) .2 & #| 2} 5} 7]
Al LA 2ol vh-2 C5TBLIGE 2 2] Al EHlo] @ (OrientBio, §H=)oll A <1 &}
o, ob7 43l mH9-2 BALB/ICE ] A(DBL, 30l 4 79 a1 ns-
25 T oA 124 7F2] W/ (light/dark) =71 2 71 Ao} B3 2-4]-& A
A(ad libium) © 2 S} oW, R E 7hg e FRad A9 919139 59 o] A
At

1253 2] C57BL/6j "H5-2~(&- ] Aol A 2= B.A| ¥ (hematopoietic Stem
Cells, HSCs)E ¢ 2 g o 0 2 Z Y (mobilization)*] 7171 A&l 10 ugel G-CSF
(granulocyte-colony stimulating factor)(PeproTech, 1] =) & 5 {1 3] 8}5=AL gk T H]
Al 3 (splenocyte) S 1.5 x 10770 A FH 84 a1, 471 1.5 x 10770 1744 3£(200 L
J])& BALB/C nh-$-2x (2ol Ahyol] Are] A& Faf =3l

%39 GVHD 228 913l 1258 o] BALB/C "h-2=(F=0]1 Zh & &4l 5ol o]
FAEZEFUAA 7L A, 57 W FARR 8FFol] 1314 44 2F 374 F(busulfan,
18.8 mg/kg)(Sigma-Aldrich, 7] =)& F]3}a1, o] o] A 2U I A EF 2 E A uu| =




45

WO 2024/136597 PCT/KR2023/021455

[485]

[486]

[487]

[488]

[489]

[490]

[491]
[492]

[493]

(cyclophosphamide, 100 mg/kg)(Sigma-Aldrich, V] =) & F-o]sl¢] o] 25 FH]5}15]
t}.

2HRo| =} GLP-2 54 A48 A A o] -8 Fofo] u}E SR-GVHDe]
ek v 2 X8 598 gR18H7] 98l BALB/C k-2 (7o Aol v 4 A
7} 9% 3139 H GLP-2 S5 A48 A3 & g Ro|mE Eol5HY)
th A A o7

- 715 1: C57BL/6j — BALB/C 5% ©]2](allogeneic transplantation) =2 - GLP-2
Fre A A& A3HA YA 98 (n=15),

- 715F 2: C57BL/6j — BALB/C &% ©]2] X9 - 3 9] = 1] £ & (Prednisolone) 2
mg/kg (Y 13], 27 U] Fol) (n=15)

- 715 3: C57BL/6j —» BALB/C &% ©| 2] 22 - GLP-2 XA A& A3A
4,613 png/kg (F 13, 3 84F1) (n=15)

- 713 4: C57BL/6j — BALB/C 5% ©| 2] ¢l - 3 ¢ = 1] < 2 (Prednisolone)
2 mg/kg (¥ 13], 7 U 50,39~ 99 Fol) 5 GLP-2 54 A48 234
4,613 ng/kg (7 18], 98k, 10478 a A F1) (n=15)

- 1% 5: C57BL/6j — BALB/C 5% ©| 2] ¢ - 3 ¢ =1 < 2 (Prednisolone) 2
mg/kg (2 13], B2 ) 5o1) + GLP-2 F %4 A48 234 4,613 pg/kg (5 13,
1] 845F-91) (n=15)

X 6o YEF ule} g, %2l GVHDE 23t B8 o) 4] np§-A (1 F )=
TEF ol F AEE o] FEEA ol A 24U AEF o] 7.7%00 DTt 2
2ol Fo] 7 (T1F 2)2 30.7%, GLP-2 57 A1 &8 AgA| Fol 7 (1F 3)2
A EF0] 23.1% 2 Bl H Q). AH Ro| & Fo] 92 T AJEF o] 53.8% 714 @
AH S u], GLP-2 54 X148 ATA 2 10478 2A T el y(2F 4)
249 R ZE50] 46.2% 5 %xmom}, 2 H| 2ol =9} GLP-2 F 54 X148 A 3HA
HE Fold 13 59 AERO] 462%F AEH| EolE 58 GLP-2 f A4 A&
H ATA @5 Fole 1 oH S-F3he Felsgith.

%% GVHDE 9817 98] 1258 o] 53 o] A1 & A 83 & mp- 220 A

GVHDO| A7 & A& S8l LA et leh A& d hx2T 5E

o] 2 mh-2(T1F D 3Y ol FHH AT A % &E A o} GVHD2| 4%

g& Hol b2 A7t A& A o 2 obshE| Yl GLP-2 fr A A48 Aj

A Fol & iy A3 Gt A B gaEo] Au|shA ofstE o A A E
o

ot

A
FABHA T 2 EH R Fol 22 9U kA oA Abele] T Al o] Bel1E A gko}
ZH|Rol= A o ® WAk qlar, 1097 H GLP-2 A A48 AhA =
w‘ﬂl Tl lvi Y H7E 7 A A, 594 e 7t 3] E = S B
ATH Bl Eo] 2H R =9} GLP-2 54 A1&d AFA ¥E& FoAat2 7H
T GVHD A 5 835 1518141, o] = AH E o] & = GLP-2 754 A

oo AT @5 ol ol ma el B B} AN AT )
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[494]
[495]

[496]

[497]

[498]

[499]

[500]

[501]

[502]

[503]

[504]

[505]

[506]

AA o 6: 2B RO E, GLP-2 A A48 A Y/EE S4EHY
(Ruxolitinib)®] W& Fofo] & Z¥ Eo|E A JA o] A A d]<F2 FHSR-
GVHD) X & &3 H| W

5 E] J (Ruxolitinib)> A 1 4] JAK1/2 QA A 2, e 2 o] = A gA] o] 21 A
%52 $HSR-GVHD)oN A & 22 4 9 A B 5ol A FDAS] 8715 who}
Ab-&stal dvh. whebs, SR-GVHDe thsl] 28 Z o] =8} & Fofo & X =
25 S g vl 3 Hrhskara) e

%2 GVHD E.2-& 93l 1253 2] BALB/C P}-9-2~(521 2h & F1]5}e] H]
FAEZFFAH 7] 7L A, 57l FAER SEFll 134 44 2F -4 ¥h(busulfan,
18.8 mg/kg)(Sigma-Aldrich, 7] =1)& Fo3} 31, o]o] A 2U I Al E 2 E A9t =
(cyclophosphamide, 100 mg/kg)(Sigma-Aldrich, 7] =& F 3] o] 2]-& F=H]3}%]
=3

1255 & C57BL/6j 1H7-22(& o Aholl A &= E A 3 (hematopoietic Stem
Cells, HSCs)Z W% ol © 2 %2 (mobilization)A] 7] 7] &l 10 ngl G-CSF
(granulocyte-colony stimulating factor)(PeproTech, V| =) & 5 I 3] &} 524} ¢+ F H]
A E(splenocyte) S 1.5 x 10'7] A F 3FRA 3L, 471 1.5 x 10'7H B 7A (200 pLi-
3))E BALB/C v}-§-2=(o] Zhyol] a2e] g ul-& Faf =93t qlth.

SR-GVHD?I th3+ ~e|Zol=9} 8 5o dh-&-4 9 X & § 3-8 ruxolitiniba}
GLP-2 fr =4 2|43 AgHA ol A v 1L & 57 71817] 918 BALB/C 7h--22(5+ <]
ZHhE B AAE7E FRE A 1Y F A Eo] = &2 ruxolitinib &2 GLP-2 f- 5
A A& AFAE Folstlh A4 o =2

- 715 1: C57BL/6j — BALB/C 5% ©]2](allogeneic transplantation) =.2! - GLP-2
Frie A A& ARA A A 98k (n=15),

- 713 2: C57BL/6j — BALB/C &<& ©] 2 4 - 3 g = 1] £ 2 (Prednisolone) 2
mg/kg (A 13, 774 W F91) (n=15)

- 713 3: C57BL/6j — BALB/C “&& ©] 4] B4 - 524 ¢] ¥ ' (Ruxolitinib) 30 mg/
kg (4 13], 4+-F1) (n=15)

- 1% 4: C57BL/6) — BALB/C & ©| 2] & - GLP-2 - 5= A4 A1 43 A9
4,613 pg/kg (5= 18], 9] 8FF1) (n=15)

- 713 5: C57BL/6j —» BALB/C &% ©| 2] E& - 32 # =1 <& & (Prednisolone) 2
mg/kg (Y 13], 57 W Fo1) + 54 2] B 'd (Ruxolitinib) 30 mg/kg (¥ 13], & 1-F
o)) (n=15)

- 713 6: C57BL/6j — BALB/C && ©] 2] ¥4 - 3 g =1 & £ (Prednisolone) 2
mg/kg (2 13], 77 ) 7o) + GLP-2 5= 4] A48 Z37HA] 4,613 pg/kg (5 13],
¥ 8H5F9) (n=15)

5= 8ol YERW vle} o], 2] GVHDE 38 5& o] 4] vh9-22(T1F D
EE oA F AL FESHA Hol A 14 AEH o] 14.3%°) Dttt &
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[507]

[508]

[509]
[510]

HEol= g ?01 T(LF 2)E 7.1%, FAEH @5 Fo3H(1HF 3)2 21.4%,
GLP-2 F 54 R &3 23 A @ T (13 )2 S50 21492 FAH S
th 2H R ol =9} GLP—2 5 A& 2FA HE FAN(LEF 6 AEES
71.4%%, ~EHEo| =8} B4 Y H& T (1w 59 AE8<! 50.0%7 H|
aste] §-ehE Zelsk gl

% %% GVHDE 2ol A ~H|Eo| =9} ¥l
218 A 8] 3k mp9-20| A GVHD ] A 55 A2 5 =35
A& Fo gk 2" && o] 2 wp9-2 (71 -E-
A5t S GVHDE| Q1 AFokAF-S W ool 2-oF&] ALE] 7| =
H 2ol = Fof 72 5U 77X H 7} g E-E o] O‘ﬁ}ﬂ Al @7t ol 5 A8t
o] 2 Ro| = A o AAIAHLE 2). ELdE Y disFo
3)—; 273 f-AEH A H et Eo] x| 42 o &2 oF3l¥ HhH | GLP-2
A& AFA GmFoAT(CLF 4 7 BT R AGEE A8
E} EF AH R =9k GLP2 F=A A& AFA BE FAT(CLE 6> 2H

L@r EA4E YR W& FolH(TL3F 5) 7 vl atste] -3 GVHD 3 7+

ASHE GLP2 §12 ] 1= o]2] 58 AFAF 28 2ol 42 o4
AR BEARA 2ol ok e QYO R A 2T} b

s
oz
1o
5
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o
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47 1]

797 2]

[7d - 3]

37 9)

ol s AR o Tz ARG e 2AEEA,
ZFEIT frAL F EFo] =-2(Glucagon-like peptide-2, GLP-2) f- =4 & oF8}
A frago s ¥ielal, 47| GLP-2 F %A= 8H7] ARk 12 A=
obp| it A& el ofdhA A2

[DHE2] 1]
X,X,DGSFSDEMNTILDNLAARDFINWLIQTXITDX:, (] ¥ & 10)

o1 71A,

X, 3| 2~ E| |, o]y thzob A " v 28] 2B |, Bl 2 obv] 8] 2B |, B-3]
Aot By 2 A b 23] S |, N-H W E B S E |, B BT}
%]lﬂ@zﬁiﬂi“ﬂ*ﬂ*ﬂﬂﬂ

FIF

erebd, =alol 4l = Aib(2- ammmsobutync acid)e]™;
xmf Bl 41 FE= o2 Ao 31

255 BFLF o] ko] 1] o] ofn it = W o] dojut Bl o] 4ol 9
o op s atol
ohek, ARk} 19] ofu] Ak M D Foll A AT 13 A e A D2 A9
gk},
Aol A, 7] GLP-2 % A43= 3F7] dub2] 28 A ¥]5= oo
A Ae Eahehiz, obsty 24
(k2] 2]
X, X,DGSFSDEMNTILDNLAARDFINWLIQTX3ITDX,, (4] & & 9)
o714,

X 8| 2B |, o vt oA €l e 2~ 8] 2~ ¥ |, H] 2ol 1| 18] A |, -3
TEA o2 X 23] 2 A gl 28| A, N-U W e s AE Y, = BT
EﬂﬂﬂqiiiﬂimﬂAdAaﬂ1

X, = gy o] 4l, = A1b(2-am1n01sobutyr1c acid)e]™;

Xz E‘rolﬁ _EJE'E ofZ A o]aL;
Xyii= EATAL, hol A, ob2 A, ZTh, 5] 2T ), 6.0kA] = o)
2, A 2 E el o] a1,

ARk} 29] opu] A4k A A Foll A AW T 13 FLTF AL A 9

e
Rl

A2l oA, 4371 GLP-2 %A=

(1) X, o] o|r| oA e el 28] 2B d o] a1, X, 7} S efol Al o] AL, X,,0] 2
o] Aol a1, Xy, 7} Al Z=E| QT o] 7 1,

(2) X;°] o]t} ol A g vl 3] A | do]ar, X, 7} Felol Aol AL, X,,0] 2F
o] xlo]aL, Xy, 7} ol Alo] 7 n,
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(3) X;ol el thzotAd vl 28] 2B d o] a1, X,7F S ehe] Al o] AL, X;0] of
ZAdoel AL, X, 7} ghol il o] 7,

@) X;0] ojv|thzobAl vl 28] 2B W o] AL, X, 7F S efo] 2l o] AL, X;00] 2f
ol xle]ar, Xy, 7} 6-oF A kgtol Al o] 7L,

(5) X0l oln|th ol " v 23] 2Bl d o] a1, X, 7} S etol 4l o] a1, X;,0] of
2Ade]ar, Xy, 7k Al 2= H ol A,

(6) X;°l ol thzobAld v 28] 2B d o] a1, X,7F Aibo] AL, X;500] gho] Al
o] aL, Xy 7k Al Z=E 1ol A H, =

(7) X0l 3] Eld o] aL, X,7}F Aibol aL, X500 2ol Al o] L, Xa,7F Al 2= E €l
1, ofstA A=

[7d -3} 4] A1l 2ol A, 7] GLP-2 F 5= A EH T 2 | A] 8 o] Fof A
O ZRE AElH ofu| A M A& E g, oF g4 A E.
747 5] A1ael] gloj A, A7 GLP-2 FE4+= o] o] C-deto] M3 ¥ #] gk}
oln| =gty ofstA A E.
797 6] A1ghel] Sloj A, A7 2AAEL FAAH A A AEE 7 2% 4ol
A

Z7h R O ol F7kF stk ol 42 bl sk, ey 2B,

[7d7-& 7] Alrgrel oA, 7] GLP-2 fr 54 = ol o] A ] ¥br]1 & S7HA A
T A= AA AT Bl A3, A&5E AgA ] el okt =4
=.

[ 73 8] A7) QoA 7] AjHAl = 8hr] 3FehA] 12 A H =, oFeh A 24
=
[(=heH4 1]

X-L,-F

o 7] A,

X3= GLP-2 -5 A o] a1;

L2, e dl ] & vhE b9 & sk g A ol

ai=, 0 = Apd ol thrkav} 2 o] - ], Zh7ho] L& A & 5§ %] o]
al;

Fiz, A9 =2 83 Fc 9 9o,

A7) s T HATY.

%473 9] Alggrel ol A, 7] GLP-2 fr A= A D H S 2 =] 82 o] Fo %l
O 2HE AelH opn et D& e, ofshA 2 E

[
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