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1.5 R RO E R OBR% Of% &

TTa VTR

&= —
s A %35
AUC RIEFRE T o I &S F TOPEEE-  Area under the concentration-time curve
RS gl i from time 0 to the time of last measurable

plasma concentration

AUC.ins MR £ CoOEE - AR T mfE Area under the concentration-time curve
extrapolated to infinity

CL/F BnsiTors 7oA Apparent clearance

Cinax e Maximum concentration

CYP >~ a A P450 Cytochrome P450

DPP-4 VRFPFIONRTFH—F Dipeptidyl peptidase-4

EC K22 B 2 European Commission

EN Y e Enteral nutrition

FDA KIE A ESK S Food and Drug Administration

GLP-2 TIWNT T FERT T K2 Glucagon-like peptide-2

GLP-2R TV D UFERTF K2 /IR Glucagon-like peptide-2 receptor

NOEL I No observed effect level

PK S E e Pharmacokinetic

PS PEFRIRY AR — b Parenteral support

QOL HEiEDE Quality of Life

SBS SO G Short bowel syndrome

ti2 EE R Elimination half-life

Tnax B 15 1 B B IR T Time to reach maximum concentration
(Conar)

TPN HER RS R Total parenteral nutrition
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1 BEXIEHEROREE

FF2INF R (BEFHRZ) CIF, 77 22740F F) 13, KBRME M2 A h 3T
F K2 (GLP-2) OFHBIAFHMBEAT T r s Thd, 77 27V F L33 HEOT I /b7
HT7F RT, GLP-2 L [FAERDBEF 25T L TERT %, KB GLP-2 & OFHIEIL, N K 2 Ao
TV RV ACEREN TS RDOH THS, 0T I/ MERICEY . YRTF U
TF =t (DPP-4) IZL DMK L TR D RS Z LR TE /o, PR 2R &
5 ENAREL o,
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2 WEIREIEE (SBS) ORERVARE

2.1 SBS OFRERVEZRE

SBS I& A # ARG M O SATEIC R A kT2 U, Az g CHERFETHD
(Nightingale et al, 2006), SBS I[ZIZARFMIC Lo b D &, ERMERBIZL2bD1RH S
(O'Keefe et al, 2006), SBS IFEH A TH /37 = F— Koy, BRE, MERBLEDONT

VAEMEFFCTERUVRIEETH Y (O'Keefe et al, 2006) , HEERE K UL & MERFT 5 7210288 X
1K DFARNRS [FREARY AR — & (parenteral support, PS) & EF] ZH4E L7 % (Pironi et
al, 2016) ,

—HRIZ, SBS AT E . T, Bk, BRERE. RBEIZOWNAR, HiEs, G
PET & R—= A0 BAE, BREAE, TEIERE, IMBAIE ORFHEIER &S S EheHELR
ZLRTKL Fe BERER, Ky, BRE OB OWINNEAT 572D, REAHER T
72 VME[E 2358y (Dudrick et al, 1991, Nightingale, 1999, Rombeau and Rolandelli, 1987,

Shanbhogue and Molenaar, 1994, Vanderhoof and Langnas, 1997, Wilmore et al, 1997, Nightingale et
al, 2006, O'Keefe et al, 2006), [ A &bz U<, /NEIXBE R EEEFEED Y X7 BEn, £
TRy E v ) —DRBBERPEEICH LTI E <, RBREDSHE & BEIER L LT LT
[

PS (T &R 5 —FH T, PSHATHIMI AR < 22 2122 CHULERIR T 7 — 7 /L B oD MLt |
AT =T NVEEDOEGHHE (BHESUTMARE) | RIS R ERG, FTHERERR S 72 & O EE R A0
JEZED U A7 AR T D (Gosselin and Duggan, 2014, Dreesen et al, 2013, Duggan and Jaksic,
2017, Bines,2009), &bIZ, #EHOBRMELER TS Lo BE L, BETSLEELL D
LN EVY (Gosselin and Duggan, 2014, Dreesen et al, 2013, Duggan and Jaksic, 2017, Goulet et
al, 2005) .

F7o, B0 PS RHNRRMOEFH Y A Z7ITZ T, ZLbD U R 7 D12 D ABED 2 H
PE HULEIR D 7 — T VD T2 D DB FIHT OERI LB, RO PS fiATHMEMECH D Z &
R OBENG, BF LR VTR, thai), ROWRHENICADOREL 2 EEOE
(QOL) % KHEIZ/K F &+ % (Winkler and Smith, 2014, Huisman-de Waal et al, 2007)

JRAIZIIT 5 SBS DEDFEERK OHRFRIIAATH Y | ITEOTRE TREDOHE AN EDOH
I 100 7 AH 3~4 A (DiBaise et al, 2004) . B TIX 100 5 AH 5~20 ATHDH EHRE SN
T\ % (Sundaram et al, 2002, Pironi etal, 2016), #/EL > SBS FEIEFRITHA 10 TAHTZ Y 245
NEHEE ST (Wales et al, 2004) . /N2 SBS [BE D 83%IISNFEMNTRIET D LHES N TN D
(Spencer et al, 2005), —J5, PS Z# 8 L3 % SBS OEWNEEEIT., v E TORFERIE» DK
RTH 1000 ARGl THD EHEE S D,

2.2 SBS MOIR{TDAE

EIN T A K OVINE SBS HE OB NESS 2 (e 25 /& GR S Ui MRk 13 7e o,
SBS HBF OBEOIEE B EITRBHE (EN) ORE b, BEIES 7 2t 20K K b, PS {#KfF
FED R/ IMb, FREBIZEEE T 2 ER OB, PS BRI AECR O, IHE CHhHIVIHRMEIITIE

5
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5D B AE~DOBIT TH S (Gosselin and Duggan, 2014, Carroll et al, 2016, Avitzur and
Courtney-Martin, 2016) ,

ZAVE T SBS OIRIFITE L U CTRFRE, ROK kG, (LIE3E, BHEEOWIMGIZESEIC LS
FRAT/NIBRERE D RO LI AN E N TE o, IBEINRIGEN A b5 E TiE, PSICK BB A3
Ma L, #&0O/RBREICBATIE D, BENUSIZ X 2B TR AL A2 BIF T E WG
Fir CNBBR ST NGIER) N —RETH 2 (T8 etal, 2019),
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3 FXORERE

TT 2 7T ROBAFIL, 1990 41812 Allelix Biopharmaceuticals Inc. (77 4) (LLF, Allelix
1) 1T X W BIfA EH7=, 2003 452 NPS Pharmaceuticals Inc. CK[E) (LR, NPS #1) 2% Allelix £
ZEIL L, 2007 4212 NPS #HiZAbk 2 Br < B % - 544 Nycomed International Management
GmbH (AA A) (BLF, Nycomed ft) (ZFEHE L7=, 2011 FICsHIEM TEKSHE (LI, #
FH8) M Nycomed fE4 BEUL L, 2013 42 NPS #LIZHFEE b a2t CoMERIBHFE - IickE%x
B L=, E0D#%., 2015 4E1Z Shireple (7 A /L7 > K) (LLF, Shire #5) 73 NPS #E:Z BT L,
2019 42 HIGEE A Shire #1:% BN L 7=,

Z DM, 2012 FEIZRIN L OSKENZ W T, SBS BE DR Z#IGE LI2T T 2 7 /vF KD
RERS LTz (R5e4 1. T F 1 Revestive L T8 Gattex) , & D, 2016 FEIZEIN, 2019 4Ei
KENZIBWTENE VNI T D802 IS Lo, BIfEIE 40 » EHEL ETERB TS [
R L E) olsEETe] (2021 422 HBUE),

B AHDORFIZHIZ->TiE, 5 190 ER LEOLEVED @O ARKGREE « ISR =
il TOMRICESE, BAETEHENOHBEFZZ T WD (EEERS 1-(1)-11),) BARE
#H1% NPS Pharma Japan RS EIT 3 L TIT 4L, 2016 FRIZT v A 7 — « ¢ N UBRRASFEIZS]
THERNT- . 2020 FEICHIFEE ICAME S L7z, £72. 2014 A2 HIEEH % NPS Pharma Japan #£2K
Sth, TE SNSRI R A FGIEGERE & L T/ DR A ESR S OFRE & 51T, 2020 41
AT — s D NSRS AR T, REEFIORM S REES - 263K) ¥ 356 5. B
2428 A 17 BATSEATERIE 0817 55 5 75 JRAETI BB EFE - IR AR R i A PR R 08
.

3.1 &8

T T 2 VT RIFHE KL OMUH OB K OB 51T, ERE, PR bR E e O e
BROPBARIIED EFRE LTc, BHEIRHR ORISR OSBRTEIL, AR NESAK (BEA
D) ROVHARIER S FERAOBRBEERBIEICESEHRE L, 7B, &E LRBR LIS
WTIE, OEANY T —va v aFEm L, B LB R OB GIENRZ Y ThD Z L 2R L
Too Fio, RBUFETIFHICTHE L2WGEIE AR ORI, RAH I & O—aRBRIE 1 =L
L7z,

RUF O 2 E BRI TR IR AR, AR IR K O e M A Sl L7z, R
T =8 RO T — Z DRI R R OB 2T L A EIRE RN o2 T LD Wi kT
25°C LA FMRAFCOA M % 4 M & Lz,

3.2 JEERPREER

WELETOT I BRSO E AR & O GLP-2 Z 5K (GLP-2R) DOFEELO(RFHIZ LS X
TT 2 NVF RiZ ofmfE (v A, v b, Z7xby b, A X, S=TX KOV I) Tin
vivo iEMWE IR Uiz, 7T 27 0vF ROIEE HpyBhRe K O\EE 7' 0 7 7 A Vi3 2 30 L 7= 4
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R CTHELUL CWe, 77 27 0F ROKIGEDZEX, GLP2R IZEB T HIEHDZEL WS KD
H, L LAAEHP R ERICLD EEZ NS,

321 EKEHER

TT 2 VF Rk b GLP-2 OFHIBEE I 7T e 7 Tho | 10T I /BN ER I
TW5HZ L TDPPA L A0t EZ R L, X0 e L2 EWiIGEE R~T, 77 27 0F R
FEA 7 % GLP-2R 1%, B N O 8 D MR J O &1 -C it b TSk o iRz o B g Bl
Do YUATDTT 27 NVF FICKDHEREBEEMNITY 7 EA4 FEMAERISHFRZ R L7, (EH
BT, EAER GBI L7ed, @A E IR S MM ORI L 2 3EBVEH OB 8137
STz, iz, WL ODORBRTT 7 2 7 vF REERIEIC L0 BEREERIZ=
2— /L LYLIZR D Z &R ST,

TT a7 NF R, ERFEBEN Th 5 M BRI RIBE KRBT R, Kl Y 7 HERE
O EEIZ X 0 HubiiiRse s (TPN) 1C K D I5ZEME 2 s L, /IMBYIBRE OFRAFIRE O
MR dEZ b2 bT, £, 77 2 7V F RIZZE OO BT T /L CTOMHRE &K O
IR L TR AR LTz,

3.22 EYERERAER

TT 2 NTF RORKREGRKIIE FTEREEZTELTWDS Z b, 1A EOIERHKRFRRIX
BTEREGTER LTz, 77 2 7 VF FETRGHOETHI AL FT AT 8T 1 3@tz
WMLTTS%BTHY, BBEEIIBBORBEEZ R L, MEE, BEROREAZIZA LIRS
Too BEPEERMNOITZ U RITEFRIL > THATHEBEZLNTWS, ¥ 7 1A P450
(CYP) #/ L7-RBHIE Z 570\, 7T 270 F REOB#E T Z 7 2 v MIRERIE A A/ L
THEKRT D EBZ L, HREEH (tp) 13036~3.1 K THH- 7=,

323 EHHHE

~YUATO6 H AMET, Y TI12 » Al E COEERNERGEERBRICBW T, kDL
IRRFRE T N E TR BIR S LT,

o TT a2 NVF FOFEIEHICEE LZEE (Thb5, MR UK O EEHE R ORI

’Egi_ﬁ‘§>"ibﬁ>0)ﬂwun BT 2 B F R R IR T A M OV S EAER)

o FFERNEER I 2 BE D KPR S B L 7

&ﬁ%ﬂf@wm

T T 2 7 VT ROBIEENMEIIFERER 72 in vitro KON in vivo BAREMERERICB W CEETH -
76

~ U AVPAVFPERRTIX, 77 270 F FEEIZEL Y | 1 mgkg/day UL THHEED B
L, 1 &OV12.5 mgkg/day RHAELROEME) HORE TR FIICAE THo7o, AFTH
377 2 7 VF ROFEKEEMEIZBE L7z ZIRIEZE R O/ AT 2 OFFIZ I T 5 /ETiig eI
KT OHKIETHD EEZOND, £T2. 12.5 mg/kg/day BEORE T EIZ BE U 7= 22 RRIE 23 B0
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Lz RFTRIZOWT S, 77 2 Z/0F ROSEBEVEICBEE L 72 “IRAGEE CTh 5 alREMED R
STz, MR AR 3.5 mg/kg/day &HIET L7,

7w b 2RISR CIX. 77 = 7V F K 35 mg/kg/day BEOIE TR e OVZERG0 RIS
PR B ORI AR, MEEE (NOEL) X3 mgkg/day & HWr L=, Wi HEIZBW
T%\&ﬁﬂ%ﬁbt%ﬁﬁf 1RO LT, MO—AY7 BRI ARG ORBBEILT 7 27
VT REGIZE > THEM L2 b o7,

TT 2 NVF NiE, 7 v SOARRE, PR SUIRE /3T A — 2B E RIEST, T
FEQRT Y FIZBOCTH O UIREFEZS SR ST, 7 v hOHAERLOHAER D%
B E RIZ S e oie, Licdo T, FEMRT — 2 &> Mo, MEREAGRE X OR RICxt3 5
LM EORBEITRD b hroT-, TF 2 7 0F FOBEEEEIIE . BIEREIIRENT
bbb, £, BHLT v FTOLHFHWMRLEI T,

WA =7 2 TO 13 HEBEGRER 2 %0 L 72, GLP-2 XU GLP-2R OFEEL, HER, S
K ORI TERIR D Z ENMBNTNDD, i X =7 F 2 OTCRBREE RIZ, i~ A,
7w MR VORER LG LT, Biic e UTFA OFIEITR O bivieroTlc, ZTOZ LD,
INREBEM DT T 2 ZVF REEIZ, FFAEDO U A7 TR0 Z ERRB I,

TTaNF RiE, vU R EHRE) . 7y MEOUFFICEBWTHUREZ RS T, v 7 A
(BRHIETR) CIBED D R L TIEAF TIXR OB EICIZIWIUERRIS D HivTz,
YU AROY MTEBNTIT 7 2 7T REUEDFIUSE S 15 TOFPEME DK TR b7z
molz, 6T, 2RBREZEL T, fiROFEICL > CEFBRBEENMD T ) —EH L=
BT UALRBD LN oT, LIz oT, S TAKROYILVTHT T 2 7 VF RPUERREEL LT
LOD, ZNOOYFENRT T 2 VLT ROIEEREMERRICAREY) Th 5 L I1EAle S,

FERERRBAE RIS &, 7T 270 F Rl RLZemesa L D Z ERnRahiz,

TT 2 ZNF RITERBR LcBREICB W CRBEOIER 2R L, 77 2 V7 VT ROZEMENR+4)
\ZHEST STz,

3.3 BRREAER

3.3.1 BB ITHERRBAFETE

AR OVNRIZET 577 2 7 VF RORRIKRESE 7 v 7 F 5 CIEgsh € 22 ORRKRRERD FEt
éﬂ\vib)ﬁﬁlﬁﬁw%m¢f%éo

53 FRBIIRAR OV SBS BE XIS L LTT T 2/ VT REES LIZROREER D
BRE (RWOFTN KON ROFHiME) & dHli T 238 CTh > 7z, Mo 3 B O 4 3%
1.5-112RT,

*PSENNRN—RAT A UG 20%LL FiEAT S Z &

9
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F15-1 BHE IHAROHEE

HEBRES HERDIRRE

A | CL0600-020 | PS # B L35 SBS BEZXMGE LT T 2 7 VT ROFHELONLEMLZRTFT 5
24 W, HERb, ZEHEEMR, 77 BARXR, WATHRR

CL0600-021 PS #MBE L4 25 SBS BEEXMNGLTEHT T 27 VF FOEHIEEHRABR (CLO600-
020 3B O R ke i 535k)

CL0600-004 | PS ZME L35 SBSHEEZXMNRE LT T 27 VT ROFMMER OEEEE BT 5
B

CL0600-005 TR I Hi 51 CL0600-004 258 7 L7= PS Z B L 45 SBS RE AR L LTT
T a2 VT ROREME R OE M E R 2538k (CL0600-004 35k O K Wik 5-

TED-C11-001 | CL0600-021 7% 52T L PSIZIKIF L T\ 5 SBS RE 2R & T57 T 2/ VF K
D 1 EfE., FEHRABR (CL0600-021 35k D F ki1 5 5k

/MR | TED-C13-003 | PS # M LT 5 1D 17T HRO/NESBS BEZXMNGLE LT T 27 VF RO 1238
ME., FEEMHm. RKYEmne, 2tk OSRNZE R 235

SHP633-303 | TED-C13-003 Bk %4 52 T L 72/NE SBS # & 2 1R ICT T = /' Vv F RORMNZ £
PR OF M2 RETT 2% M & K ORI X, IEEMRRER (TED-C13-003 75k O = 1k
o 5-5BR)

TED-C14-006 | 17 £ T PS Z 4B L 4% SBS 2B T A/ NEWBRE 2RI T T2V LF R 2
HEZREFT 5 24 WH, ZHEMR, e, A2k, KOS 73R

SHP633-304 | TED-C14-006 3Bk Z 52T L 7= SBS /NEWERE 2 KBRIZT T o 7 VF ORI 2t
KOFMWEZFHET 2aim &, EEHRRER (TED-C14-006 55k O R ke 5 5-30058)

SHP633-301 | PSZMELT5HE 4 » A0S 12 » HOILRE SBSBEEZXNG L L, 7T =271
T R 24 BEE G OREME, BONELOEDERE KRG 2 TEAL, IEERABR

FREE 3 FHERER A S AR\ T, SBS BT B AR DA ME R O M R S
NI Z e AANT 40 5 [ELL LT SBS Z e & L CKRBESG L T\, ERERAIZULT
DLEBYTHD : A SBS BH (20124 8 A 30 HEKMEZEERS (EC), 20124 12 A 21 HAKER
dEHG R [FDAD) . 1Bl Lo/ SBS /4 (2016 4F 6 A 29 H EC, 201945 H 16 H
FDA),

3.3.2 [ERIZHITHEEKREEHEE

EINIZ I T B BB R FHHE OV I 5 TIOR8 21 £ 2. il ARBR CIX TED-C14-
004 3R, SHP633-306 sl Jx U Dffkic 558k T & 5 SHP633-307 s, /NAEABR Tl
SHP633-302 3k & N2 Dffffe &% 5780k Cd 5 SHP633-305 7k 2 520 L 7=,

PLTICEHMEE R L CHWZENRER O B E Iz S W CREHEd 5,

(1) ERNBASE 31858 (SHP633-306 FHER)

PS ML T2 HARAMRA SBS B & &5 & LT, &K1 0.05mgkg 2 1 B 1[5, 24 HFELT
g LIz oz, Aok, KOSEwiRe (PK) A3l L7z, ARBRIT, ST = PS &il
LI, WZH D PS ZEALHIE K O 24 T OB 52 5 72 5 I EM S s LR Th - 72,

10
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BEINEIZOWT, HRE BT — XIS M PS & (CEHMELSD) 1L, N—RA T A i

1494678 LA TH V. R TR E TOL{LEIZ2.9:346 LI TH Y . EOE(L=I
—22.2424.95% T~ 7=, MM PS BB —A T A )35 Week 20 }2 Y Week 24 O [l 2351 T
20%Lh I LTo BB 2 L AR U A — L EFR LT, VAR Z—iF, ITT H£H Tl 4/7
(57.1%) ToH Y, PPEMTIT4/6 B (66.7%) Th -7, #ERE HFET — X 1ZH- < HR PS fi
TR CEMELSD) 1Z_X—ATA VEFT7.020 A /B TH Y, #EHEKTHATOLL AT
—04+1.13 B/ TH Y, ZBLZHRIT-6.1£16.20% T > 7=, AEBRBIE I PS 2> 5 D52 2L %
AR LTZ R 1B Do o, gy bl REE (CEfEESD) 13— AT A I
D 18.4+10.01 pmol/L 7> & £ 5-#& T HEE TIT 12.0+11.73 pmol/L 8N L, = DAL= 1X
88.9+114.54% T > 7=, ARBRIZEB T, HBARMICERDH D PS BEOWABFEH HIL, HARAN
B SBS B TH G AVICIRIE DR K OMMAEF > M v U REOHINE, ZivE TITHsCcFE
i SN E AR R EAT DA SBS BBE AR L LI COMBR LR CTH -T2,

PK ([ZOWT, HIEATRETH - - B i £ TO R -FEE AR FEA (AUCo) M OMEE[R A
FCORE-FR A T A (AUCoinp) CEHIfEESD) 13Z 71271 240480.65 ngehr/mL J Y
252485.37 ngehr/mL Th o7z, HERE (Cnad) CEHEASD) 13 49.5+16.43 ng/mL., fx @i
BERFRE] (Tma) CEHIMEESD) 13 3.59+1.644 FEE Tdh > 72, tip CEAMEESD) 1% 1.1+0.21 BF{E T
ol Rndor7 V772 (CLF) CEEE+SD) 1% 10936441882 mL/hr TdH 0 | KEH D
PIECHIIET 5 & 229+101.4 mL/hr/kg Th o 70, ZAVE TITHESNCIHSE S 72N SBS B3 % %f
G L LI TORE LR TH o To, MERGIZL 2&EMIIA LN o T,

BEMEZOWT, FEFZIIWERE 761 (100%) (23415, RBRELBEEL Y L INT-AEE
ZUT 4B (57.1%) 1T 6 HEFEBL Lz, IR L BEH U & SN AEFEFL THEWIRD b
FRIT, M 2 B [28.6%]) Thotz, HERHIMFIECHNITRD bienote, HERA
FHRERIIIH (42.9%) IZSHREBL, WINLLIRBREL OER L L Shiz, BEERAEFS
DEIRIINT B EE TR Th o7, AFFROTOKRG 2 IR LR 1 4
(143%) Tohol=, HAAKASBS BEICBWC, 7T 27 0F FOAFMEIIML CRAFT
boTe, R CTRI LA EFEFZORMER OB, EHEERE KNI E T ¢ FEi
SHLTZRAN SBS BE A G L LI R CofER L BBk Th o7,

(2) EBNBASE 3 kI 5HER (SHP633-307 &ER)

SHP633-306 &5k 1% TED-C14-004 55k T 24 WM O£ G244 T L7- B AN SBS BE Zxi5 &
LT, REIDOEMREER OHIMEZFHE Lz (LT, ARRBROBIER R TR o £ 5141
EEOTRERTH D), ARBUTMERT TH Y, 202042 A4 HOT—% B v A7 |(2HS
HERAETT,

BENEIZDOWT, #EBRE A EET — ZIZE-S <JEM PS & (CEEJfE+SD) 1%, SHP633-306 7R 7)>
BT LIZBRE Tld, N—RATA VB 1308553 LAATHY . XR—=2 T4 b DB (&
BR) OFE¥IfEIL, 85 6 » A T-53£2.58 L/ (—41.6£8.67%) . #4% 5 12 » A T-7.3+6.47 L/
W (=51.6428.51%) . 7 —% W v NA T HRAEKBERF T-7.646.95 L/#H (-53.0430.89%) T >

11
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72o TED-C14-004 3R H AT LIRE Tld, N—RA T A U 1574870 LI TH Y | ~N— A
TAVInbOEbE (=) OWLEIL, Bi5 42 » A T-83+5.56 L/ (-53.8+£33.08%) .
5 48 » H T-8.7+4.46 L/l (—57.9+30.09%) . #4554 5 H CT-8.9+4.31 L/

(=59.4+29.29%) . 7 —# 71 v N A 7 HiEcHEKBERF C-8.944.31 L/IH (-59.4+29.29%) T ->7=,
JE PS EINRN—RT A NG 20%LL ERAD T 5 2 L 2R EER LT, Bar LIclbig
I%. SHP633-306 iR 4T L7z 4/4 6 (100.0%) % O TED-C14-004 i&kBR7 5817 L7z 7/7 451
(100.0%) T -7, WB#E HsET — 2 123 < B PS MifT H 2 CFHELSD) 1%,
SHP633-306 i&RBR )N H AT LIZWBRE Tldk, R—A T A UH7.020 HAATH Y . _R—A T A
SO E (ZbF) OFHMEIL, w5 6 » A T-0.8+1.50 H/E (-10.7421.43%) . #a#& 5
12 % H T-1.4+1.38 A/ (-19.6£19.67%). 7 —% 1 N4 7RG KBERFT-1.9£2.25 H/#
(—26.8432.14%) Td >7z, TED-C14-004 iKERD> 5 AT L 79 Tldk, X— AT A “ IR 7.0£0
AAETHY, X=ZXF7 1 nbOEbE (B OFHEIL. Bis 42 » H T-22+43.29 A/
T (—31.6£46.99%) . #4548 » A T-2.1+3.34 H/AR (-30.6+47.69%) . #3554 5 AT
—2.24329 H/ (-31.6246.99%) . 7 —# 5 b A 7 Hifcié K BEREC-2.243.29 H/H
(—31.6+46.99%) Th ~oT=, T—% 7 v bATREE TIZPS 2D OFERHENL % K L 7= 5
1%, SHP633-306 iklik ) LT LI HRE TldA b7 nr - 723, TED-C14-004 3R 54T L
TR 2 ) (28.6%) |IAGRBRERERIG ST PS D DOEAEEN AR L TV, T—F T v b
7 W E CHEDUIRRE Z MERE L Tz, Ry v Y R CF¥E+SD) X, SHP633-306
R DBAT LT RE Tld, N—RA T 4 U FF 19.5£11.80 umol/L TH Y, RX—RA T4 U NHD
AR (BAbR) OFEMEIL, B85 12 5 H T+13.0£5.57 pmol/L  (+79.1+33.49%) . T —4 71
N A 7 B R SRBE I T+13.04£5.57 pmol/L - (+79.1+33.49%) T 7=, TED-C14-004 :XBx 7> 54T
L7 Cld, R_R—RA 7 A W 18.848.09 umol/L TH Y, N—2 T A )b O E (L
) OFHEIE, BIG 42 » H TH34.3+13.36 pmol/L  (+204.0+55.32%) . #a4% 548 » A T
+50.7+13.58 pmol/L  (+315.2+124.02%) . #&#¢5- 54 » A T+30.3£6.79 umol/L  (+191.2+83.12%) .
F =BTy N AT AR T+19.2£18.85 pmol/L  (+103.6£88.70%) T&H 7=,

PK (22T, TED-C14-004 3R/ AT L 72 12V T, ARBRO PK 71 7 7 A U
TED-C14-004 THE SN T 07 7 AV EFEBP L TW e Z &0, 7 UHEBRE RIS )T L TiRpID
fPEdh v &b (TED-C14-004 3R CEH) KOS 72fFE M % >~ b (SHP633-307 3k T H)
OWTHZERANTES L TH PKIFFEETHD Z L RRIB I T,

SHP633-306 &) HRAT LI BRE 2BV C, BRI 0T 7 = 7 v F RIREN RS
oo RKEHRGZOBEGHNREIL, R TER MM CThHo7Z &nb, SBSEE~T T 27 LT
RERERG L THERE LN LR E T,

LRMEIZOWT, FEFGIIERE 11 614 9 ] (81.8%) 1T 64 fFFBLL ., 1BREE L BB Y
& SNTAFFLIL TED-C14-004 RN HBAT LT 1 (9.1%) (CHEBL L N 1 T
bote, Ty NATREE TR THNIRBD DN oTz, ERELFERESRILT A
(63.6%) (2 15 EFBLL, WITNHIREREK L Bde L & Sz, AFFGIC L 2 &5 IEF]E A
LR o T, RREBRCTRI LA EFGORMER OB L, A SBS A xR L Lk
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1.5 R RO E R OBR% Of% &
FF 2 JILF R

DOFRER CHE SN R B R OBEMOBIER L BBtehRFERECThH 7=, Bri-/eZ et EoE
WIRFE SN2 o T,

(3) EIW/NREE 3 185ER (SHP633-302 FXER)

PS # M E LT HEIEAN4 » A0 D 15O AN SBS /NEBHEZ RIS & LT, AHl
0.05mg/kg Z 1 H 1[0], 24 B TG L& & etk Aok, KOPK Ml L7z, A
BRix, B2 B OA 7V —= 7R RO 24 B OB 5-HIR 6 720 5 IS W2 i sk 3 [R5k
ThoT-,

AFBRIC IR 10 61 [/NE 8 1 (1~153%) KO 2 6 (EIEA s 4~12 » H oK) ] %
FA AT, 1RBRFEHE T E Amendment 3 T/A TOVT X 74 —DE AN & GTe, BBREEEGIC
A S DMLY v FOVEE S, E7IRBREM G EE Amendment 3 TlE, WELREE O

—=y 7 7avA, FNRBREEG OB GEEZEH L, ZRHOBIZE Y, 1EBRFEMGT
B #E Amendment 3 PARSEIZ B Gk S 72/ NRBEBRE (2O W T BIERNT 2 52056 L 7=, 1R5R 0 5118
Amendment 3 IBEICEER ST, 7T 2 7 NVTF FEGEZTT/NREEBRE X6 I Th -7, 6l
B2 28 WRIDORER 252 T L7, FLIEHEERE 2 i3V 3740 ©IRER 526 51 i3 Amendment 3 DLR(C
BikSh, 7T 27 NF REEEZITT-,

BRPECOWT, TRBREN A H 2 Amendment 3 LARE I Z 8 G% S - R E IC B I DR RICON
THET D, NEHERE O PS & (FHHEESD) 1%, ~X—R T A U 52.9426.97 mL/kg/H TH
0., BT FE TOE(LEIT-14.5£8.03 mL/kg/H TH Y . & DZALHRIT-35.7£33.18% T >
7o FLIRHEBRE TlE, N—R T A 9974556 mL/kg/H TH 0 . HEHHK T £ TOLE(LRIT
—26.2+13.61 mL/kg/H TV . FDE(LHRIT-26.7£15.14% ThH 7=, /NEYHREDOPS hn ) —
CEHMEESD) 1%, _X—A T A L 29.3+9.78 keal/kg/ H TH V| HEKTHEETHOPS hn Y —
DI EIT-9.748.68 kealkg/ H TH W . £ DZALH1T-35.2433.69% T > 7=, FLIEHHRE TIX
N—2 T A IF 53.446.68 keal/kg/H Th V) | G54 THREE TOEAbREIF-13.843.17 keal/kg/H, %

WM$iﬁ5HQB%T%otomEW%%’%wT B 5T R IR i IE L 72 PS &8
20%LL FI UT- 9B 13 4 ] (66.7%) TH 0, FLILHERE CIX. FHHIRHIC 1 F1A3 PS &D
20%Lh FIE A R Lz, PIBESERIC L W SBS &R STz 11 0 BAEGRERE 1 FI8
Week 12 (2500 B M2 85 L, SRBIFP, £ o BEMIIIREN T2, £ OMOBEERE TR
O BEBMEZER L F XA Lol TT a2 T REFIZLY, RIBO AR #SG L
AT OWEERE OB M PS fifT H N 7 BHARMNS 0 HAR~E K& Wb Lz, MosERE O PS fii
ITHEITRBRYIMZ B L CTHMATH 7=, MEF T ML U R /NEYERRE Tk 47% Lk
F- U7z, FLIRHESRE CIRmEh s v U SRR A HIE Lo T2,

LM HOWT, éw%ﬁzowT@F%%%%Té AEFEGII/NE R — R TIE8 Al
(100%) 1T 93 {4, FLIEHERE CIX 2 BINC 19 B Lo, 1EBREELBEDH Y & ST AFEFER
i¢m2T~FT16W(ﬁGm 220 RO B, IR L BB D L ST A EFL THEE
BNZFRDO HIVTZFRIT, FESECATEE 3 6] (37.5%) 9 R OWEN 2 1 (25.0%) 2 CTh - 7=,
BRI TP IR T BIIERD Bz o T2,
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1.5 R RO E R OBR% Of% &
FF 2 JILF R

INRaR— T, BEERAEFZUL6H] (75.0%) 1215 580 B, EEOMBRE IZRH L

TEESRAEFRRIL, EREIRBIEHUERYE 3 f] (37.5%) 4 4. EFREERREE ALY 2 4
(25.0%) 31EROMGR 2 61 (25.0%) 2 1ETh 7o, EREIRBIHEOAEELG I T, PS I
LI=HDE R 7 —T VOAIHETH V. 7T = 7 VT ROFREL OB 526 A U RIS
B L= b O TlERnoTz, IR EBED Y L S EERAEEFLT. W 1 FllcRE L
TR ORTHoT-, HEERAEFRIINTNLEIE L,

FLIRHEBRE 2 BT VT b HERAEEFLERB L), WAL RICHE L HERAEFELIT
HEDHTHY, WG HFEE L Sz, £ 725 o R BhER G NS E o E5GE
G R O EXGEDORIENEILEI 1 FUREBL L7, 1R EBEEL ) & S EHERAEERIT
minolc, BERAEFLZIIVTNLEIE L,

BEFEZOIZDRGZ I LToRE NS 1 HloHTHY | 1B L OER L & S
iz, BARMNNE SBS BEIZBWT, 77 27V F ROBEMEITM L TRIFTH 7=, Al
TR LA EERORE R ORBBEE L, KRR L NI E CloEi S iz/hE SBS B#
xtg b LIoBR CoRER E BB hFETH -7,

(4) BR/NRE 3 Mkt 558 (SHP633-305 5XER)

SHP633-302 &R C 24 WM OG- 2T LI AARN/NE SBS B 2 xt5 L LT, RAIDOEM
LN O N2 51 L7, ARRBRITEEERET CTH 0 . NREKOIIRHERE X220
202044 A 15 HEON20204E 7 H 14 HOT—X 1w b A7 BICES R EZ R,

AARN/ NIRRT 7 6] O ARNFLIREERE 2 Bl Bk S, T OHBREITamn =2 7R
B (SHP633-302 itBR) XIIARBR CT T o VNV F ROBEAZ T -, Wl ENT=TF 2 7 LF
RSN G SN TWD 2 & A RFET 572012, IBBRFEMFE# Amendment T, JABRIEDH
BROBGIHERT RSy N (XA TAT X T Z—DEN, B/EE~D N —=2 7T
B A K ORI G- OB AT 5 7o O O E Z 5 1) BWAET STz, Bk S/ NEgkig 7
Bl 5 H 1 HlIE. SHP633-302 FRBR~D % E%HS Amendment B Tdh > 7=, FLIEHERE 2 filix L I
Amendment DAREIZ B Gk S 3172, A M TIE Amendment PARRIZ B Gk S 7= 6 Bl OFE I E N A &
<o BERSNTHERE 9GO 55, NNEBERE 1 HHIAREUIZ SN L7 05885 D B HEMEDHERF &
NNTCWDHT7ed, KRR TIET —F Iy NATRRTT T 2 70T ROBGEZIT TV, 5
el 8 Il O NFRIZ NGRS 6 B R OFLIRHRE 2 FlTH Y . Zh b 8 BlOPERFE IIARR T
TT 2 NTF NG % 248U B2 T2, T—2 1y NATRERTTHIRFNIRRD Hivie o Tz
N, T—HHy A TEZICHLIE I FINEEOLEMERD Y 27 Dbz hik Lz, L
Mo T, ZOFIETARPEMITIIZ R S TV R,

BHNMEIZ OV T, Amendment DIFEIZ B SR SN2/ NEHEERE O PS BT, X— R T A IF
52.9426.97 mL/kg/H (CEEfEESD) THY | X=X T A B ARBRD Cycle 1 544 T I
(Week 24) £ TOZE(LE CEHMEESD) 13-19.6£12.24 mL/kg/H  (FFfl : —21.5mL/kg/H) T
B, R=ZATAUPEEYA 7 NVEEKTIREE TOELE CEHfEESD) i%, Cycle 1 TiX
—42.1£38.37% (n=5), Cycle 2 TIE—56.4+31.84% (n=4). Cycle 3 Ti¥-46.7% (n=1) Th-o7=,
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1.5 R RO E R OBR% Of% &
FF 2 JILF R

N—=2F A D Cycle | Week 28 £ TOEALER (FHE) 13-39.8% Th o722 Linb, L
TR D Week 28 £CTO 4 WM DOT T = 7 )VF N B CcoBEFHARM T, PS &z
FHERF S W2 e, AW aR— ho PS ElX, N—RA T A KF 99.7£5.56 mL/kg/
HThO, X—=R74 UL ARRERD Cycle | #5-4 THEE (Week 24) £ TOZb&E (CFHHE =L
SD) 13-31.9+16.24 mL/kg/H (FF9ME : —31.9 mL/kg/H) . ZfbFE (CFEMEESD) 13-32.5£18.10%
(P © =32.5%) ThHotz, ZHITNEar— 2R L FRRETH-T-,

Amendment PARRIZ B Gk S 72/ NEBEERE (n=5) 2B\ T, (RE CERE(L L7Z PS &R —X
T A U5 20%L0 Bl U= iBRE $RiE. Day 1 (RGRBRBRLARE) TIIHBRE H3ET — ¥ K OE
FiALT 7 — % & HIZ 2 1] (40.0%) T&H Y. Cycle | #& THCIL, #BRE HiET — & TIL 3 4
(60.0%) . [ERALS T —% TIL 4 6 (80.0%) ~& KPENHETIZ O THIM L=, D OHER
FIX4BEEOT T 2 7 VT NEER G TOBMGAERE TS PS EOjb & #ikr L, LI ak—
QB IZBWT, (KETEHEL L2 PS BENR—AT A 2D 20%LL EED U= #Bra ik
IX. Day 1 (CRBREBREHLAR) TIIHRHE ARET —Z T2 41 (100%) . [ERIL T —% T 1 4]
(50.0%) Th oz, EHHETRE THBRE AGET — % KOEMAS; 7 — 4% & $12 20%LL LD
DEMERF LT-HEREBUT L B CThH o T,

R IR — T, R 2 BISERAG O A A2 S L7z, 1 fllE Cycle 1 Week 4 IZ#885 D B
AEMEZ RS L, Cycle 2 Week 12 £ CHBMSHERF SN2, 785 1 B3 T30k (SHP633-302 7t
BR) T Week 12 (2R D BHMAZ S L, BRIGO BHEMEDSHERF SN TV DO ARRBRTIZT 7 =
TNTF RERGET, NTT B A2k L T\ D, FLIEa8R— b CIEgiReE 2 6l & 612 PS &D
R—=2 T A D5 20%LL EORDZFER LI 0D, BEGO BEMEIZES L TV,

LRMEIZONWT, BHEREFIZ OV TORREEZENT D, MEarR— T 76 (100%) 12101
HOFFEEGEDPHBL LT, 2526 (28.6%) ([ZHRBL LT 2 BRI L HEDH Y L Shiz, £
TOAFEFRRITREIHHEE ChH o, HELRAHFEFRIL6 M (85.7%) 12 18 HFFEL L7203,
WTIHIRRIE L B2 L & Sz, AFFRICL 2RO GH Ik, TH], KORHCHER
TAREFFEFZIIVTR LA DNR o7, I ak— b Tix 26 (100%) 12 12 FOFFEFS
WHBLLTZ, 2B AHREE CThoT-, AFFROKIMIREITEETHY , EEOFF
FRIT L (BMERER) Thote, IBBEKLB#ESL Y L SNTAFFSR, L., HIRICESTH
ERHRBROFHICEH T REFEFERFRIIA LN -T2, BANSBS /MNUBHIZBWT, 77 =
INTF REMEG ORI L CRIFCH o7z, AR TRI LA EFERORE L O
FEIX, WiBRE OISR R Z B TR Y . SHP633-302 ABR KON Z L E Tlo i Sz SBS /N
BEERE LERRTOME EMRFEKETH -T2,

ENA DB BIEIZ OV T, £ 1.5-2 1258”7,
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1.5 R THE R ofk ke K& OGRS Otk
Vaval- /% N

F15-2 FEORE

16

1995 2000 2005 2010 2015 2020
BRI H FE
H7 H12 H17 H22 H27 R2

U K O 198 4 B A ~20M 4+ 1A
JF € 20l 4= 17 ~20M “= B/
s peCE 20 4= B A ~20M = 1A
e N BRI 20l 4 B A ~20M = 1 H

Jir R 20 7+ WA ~20M = W A
e MR | B 20l 4 A ~20@ 1 H
A RRES ALY 20 40 H ~200 =1 /A

207 % AT % FER 194 WA ~20l5 1A
W | RIRAYSEIREAER 198 40 A ~20M 1 A
BRI R 198+ 01 A ~20M 1 H

hHE | HEpEhEE R 198 40 A~20M 1 A
HiEl e G- m MR 198 +F0 A~198 %1 H

FAE B G- R 198 40 A~20M 1 A

TR TR 198 0 A~20 41 A

» D8 A SRR R 2000 40 H ~200 =1 A
A pe— 20M 4= 1 ~ 2080 1
ShAETENW) 2 F T 3R 20 %0 A ~20M 1 A

R TR R 20 01 A~20M+H H

Z OO FEMERER 198+l A ~200 %1 A




TR S 58 LD e f VB %8 D e

Vaval- /% N

£15-2 FAROER HE)

iﬁ 1995 2000 2005 2010 2020
; HIHR (W 5) AL e
Hi AR HH I\ T Jie F5 1A
I Zk H7 HI2 H17 H22 R2
bk et AR OSSR BN RE R R R R A | 2018 FE 7 A~
K| W | .. | (SHP633-306 #kfk) 2019 45 8 A
(% T | B SEM | 2018 4R 7 H~ L
A) . (SHP633-307 #AER) AT
et AEME R OSSR EhRE R TR R %% | 2014 £ 12 A~
(TED-C14-004 7RER) 2018 4£ 11 A
1 EAIES &Ry A | 19M4ER A~
P48 (1621/13 #Bx) it kS B
QT/QTc #kBa FEA | 2009 4F 11 H ~ 4
(C09-001 #BR) 2010 4£ 2 A
A 53 BR ZFfH | 2006 ££ 9 H ~
(CLO600-022 3t5k) 2007 4 4 f -
NAFTT XA Z YT ¢l bR %% | 2050 A~
T NAFT AT E VT 4 ABR BE | 200446 H~
l (CL0600-015 ZX5R) 2004 4 10 A
JTFREREREE BB 21T % PK 3R £%E | 200747 H~
(CL0600-017 7X5R) 2007 £ 8 H
e E A TR T B PK Bk %% | 2009 4£ 10 H ~
(CL0600-018 5k) 2010 4E 1 A i
BHNAYEH 253 2 f 2R %% | 201049 A~ .
(C10-003 #5x) 2010 47 11 A
Rtk O IHFETER) & ONHTE PNIZE z%= | 20401 A~
HBERER  (TED-C10-004 #5R) 20l 1 A
F &R 2% | 200F0 A~
e | (ALX-0600-92001 #5) 20l +H S
7 u—RBEESGE LI2EZEER | 2% | 2003411 A~
A RMERERER (CL0600-008 3XER) 2005 4E 7 H B
7 —IREEERE LIk 53R | &% | 2004 43 A~
B (CL0600-009 3tE#) 2005 4E 11 A =
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1.5

R T8 R O K OB 38 D% ke

Vaval- /% N

®15-2 HAXORZE #WE)

z o 1995 2000 2005 2010 2015 2020
Hh AEBREE (RERE ) " = i
I 2% H7 HI2 H17 H22 H27 R2
B | v ARME, ZEMERREERER FEA | 2008 4E 11 H~ e
w4 (CL0600-020 #5#) 2011 41 A
(K R Mk B 5-aABR Al | 2009 429 A~
N | (CL0600-021 352) 2013 £ 1 A C
3 BRME, ZatERERER AR | 2004 4E 5 A~ —
e (CL0600-004 7X5#) 2007 47 H
Rk G-k AR | 2005 4E 1 A~ —
(CL0600-005 #5R) 2008 4% 1 H
Rk e G-k BE | 201245 A~
(TED-C11-001 {5#) 2013 42 7 H
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1.5 RS RO R OBR% Of% &
FTF 2 T ILF R

£15-2 FHARDOERE H#E)

;; =T 4/ 2013 | 2014 | 2015 | 2016 | 2017 | 2018 | 2019 | 2020 | 2021
H REBEH RBRES) ESy 153
i3 2% H25 H26 H27 H28 H29 H30 | H3WRL | R2 R3
5 e | RAEME, B R OSSR BRI RBR FEA 201741 A~
BE | P i’ (SHP633-302 #5) 2020 4 1 A
(@GN e Rk e G-k AT 2017 4 8 H~ -
) (SHP633-305 #t/i%) HeTh
1 SEEhRe, et ORI SRR R R FEAG 2013 4£ 11 H ~ o L
48 (TED-C13-003 #&5R) 201541 A
F ik 53R FFAM 2016 4 12 A~
. | (SHP633-303 ;&ER) 202047 A
NEEN N T T 2016 4 6 JI ~ 1
i (TED-C14-006 7XER) 2017 48 A
T HIfke 1 5 a R FEAG 201741 A~
(SHP633-304 #ER) 2020 4 11 A
FLIRZ /G L Uiz ett, AatE RO BE 2018 4-8 A~
Y REMETER (SHP633-301 §X5k) 2020 49 A
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1.5 R RO E R OBR% Of% &
FF 2 JILF R

4 FEIHIVEXIIHR. BERUVAE

an'EL FEERAR R KL OBRRRRBRIC L0 . AFIOFDE « BEMEPHER SN L, £1.5-
3NIRTRRESUTRIR, MIEA O B TEEMREREARRGE 21T 2L & LT,

F15-3 EZDHFHOMEXIHR. RERVAE

R7e4 LARZ2T ¢ TR 3.8mg
(AL TAFTF 2 70F K GBIETHBEZ) L LT5mg &H]
HEEX o ERAERS (L) A2 & A EHE
HIE  (ZhEEXIBE) SR E R
FER O & WH. 7T a2 NVF K (Ba7ME#z) & LT1H1[E0.05mgkg & 5T EESt
35,

BB, 77 aZVF F5mg EARA (LT, 5mg A 13 0.5 mg Al O IR 7% -8 & TR
TERWEBZENRH D72, 0.5 mgl H AN OG- 23 LB 7R KE 10 kg A D /N M OYAE
20 kg RO HEELL FOBERERE (7L T7F =227 U7 7 A 50 mL/min &) (213
WeWZ kL TWh, £22C, BRAEOEEGZREL T, BET T 27 0F F125mg &
AHA (LT, 125 mg 8A)) ZBRHPTH Y., 5 mg JAIOKREZICHTBIMNO FEE 25 E LT
W5, 5mg WA O SCEIZB W TIE, 0.5 mg/ B AR O 503 B 72 B35~ 5 mg BH1 & L
RNEDTEEMARE 21T 5 2 LITNZ, 1.25 mg BAID Efi s D £ T, ARE 10 kg Ko /hNR
e OMKHER 20 kg Riil CHEELL EOBEREERELZ G T BE LR L LEBRRBRE LD BT,
YHEE D 125 mg WA OFEEZFREE T2 TETH D,
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1.5 R RO E R OBR% Of% &
TTF 2 )VF R

5 JRERMEEFOZRE
F 52 ST ROBFRICE L, LT OBRBIKE 21T 7.

@) ETTTEEEEEE::: +—77>us) Ccom=1 M B 2HE2: I
2)
I kL. RO TR RS,
@) ExSERES A—J7>) (E@EIC&Y 20 =01 Bl BETICER  SHESE
I =)
I - L, Hs O TR R,
O @@= 000 ERNESNEIRN Ed Bl REERQRES RIS |
B
I - > st D AR % 157,
@ ExSiEs A—27>) ComMENENE SAZEZHE 2)
I - Ak L.
I )+ 22 S T,
O 300000 GEEEINIPN Ed Bl EERdEES ] |
B
I -~ . L. R TR A1
7.
6) ExLE F—27>) COMEM BB - SHESZHN =)
I~ >\ C AR L, B TR A A
7 EzsI i ol =1 5B 252zl
- R L, B TR 1R,
@) ExzII i (F—D7 ) (E@Eic&Y 201 Sl EETICE
i 2Bl
D~ kL. D TR,

9) ExZIIIEEEEEEEEEE G (2mEicsY 20 =01 EM BETICER  SHES
s )
=
WTHIRR L. BEED TR Z 1572,
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1.5 R RO E R OBR% Of% &
FF 2 JILF R

6 AHDOEHRUVARMK

6.1 TTaJILFRFOEBEERVERN

TT a2 VF RiE, R N GLP-2 OFHEL I 7 Fr 7 Th Y, RIRA GLP-2 &
[Al—OZFRRITHEA L, KA GLP-2 & [RIRREON N R OEREZ R, 757 27 vF Rid, N
KIG2MLDOT Z =2 v 7 ) VAZEBR I TS Z LI2X D, DPP-4 12 L 5 /0 f#icxt LT & v i
PEZRT 72, REA GLP-2 K0 IR <. ZORE. K0 BWAEMIEEEZ =T,

—7Ji. SBSIIFG T, Amag I BEETHD, WE 10 FHIC, SBS DEHKL VNG ~EY
T—a VORI RICKRE RESN -6 Sivlz, THER (ultra-short gut) | D72 I,
MOTIIFELC LY, IBBEAZZ 72035 X9 EBETH, BUETIE, VEVIZRII LT
Do ZNHOWEIZH 0D LT, SBS XKL L TEHOREREETH L, ENTHRALD
/N SBS DG NEIG - ARHE T~ 2 KGR S VT BRI I 72\, AT OGO JAEYIBRIT 2 5 2 4R LA
EHPSENELTHBEORMTHIT, KRELTRRTHY ., GLP2 AT DIHEE S A
N DYIBR % %21 7= BRE I IUSRE 2 AR 9 2 HE /R R L E L AR NTE Y, Ho 7 WNIRIE
GLP-2 ZEATE W AREMES BV, ZMAPE GLP-2 #1252 % Z i, IO B[R
HERIET 5 HOTIE AW, FEREFMEY 7V & RE S8, BEIESO /et z kot
Do

SBS [B#H L ZONHEEITEK A E A>TV, EFEHICBVO T, PS OfvIME, EN
DRt BENEES 7 vt 2Ok & O QOL Ofciift, HA&HINCRIGO B M2 B e+
(Gosselin and Duggan, 2014, Carroll et al, 2016, Avitzur and Courtney-Martin, 2016, Neelis et al,
2016, Mayer and Kerner, 2017), W& NEI 2 fiRHE T 5 SKERPAEIESAFAE L7202 L1, AT
BIFDSBSHEEDT VA Y MAT A AIN=—AThHDH, TTa7VF Rk, —HLT
BRIICEZRODH H2HIME. 2F 0, PSEDREA, PS Hr Y —&OBV, W PS iifT H D
WD B, IO ITIRAGO B A Z G Ui, 77 & AR SUIEHEIRERE O SBS
BETIE, 2L 0HRITFEO bR o T,

TT 2 VT NI 2012 FRIZRON, KETHEGR SN T D, 40 » [HEU ETERBINTEBY, &
BT T 7 A VT FITHESLEN T WD, TT a7 VF RIZEDEREO Y A7 3R E S, +
FHESIT BN TS, BV YR R URBRCRE SN H7=72 ) A7 1380w, £7-, BENR
BRICHWT, AN CORET a7 T ATRESNT Y R 7 USMNIHTT=/e ) A7 138D v o
72o BAANSBS BEHIZBWT, 77270 F F0.05mgkg D1 H 1RETFHEGICLY, KLE
Hia_Ax T 4 b VR T 77 A VRBRLRD,

EN SBS BEIZBWT, 77 a7 VF RIZLDIBFEORRT v MIHAANSBS BEDT
Ay FAT A AN == RTE 25 & B, BEEHICENTY A7 EHITIMETHLLEZD
No, LIeii->T, ENYIO SBS BHE DHENIS e EST 2I6RIETH LT 7 2 7 VF R,
HRENREWEEZ LD,
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1.5 R RO E R OBR% Of% &
FF 2 JILF R

6.2 Ty FMIRLETEHILEDBARLEDBEN

TT a2 NF R, ®WEAL T BAERR SRR EEL 7L 7 0 Ry ) ) kO
NATINT H 7 A — (EEEE R HE S - 27B1X00045000021) 2ty b Limarexr— 3
VL (B MRS & U TCHIFET D, AN A ChH Y . R L TRV 5 1SR
HITh D, WAV DUSHAMRREIT DV E (0.5mL) TH Y, FHRHICRAI NS T AN E
W2 EGIFFIDRNT EnD, MEICEKKEZKEZIY , BET DDA TATHTZ—%
WAL, £lo, A TNAT X T2 —%ERT5H5Z L1280, BB OWEMROHELD Olafs Tff
MT 28O EOTZ LN TE, HOMTEZNHE S BEYL U R 7 ORJESCEI L il DB IEIC
DRNDHZENMFIND, LIERo T, RAAL TIT X T 52— T8HF A T b Of R 8K %
BHEREI DL RITIEIRT D Z LIS A, 2 T SRR A TEEICIRE Y . TE5T 5701
BRR ELER B Th D EBER D, B, RAAT AT X T2 —[THMTITHE L TE 5T,
AHFEH S E T 5,

LLEX Y, BHANA T AR GERAKESL T L7 40 R ) KOSA TV
THEFE—D3 mEty ML,

23



1.5 R RO E R OBR% Of% &
TFaJVF R

7 BEXGE

Avitzur Y, Courtney-Martin G. Enteral approaches in malabsorption. Best Pract Res Clin Gastroenterol.
2016;30(2):295-307. (5.4.3)

Bines JE. Intestinal failure: A new era in clinical management. J Gastroenterol Hepatol. 2009;24 Suppl

3:586-92. (5.4.7)

Carroll RE, Benedetti E, Schowalter JP, Buchman AL. Management and Complications of Short Bowel
Syndrome: an Updated Review. Curr Gastroenterol Rep. 2016;18(7):40. (5.4.15)

DiBaise JK, Young RJ, Vanderhoof JA. Intestinal rehabilitation and the short bowel syndrome: part 1. Am J
Gastroenterol. 2004;99(7):1386-95. (5.4.18)

Dreesen M, Foulon V, Spriet I, Goossens GA, Hiele M, De Pourcq L, et al. Epidemiology of catheter-
related infections in adult patients receiving home parenteral nutrition: a systematic review. Clin Nutr.
2013;32(1):16-26. (5.4.19)

Dudrick SJ, Latifi R, Fosnocht DE. Management of the short-bowel syndrome. Surg Clin North Am.
1991;71(3):625-43. (5.4.22)
Duggan CP, Jaksic T. Pediatric Intestinal Failure. N Engl J Med. 2017;377(7):666-75. (5.4.23)

Gosselin KB, Duggan C. Enteral nutrition in the management of pediatric intestinal failure. J Pediatr.

2014;165(6):1085-90. (5.4.29)

Goulet O, Baglin-Gobet S, Talbotec C, Fourcade L, Colomb V, Sauvat F, et al. Outcome and long-term
growth after extensive small bowel resection in the neonatal period: a survey of 87 children. Eur J Pediatr

Surg. 2005;15(2):95-101. (5.4.30)

Huisman-de Waal G, Schoonhoven L, Jansen J, Wanten G, van Achterberg T. The impact of home
parenteral nutrition on daily life-a review. Clin Nutr. 2007;26(3):275-88. (5.4.32)

Mayer O, Kerner JA. Management of short bowel syndrome in postoperative very low birth weight infants.

Semin Fetal Neonatal Med. 2017;22(1):49-56. (5.4.46)

Neelis EG, Roskott AM, Dijkstra G, Wanten GJ, Serlie MJ, Tabbers MM, et al. Presentation of a
nationwide multicenter registry of intestinal failure and intestinal transplantation. Clin Nutr.

2016;35(1):225-9. (5.4.49)

Nightingale J, Woodward JM, Small B, Nutrition Committee of the British Society of G. Guidelines for
management of patients with a short bowel. Gut. 2006;55 Suppl 4:iv1-12. (5.4.50)

Nightingale JM. Management of patients with a short bowel. Nutrition. 1999;15(7-8):633-7. (5.4.51)

O'Keefe SJ, Buchman AL, Fishbein TM, Jeejeebhoy KN, Jeppesen PB, Shaffer J. Short bowel syndrome
and intestinal failure: consensus definitions and overview. Clin Gastroenterol Hepatol. 2006;4(1):6-10.
(5.4.52)

24



1.5 R RO E R OBR% Of% &
TFaJVF R

Pironi L, Arends J, Bozzetti F, Cuerda C, Gillanders L, Jeppesen PB, et al. ESPEN guidelines on chronic
intestinal failure in adults. Clin Nutr. 2016;35(2):247-307. (5.4.58)

Rombeau JL, Rolandelli RH. Enteral and parenteral nutrition in patients with enteric fistulas and short

bowel syndrome. Surg Clin North Am. 1987,67(3):551-71. (5.4.60)

Shanbhogue LK, Molenaar JC. Short bowel syndrome: metabolic and surgical management. Br J Surg.
1994;81(4):486-99. (5.4.62)

Spencer AU, Neaga A, West B, Safran J, Brown P, Btaiche I, et al. Pediatric short bowel syndrome:
redefining predictors of success. Ann Surg. 2005;242(3):403-12. (5.4.65)

Sundaram A, Koutkia P, Apovian CM. Nutritional Management of Short Bowel Syndrome in Adults. J Clin
Gastroenterol. 2002;34(3):207-20. (5.4.68)

Vanderhoof JA, Langnas AN. Short-bowel syndrome in children and adults. Gastroenterology.
1997;113(5):1767-78. (5.4.74)

Wales PW, de Silva N, Kim J, Lecce L, To T, Moore A. Neonatal short bowel syndrome: population-based
estimates of incidence and mortality rates. J Pediatr Surg. 2004;39(5):690-5. (5.4.75)

Wilmore DW, Byrne TA, Persinger RL. Short bowel syndrome: new therapeutic approaches. Curr Probl
Surg. 1997;34(5):389-444. (5.4.77)

Winkler MF, Smith CE. Clinical, social, and economic impacts of home parenteral nutrition dependence in

short bowel syndrome. JPEN J Parenter Enteral Nutr. 2014;38(1 Suppl):32S-7S. (5.4.79)

P, AR, AIARRES, /NGFEEEEEORIEER, FRIXIR & xtis. 4B 2019 ; 81 % 7
1 725-30. (5.4.87)

25



1.6 AENCE T AR IR 5 &k
TTF a2 VF R

BXx
1 B4 S ES I S B R X 2 L Lo RO
2 2 N ES LR S R = XvaY . TR STOTOTRPRRO



1.6 AENCE T AR IR 5 &k
TTF a2 VF R

B B AN Lo S L by 7 7 PO
#1.6-2 HEOEIEA. AT - 8. ZhEE « R LOFHE « FHE e



1.6 AENCE T AR IR 5 &k
TTF a2 VF R

1 SEICETHERRRF

TT a VT Rk, BINZINT 2012 4F 8 HITAR A Z x5 & U CRINCIKGR S L7z tk. KIE
TR 12 AICRAZ G & U TRRENTZ, D%, BN TIL 2016 4 6 A /R (1Ll E)
xR L LTHAGR SN, KETH 201945 HI/hE Ul lh) Zxgl LRGBS,
BUEIT 40 » HLL ECAGRINRTWA UNE (1L E) oS aate] (2021 452 HEIME), 72
B. M TETF 2 7 AF K 5 mg KT8 1.25 mg WHIAS, KETIE 5 mg WHN TN EHERB SN
TW5b, F7o, BEKIZEBWT, 4 5 H) D 1R o/ Nzt 7 2SO Th 5,

RN (3« gl - AZGde) . KE, B, A=A TV TICBITHERIRNE T 1.6-1 1R
B

F1.6-1 SEIZETHERBKR

A IR (1TERE) *
EX[Tihig 4 KB o KB - BE BEEH
Llﬁfﬂ. ﬁﬁlﬁ\ E :{ﬁiﬂ ﬁﬁu&\ E

RRIN - (% » o - o - 5mg | MNIARR S iz
(e 2s) FKFE | 2012428 H 30 H | #&GR | 2016 4F 6 H 29 H 125 mg | [EIEHE;
P NES| 72012412 H 21 A | 7&GR [ 201945 H 16 H | 5mg —
vt JKFS | 20154E9 H 4 H | /KR [201948 A 13 H| 5mg —

F—=AKNZ U7 | K| 20175 H 17 H | A& 202045 H 22 H| 5mg —

*ECKIZIBWT, 4 3 A0S 1R O/NRIH T 2 IR ORFE R TH %,



1.6 AENCE T AR IR 5 &k
TTF a2 VF R

2 NEOFIXEFOME

KEROEMNZ IS 2 ARKFOMIE4 . A « S8, 26E - DIRLOMIE - HEZ% 1.6-2 108
o FTo. BOHTOKE R OB OB LEW RITAEETET — 2 > — FETAT 5,



1.6 SENZ I D HRDLEEIZ RS 5 &k
Vaval- /% N

&16-2 SNEORTHR. Fli - 88, 2MEE

WERUVAE - BE

W4 | o %ugi% e - R Fi: - R
KE GATTEX A | GATTEX I IRAEE | AL 1L Eo/NRBBEICH T 2 HEEHE - A&
5mg | ZMEETIMAKRDY | AANIE FHERGICRD, HIRNES IIHARNEL Lz L,
Ll o/ oE | AFIOHERA &, AR ONLEEOWTICEBW TS 1 H 118 0.05 mglkg D F#EETH D,
JEGERE (SBS) B | EE2ENGE. Y HPICREERR Y ESLHICEEST 5, 1 BIZ2BOFEEI ThRen &,
TR S5, BeGEALIE, KBTS, Bd, WOBIL7ZEHROWT NN ERAILEZDHZ &,
MMl | REVESTIVE | HEHAI | 1l EoRGERR | &
1.25mg | (SBS) DinfE, BHE | I 1 L E)

(. FIROGE NS
HIRER I LE LT
WnH I,

BRI, /NESBSOIEERBR O & 2 HMEOEE T CHGT 52 &,

INRROSREAESE (I~175) OHELEA X, 1H1[H0.05 mg/kgTH 5, 1.25 mgfislz AV -5E OREYS Y
OG- BEEZ LT ORNURT, KEN20 kgz B2 5/NEBREIZIE5 mguAl 2 Ans 2 &,

BELUSENZHEIT, YAFICTELR RS ELET L, HEIN 561 HOIREHMARE L% IR
SR EFMT D Z & ZFRIEO/NE T, 12EMBRICIEEDEEZTMT 2 2 &, /NEBEICBT 2 516
» AU EORIARTEE/R T — #1372\,

# 1
1.25 mg L
L 558
5-6 kg 0.10 mL
7-8 kg 0.14 mL
9-10 kg 0.18 mL
11-12 kg 0.22 mL
13-14 kg 0.26 mL
15-16 kg 0.30 mL
17-18 kg 0.34 mL
19-20 kg 0.38 mL
>20 kg 5mgfiflEAVvs Z &

ARHNOD 1A O /NRIZ IS T 2 AR R OV EVEIIHENL LTy, FIHAREZR 7 — 213720y,

&5 5k
IR LT RZ . 1 B LR, J85%E 4 FI L2250 1 pATICREICKE FESNT 2, RAORE, ko
IS &Y JEERA~DIEH AN EE 22 5B (I RERA~DVER & ATRE T D o AANTHIRA L O APICIER L2V 2 &,




1.6 SENZ I D HRDLEEIZ RS 5 &k
Vaval- /% N

m4 | ik ﬁgﬁ% S - R WM - R
A e
5mg HEA

HEEF 1T, 1H1FEI0.05 mg/kg TH D, REHZ Y ORGEEZ L TORUIRT, SBSEEILZHERT-D, 15HED
BEMENEEILSIND L) BEICLIVIAOEREEZHEICE=4 Y V7 L TURET D Z L 2RitT o, &5 L
ENEEAIE. YEPICTE AT RLEETS DL,

64 ABICIBERZITMET 52 L, =P L, BRRBRTORSNTZT =405, BEMIGE TICHMZE+ 5
BEnd D Z EBRENTND (R XITRAL KGRI FI2FET 2 BE) o 125 ARICR AR dEN
B HNIRWNERIT, TRREAE O LB FRET 5 2 &,

TRFFIRAC R 2> DREEME L7 BB 1L, IR Ak T2 Z EBREFE LV,

# 1
5 mgBiAl
L %58

38-41 kg 0.20 mL
42-45 kg 0.22 mL
46-49 kg 0.24 mL
50-53 kg 0.26 mL
54-57 kg 0.28 mL
58-61 kg 0.30 mL
62-65 kg 0.32 mL
66-69 kg 0.34 mL
70-73 kg 0.36 mL
74-77 kg 0.38 mL
78-81 kg 0.40 mL
82-85 kg 0.42 mL
86-89 kg 0.44 mL
90-93 kg 0.46 mL

AR (1 RULE)

BRI, /NESBSOIEIERER D & 5 HYEOEE T CHhT 5 Z &,

INRROREAESR (1~175%) OHERAEX, A LFRE (1H1F0.05 mg/kg) THh D, 5mgilalz H =54
DIEEY T2 OFGEEZ LT ORATRT, /NEBE ((REAH20 kgAiil) 12131.25 mgRAI L EHTTRETH 5,
BHLENZSGAIE, YAPICTEARTRESEGTAZ &, HEIN 561 A OGN 2 BGE U721 ICTRE
IR EFET 2 Z & ZFARMO/NE TR, 12EMRIIEENR AT 5 2 &, NRBEICKT 2 &5 16




1.6 SENZ I D HRDLEEIZ RS 5 &k
Vaval- /% N

mE | ms | b - R i -
H A LA EORIAFREZR T — Z 13720,
# 2
5 mgHeH
A B hB
10-11 kg 0.05 mL
12-13 kg 0.06 mL
14-17 kg 0.08 mL
18-21 kg 0.10 mL
22-25 kg 0.12 mL
26-29 kg 0.14 mL
30-33 kg 0.16 mL
34-37 kg 0.18 mL
38-41 kg 0.20 mL
42-45 kg 0.22 mL
46-49 kg 0.24 mL
>50 kg [RAN) DHEOK 1BH
55k
IR LT-0&A, 1 A 1E, BEE 458 0LE95b0 1 »FHCAREICE FENT 5, HAORE, ko
{12 K 0 JEEBA~DOVEH DR R G A I KB~ OVER L FRETH D, AFNIFIRAN L OWIRAIZIER L2 &




HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
GATTEX safely and effectively. See full prescribing information for
GATTEX.

GATTEX (teduglutide) for injection, for subcutaneous use
Initial U.S. Approval: 2012

INDICATIONS AND USAGE
GATTEX® is a glucagon-like peptide-2 (GLP-2) analog indicated for the
treatment of adults and pediatric patients 1 year of age and older with
Short Bowel Syndrome (SBS) who are dependent on parenteral support.

@

----------------------- DOSAGE AND ADMINISTRATION ----------mmmmmmemeaeae
Important Administration Information

GATTEX is for adult self-administration or caregiver administration.
Self-administration in pediatric patients has not been tested. Use of the
GATTEX 5 mg kit is not recommended in pediatric patients weighing
less than 10 kg.

Within 6 months prior to initiating treatment with GATTEX:

e  Adults: Perform a colonoscopy with removal of polyps. (2.1, 5.1)

e Pediatric patients: Perform fecal occult blood testing; if there is
unexplained blood in the stool, perform
colonoscopy/sigmoidoscopy. (2.1, 5.1)

e Obtain baseline laboratory assessments (bilirubin, alkaline
phosphatase, lipase and amylase). (2.1, 5.3)

Dosage and Administration

. For subcutaneous use only. (2.2)

e The recommended dosage of GATTEX for both adults and
pediatric patients is 0.05 mg/kg once daily by subcutaneous
injection. (2.2)

e  Alternate sites between 1 of the 4 quadrants of the abdomen, or
into alternating thighs or alternating arms. (2.2)

Dosage Adjustment for Renal Impairment

. For adult and pediatric patients with moderate and severe renal
impairment and end-stage renal disease (estimated glomerular
filtration rate less than 60 mL/min/1.73 m?) the recommended
dosage is 0.025 mg/kg once daily. (2.3)

Discontinuation

e  When treatment is discontinued, monitor for fluid and electrolyte
imbalances. (2.5, 5.4)

Preparation
e  See full prescribing information for instructions on reconstitution.
(2.6)

--------------------- DOSAGE FORMS AND STRENGTHS ---------------------
For injection: 5 mg teduglutide in a single-dose vial supplied with 0.5 mL
Sterile Water for Injection in a single-dose prefilled syringe. (3)

CONTRAINDICATIONS

None. (4)

——————————————————————— WARNINGS AND PRECAUTIONS -----------m-mememeeeee

e  Acceleration of Neoplastic Growth: In adults and pediatric patients,
colonoscopy is recommended after 1 year of treatment. Perform
subsequent colonoscopies no less frequently than every 5 years.
In case of intestinal malignancy, discontinue GATTEX. The
decision to continue GATTEX in patients with non-gastrointestinal
malignancy should be made based on benefit-risk considerations.
(5.1)

. Intestinal Obstruction: In patients who develop intestinal or stomal
obstruction, temporarily discontinue GATTEX pending further
clinical evaluation and management. (5.2)

e Biliary and Pancreatic Disease: Obtain bilirubin, alkaline
phosphatase, lipase, amylase every 6 months. If clinically
meaningful changes are seen, further evaluation is recommended
including imaging, and reassess continued GATTEX treatment.
(5.3)

e  Fluid Overload, Including Congestive Heart Failure: If fluid overload
occurs, adjust parenteral support, and reassess continued
GATTEX treatment. (5.4)

e Potential for Increased Absorption of Oral Medications: Monitor
patients on concomitant oral medications (e.g., benzodiazepines)
for adverse reactions related to the concomitant drug; dosage
reduction of the other drug may be required. (5.5, 7.1)

ADVERSE REACTIONS
Most common adverse reactions (210%) are: abdominal pain, nausea,
upper respiratory tract infection, abdominal distension, injection site
reaction, vomiting, fluid overload, and hypersensitivity. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Shire-NPS
Pharmaceuticals, Inc. at 1-800-828-2088 or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

Lactation: Breastfeeding not recommended. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

GATTEX® is indicated for the treatment of adults and pediatric patients 1 year of age and older with
Short Bowel Syndrome (SBS) who are dependent on parenteral support.

2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Information

GATTEX is for adult self-administration or caregiver administration. Self-administration in pediatric
patients has not been tested.

Use of the GATTEX 5 mg kit is not recommended in pediatric patients weighing less than 10 kg.

Within 6 months prior to starting treatment with GATTEX:

e Adults: Perform a colonoscopy of the entire colon with removal of polyps [see Warnings and
Precautions (5.1)].

e Pediatric patients: Perform fecal occult blood testing; if there is unexplained blood in the stool,
perform colonoscopy/sigmoidoscopy [see Warnings and Precautions (5.1)].

e Obtain baseline laboratory assessments (bilirubin, alkaline phosphatase, lipase and amylase)
[see Warnings and Precautions (5.3)].

2.2 Recommended Dosage and Administration for Adults and Pediatric Patients 1 Year of Age

and Older

GATTEX is for subcutaneous injection only. Not for intravenous or intramuscular administration.

The recommended dosage of GATTEX is 0.05 mg/kg once daily administered by subcutaneous
injection.

If a dose is missed, that dose should be taken as soon as possible on that day. Do not take 2 doses
on the same day.

Alternation of sites for subcutaneous injection is recommended, and can include the thighs, upper
arms, and the abdomen.

2.3 Dosage Adjustment for Renal Impairment

The recommended dosage in adult and pediatric patients with moderate and severe renal impairment
and end-stage renal disease (estimated glomerular filtration rate (eGFR) less than 60 mL/min/1.73 m?) is
0.025 mg/kg once daily [see Use in Specific Populations (8.6)].

2.4 Monitoring to Assess Safety

Colonoscopy Schedule in Adults

A follow-up colonoscopy (or alternate imaging) is recommended at the end of 1 year of GATTEX. If
no polyp is found, subsequent colonoscopies should be done no less frequently than every 5 years. If a
polyp is found, adherence to current polyp follow-up guidelines is recommended [see Warnings and
Precautions (5.1)].

Colonoscopy Schedule in Pediatric Patients
Perform subsequent fecal occult blood testing annually in children and adolescents while they are
receiving GATTEX.
Colonoscopy/sigmoidoscopy is recommended for all children and adolescents after 1 year of
treatment, every 5 years thereafter while on continuous treatment with GATTEX, and if they have new or
unexplained gastrointestinal bleeding [see Warnings and Precautions (5.1)].

Laboratory Testing

Laboratory assessments are recommended every 6 months. If any clinically meaningful elevation is
seen, further diagnostic workup is recommended as clinically indicated (i.e., imaging of the biliary tract,
liver, or pancreas) [see Warnings and Precautions (5.1), (5.3)].




2.5 Discontinuation of Treatment
Discontinuation of treatment with GATTEX may result in fluid and electrolyte imbalance. Monitor fluid
and electrolyte status in patients who discontinue GATTEX treatment [see Warnings and Precautions (5.4)].

2.6 Preparation Instructions

e Reconstitute each vial of GATTEX by slowly injecting the 0.5 mL of preservative-free Sterile Water
for Injection provided in the prefilled syringe. A 10 mg/mL sterile solution is obtained after
reconstitution.

e Allow the vial containing GATTEX and water to stand for approximately 30 seconds and then
gently roll the vial between the palms for about 15 seconds. Do not shake the vial.

e Allow the mixed contents to stand for about 2 minutes. Inspect the vial for any undissolved
powder. If undissolved powder is observed, gently roll the vial again until all material is dissolved.
Do not shake the vial.

e Reconstituted GATTEX is a sterile, clear, colorless to light straw-colored solution, which should
be free from particulates. If there is any discoloration or particulates, discard the solution.

¢ A maximum of 0.38 mL of the reconstituted solution, containing 3.8 mg of teduglutide, can be
withdrawn from the vial for dosing.

¢ If the product remains undissolved after the second attempt, do not use.

Storage of the reconstituted solution
e Administer within 3 hours after reconstitution. Discard any unused portion.
¢ Do not shake or freeze the reconstituted solution.
e For single use only.

3 DOSAGE FORMS AND STRENGTHS

For Injection: 5 mg teduglutide as a white lyophilized powder for reconstitution in a single-dose vial
supplied with 0.5 mL Sterile Water for Injection in a single-dose prefilled syringe.

4 CONTRAINDICATIONS
None.
5 WARNINGS AND PRECAUTIONS

5.1 Acceleration of Neoplastic Growth

Based on the pharmacologic activity and findings in animals, GATTEX has the potential to cause
hyperplastic changes including neoplasia [see Clinical Pharmacology (12.1), Nonclinical Toxicology (13.1)].
In patients at increased risk for malignancy, the clinical decision to use GATTEX should be considered only
if the benefits outweigh the risks. In patients who develop active gastrointestinal malignancy (Gl tract,
hepatobiliary, pancreatic) while on GATTEX, discontinue GATTEX treatment. In patients who develop
active non-gastrointestinal malignancy while on GATTEX, the clinical decision to continue GATTEX should
be made based on benefit-risk considerations.

Colorectal Polyps

Colorectal polyps were identified during the clinical studies [see Adverse Reactions (6.1)]. In adults,
within 6 months prior to starting treatment with GATTEX, perform colonoscopy of the entire colon with
removal of polyps. A follow-up colonoscopy (or alternate imaging) is recommended at the end of 1 year of
GATTEX. Perform subsequent colonoscopies every 5 years or more often as needed. If a polyp is found,
adherence to current polyp follow-up guidelines is recommended. If colorectal cancer is diagnosed,
discontinue GATTEX therapy.

In children and adolescents, perform fecal occult blood testing prior to initiating treatment with
GATTEX. Colonoscopy/sigmoidoscopy is required if there is unexplained blood in the stool. Perform
subsequent fecal occult blood testing annually in children and adolescents while they are receiving
GATTEX. Colonoscopy/sigmoidoscopy is recommended for all children and adolescents after 1 year of
treatment, every 5 years thereafter while on continuous treatment with GATTEX, and if they have new or
unexplained gastrointestinal bleeding [see Dosage and Administration (2.1)].




Small Bowel Neoplasia

Based on tumor findings in the rat and mouse carcinogenicity studies, monitor patients clinically for
small bowel neoplasia [see Nonclinical Toxicology (13.1)]. If a benign neoplasm is found, it should be
removed. In case of small bowel cancer, discontinue GATTEX therapy.

5.2 Intestinal Obstruction

Intestinal obstruction has been reported in clinical studies [see Adverse Reactions (6.1)] and
postmarketing. In patients who develop intestinal or stomal obstruction, temporarily discontinue GATTEX
while the patient is clinically managed. GATTEX may be restarted when the obstructive presentation
resolves, if clinically indicated.

5.3 Biliary and Pancreatic Disease

Gallbladder and Biliary Tract Disease

Cholecystitis, cholangitis, and cholelithiasis have been reported in clinical studies [see Adverse
Reactions (6.1)] and postmarketing. For identification of the onset or worsening of gallbladder/biliary
disease, obtain laboratory assessment of bilirubin and alkaline phosphatase within 6 months prior to starting
GATTEX, and at least every 6 months while on GATTEX; or more frequently if needed. If clinically
meaningful changes are seen, further evaluation including imaging of the gallbladder and/or biliary tract is
recommended; and reassess the need for continued GATTEX treatment.

Pancreatic Disease

Pancreatitis has been reported in clinical studies [see Adverse Reactions (6.1)]. For identification of
onset or worsening of pancreatic disease, obtain laboratory assessments of lipase and amylase within
6 months prior to starting GATTEX, and at least every 6 months while on GATTEX; or more frequently if
needed. If clinically meaningful changes are seen, further evaluation such as imaging of the pancreas is
recommended; and reassess the need for continued GATTEX treatment.

5.4 Fluid Imbalance and Fluid Overload

Fluid Overload

Fluid overload and congestive heart failure have been observed in clinical studies, which were
deemed to be related to enhanced fluid absorption associated with GATTEX [see Adverse Reactions (6.1)].
If fluid overload occurs, adjust parenteral support and reassess GATTEX treatment, especially in patients
with underlying cardiovascular disease. If significant cardiac deterioration develops while on GATTEX,
reassess the need for continued GATTEX treatment.

Fluid and Electrolyte Imbalance

Discontinuation of treatment with GATTEX may also result in fluid and electrolyte imbalance. Monitor
fluid and electrolyte status in patients who discontinue treatment with GATTEX [see Dosage and
Administration (2.5)].

5.5 Increased Absorption of Concomitant Oral Medication

In the adult placebo-controlled studies, an analysis of episodes of cognition and attention
disturbances was performed for patients on benzodiazepines. One patient receiving prazepam
concomitantly with GATTEX 0.05 mg/kg once daily experienced a dramatic deterioration in mental status
progressing to coma during the first week of GATTEX therapy. The patient was admitted to the ICU and
the prazepam blood concentration was >300 mcg/L. GATTEX and prazepam were discontinued, and coma
resolved 5 days later.

Monitor patients receiving concomitant oral drugs requiring titration or with a narrow therapeutic
index, for adverse reactions due to potential increased absorption of the concomitant drug. The concomitant
drug may require a reduction in dosage [see Drug Interactions (7.1)].



6 ADVERSE REACTIONS
The following serious adverse reactions are described elsewhere in the labeling:

Acceleration of Neoplastic Growth [see Warnings and Precautions (5.1)]
Intestinal Obstruction [see Warnings and Precautions (5.2)]

Biliary and Pancreatic Disease [see Warnings and Precautions (5.3)]
Fluid Imbalance and Fluid Overload [see Warnings and Precautions (5.4)]

6.1 Clinical Trials Experience

Adults

Because clinical trials are conducted under widely varying conditions, the adverse reaction rates
observed cannot be directly compared to rates in other clinical trials and may not reflect the rates observed
in clinical practice.

The rates of adverse reactions in 136 adult patients with SBS participating in two randomized,
placebo-controlled, 24-week, double-blind clinical studies (Study 1 and Study 3) are summarized in
Table 1. Only those reactions with a rate of at least 5% in the GATTEX group, and greater than placebo
group, are summarized in Table 1.

Table 1: Common Adverse Reactions* in Adult Patients with SBS in
Placebo-Controlled Studies: Studies 1 and 3

Placebo GATTEX

(N=59) 0.05 mg/kg
Adverse Reaction (%) Once Daily

(N=77)
(%)

Abdominal pain? 22 30
Nausea 20 23
Upper respiratory tract infection? 12 21
Abdominal distension 2 20
Injection site reaction?® 12 13
Vomiting 10 12
Fluid Overload* 7 12
Hypersensitivity® 7 10
Flatulence 7 9
Decreased appetite 3 7
Influenza® 2 7
Skin hemorrhage’ 2 5
Cough 0 5
Sleep disturbances® 0 5

*Reported at a rate of at least 5% in the GATTEX group, and greater than the placebo group.
! Includes: Abdominal pain, upper abdominal pain, lower abdominal pain

2 Includes: Upper respiratory tract infection, nasopharyngitis, pharyngitis, sinusitis, laryngitis,
rhinitis, viral upper respiratory tract infection

3Includes: Injection site hematoma, injection site erythema, injection site pain, injection site
swelling, injection site hemorrhage, injection site discoloration, injection site reaction, injection
site rash

4 Includes: Fluid overload, peripheral edema, edema, generalized edema, fluid retention and
jugular vein distension

% Includes: Erythema, rash, dermatitis allergic, pruritus, rash macular, drug eruption, eyelid
edema, flushing

¢ Includes: Influenza, influenza-like illness

" Includes: Hematoma, abdominal wall hematoma, post procedural hematoma, umbilical
hematoma, blood blister

8Includes: Insomnia (3 patients) and hypersomnia (1 patient)



Adverse Reactions in the Subset of Patients with a Stoma

Among the 53 patients with a stoma in the placebo-controlled studies (Study 1 and Study 3), the
percentage of patients with gastrointestinal stoma complication was 42% (13/31) for patients receiving
GATTEX 0.05 mg/kg/day and 14% (3/22) for patients receiving placebo.

Pediatric Patients 1 Year to Less Than 17 Years of Age

In two clinical studies of 24-week and 12-week duration, 41 pediatric patients aged 1 year to less than
17 years were treated with GATTEX 0.05 mg/kg/day [see Use in Specific Populations (8.4), Clinical Studies
(14.2)]. Overall, the safety profile of GATTEX was similar to that in adults. In the long-term extension studies
with mean exposure of 41 weeks, no new safety signals were identified.

Less Common Adverse Reactions

Adverse Reactions of Special Interest

Malignancy

Three patients were diagnosed with malignancy in the SBS clinical studies in adults, all of whom were
male and had received GATTEX 0.05 mg/kg/day in Study 2. One patient had a history of abdominal
radiation for Hodgkin's disease two decades prior to receiving GATTEX and prior liver lesion on CT scan,
and was diagnosed with metastatic adenocarcinoma of unconfirmed origin after 11 months of exposure to
GATTEX. Two patients had extensive smoking histories and were diagnosed with lung cancers (squamous
and non-small cell) after 12 months and 3 months of GATTEX exposure, respectively [see Warnings and
Precautions (5.1)].

Intestinal Polyps

In the adult clinical studies, 14 patients with SBS were diagnosed with polyps of the Gl tract after
initiation of study treatment. In the SBS placebo-controlled studies, 1/59 (2%) of patients on placebo and
1/109 (1%) of patients on GATTEX 0.05 mg/kg/day were diagnosed with intestinal polyps (inflammatory
stomal and hyperplastic sigmoidal after 3 and 5 months, respectively). The remaining 12 polyp cases
occurred in the extension studies — 2 colorectal villous adenomas (onset at 6 and 7 months in GATTEX
0.1 mg/kg/day (twice the recommended dose)and 0.05mg/kg/day dose groups, respectively),
2 hyperplastic polyps (onset 6 months in GATTEX 0.1 mg/kg/day dose group and 24 months in GATTEX
0.05 mg/kg/day dose group), 4 colorectal tubular adenomas (onset between 24 and 29 months in GATTEX
0.05 mg/kg/day dose group), 1 serrated adenoma (onset at 24 months in GATTEX 0.05 mg/kg/day dose
group), 1 colorectal polyp biopsy not done (onset at 24 months in GATTEX 0.05 mg/kg/day dose group),
1 rectal inflammatory polyp (onset at 10 months in the GATTEX 0.05 mg/kg/day dose group, and 1 small
duodenal polyp (onset at 3 months in GATTEX 0.05 mg/kg/day dose group) [see Warnings and Precautions
(5.1)].

In the pediatric clinical studies (up to 69 weeks of exposure), there was one case of cecal polyp that
was not biopsied and was not seen on repeat colonoscopy.

Gastrointestinal Obstruction

Overall, in the adult clinical studies, 12 patients with SBS experienced one or more episodes of
intestinal obstruction/stenosis: 6 in SBS placebo-controlled studies and 6 in the extension studies. The
6 patients in the placebo-controlled studies were all on GATTEX: 3/77 (4%) on GATTEX 0.05 mg/kg/day
and 3/32 (9%) on GATTEX 0.1 mg/kg/day (twice the recommended dose). No cases of intestinal
obstruction occurred in the placebo group. Onset ranged from 1 day to 6 months. In the adult extension
studies, 6 additional patients (all on GATTEX 0.05 mg/kg/day) were diagnosed with intestinal
obstruction/stenosis with onsets ranging from 6 days to 19 months. Two of the 6 patients from the
placebo-controlled studies experienced recurrence of obstruction in the extension studies. Of all 8 patients
with an episode of intestinal obstruction/stenosis in these extension studies, 2 patients required endoscopic
dilation and 1 required surgical intervention) [see Warnings and Precautions (5.2)].

In the pediatric clinical studies (up to 69 weeks of exposure), there was 1 serious adverse reaction of
obstruction. Teduglutide was temporarily withheld, obstruction resolved without additional intervention, and
there was no recurrence once teduglutide was restarted.




Gallbladder, Biliary and Pancreatic Disease

For gallbladder and biliary disease in the adult placebo-controlled studies, 3 patients with SBS were
diagnosed with cholecystitis, all of whom had a prior history of gallbladder disease and were in the GATTEX
0.05 mg/kg/day dose group. No cases were reported in the placebo group. One of these 3 cases had
gallbladder perforation and underwent cholecystectomy the next day. The remaining 2 cases underwent
elective cholecystectomy at a later date. In the adult extension studies, 4 patients had an episode of acute
cholecystitis; 3 patients had new-onset cholelithiasis; and 1 patient experienced cholestasis secondary to
an obstructed biliary stent. For pancreatic disease in the adult placebo-controlled studies, 1 patient
(GATTEX 0.05 mg/kg/day dose group) had a pancreatic pseudocyst diagnosed after 4 months of GATTEX.
In the adult extension studies, 1 patient was diagnosed with chronic pancreatitis; and 1 patient was
diagnosed with acute pancreatitis) [see Warnings and Precautions (5.3)].

Fluid Overload

In the adult placebo-controlled studies, peripheral edema was reported in 2/59 (3%) of patients on
placebo and 8/77 (10%) patients on GATTEX; fluid overload was reported in 1/77 (1%) patient in the
GATTEX group; no cases of fluid overload were seen in the placebo arm. There were 2 cases of congestive
heart failure (CHF, 3%) in the GATTEX arm, 1 of which was reported as a serious adverse event and the
other as non-serious. The serious case had onset at 6 months and was possibly associated with previously
undiagnosed hypothyroidism and/or cardiac dysfunction [see Warnings and Precautions (5.4)].

Other Less Common Adverse Reactions
Reported in less than 5% of patients treated with GATTEX:

Gastrointestinal disorders: Colonic stenosis, Pancreatic duct stenosis, Small intestinal stenosis
Respiratory, thoracic and mediastinal disorders: Dyspnea

6.2 Immunogenicity

As with all peptides, there is potential for immunogenicity. The detection of antibody formation is
highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of
antibody (including neutralizing antibody) positivity in an assay may be influenced by several factors
including assay methodology, sample handling, timing of sample collection, concomitant medications, and
underlying disease. For these reasons, comparison of the incidence of antibodies to teduglutide in the
studies described below with the incidence of antibodies in other studies or to other products may be
misleading.

Adults

Based on integrated data from two studies in adults with SBS (a 6-month randomized
placebo-controlled study, followed by a 24-month open-label study), the development of anti-teduglutide
antibodies in patients who received subcutaneous administration of 0.05 mg/kg GATTEX once daily was
3% (2/60) at Month 3, 17% (13/77) at Month 6, 24% (16/67) at Month 12, 33% (11/33) at Month 24, and
48% (14/29) at Month 30. Anti-teduglutide antibodies were cross-reactive to native glucagon-like peptide
(GLP-2) in 5 of the 6 patients (83%) who had anti-teduglutide antibodies and were tested for cross-reactivity.
In the same two studies, a total of 36 patients were tested for neutralizing antibodies: one patient developed
borderline positive neutralizing antibody responses at month 24 of the extension study. The antibody
formation has not been associated with clinically relevant safety findings, reduced efficacy or changed
pharmacokinetics of GATTEX.

Pediatric Patients 1 Year to Less than 17 Years of Age

In pediatric patients who received subcutaneous administration of 0.05 mg/kg GATTEX once daily
for 24 weeks, the rate of anti-teduglutide antibody formation at Month 6 was 19% (5/26) and was similar to
the rate of antibody formation in adult patients (17%). Of the 5 pediatric patients who had developed
antibodies to teduglutide at Month 6, 2 patients had neutralizing antibodies. However, with the longer
duration of treatment, the rate of anti-teduglutide formation at Month 12 was higher in pediatric patients with
54% (14/26), compared to that of adults (24%). Of the 14 pediatric patients who had developed antibodies
to teduglutide at Month 12, 1 patient had neutralizing antibodies.

Among the small number of pediatric patients who developed anti-teduglutide antibodies, no
association with adverse events or lack of efficacy was observed.




7 DRUG INTERACTIONS

7.1 Potential for Increased Absorption of Oral Medications

Based upon the pharmacodynamic effect of GATTEX, there is a potential for increased absorption of
concomitant oral medications. Altered mental status has been observed in patients taking GATTEX and
benzodiazepines in the adult clinical studies [see Warnings and Precautions (5.5)].

Monitor patients on concomitant oral drugs requiring titration or with a narrow therapeutic index for
adverse reactions related to the concomitant drug while on GATTEX. The concomitant drug may require a
reduction in dosage.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Available data from case reports with GATTEX use in pregnant women have not identified a
drug-associated risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes. Pregnant
women with short bowel syndrome are at risk for malnutrition, which is associated with adverse maternal
and fetal outcomes (see Clinical Considerations). In animal reproduction studies, no effects on embryo-fetal
development were observed with the subcutaneous administration of teduglutide to pregnant rats and
rabbits during organogenesis at exposures up to 686 and 657 times, respectively, the clinical exposure at
the recommended human dose (based on AUC) (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Pregnant women with short bowel syndrome are at risk for malnutrition. Severe malnutrition in
pregnant women is associated with preterm delivery, low birth weight, intrauterine growth restriction,
congenital malformations and perinatal mortality.

Data
Animal Data

Reproduction studies have been performed in pregnant rats at subcutaneous doses of teduglutide
up to 25 mg/kg twice daily (50 mg/kg/day) (about 686 times the clinical exposure (AUC) at the
recommended daily human dose of 0.05 mg/kg) and in pregnant rabbits at subcutaneous doses up to
25 mg/kg twice daily (50 mg/kg/day) (about 657 times the clinical exposure (AUC) at the recommended
daily human dose of 0.05 mg/kg) during the period of organogenesis. These studies did not reveal any
evidence of impaired fertility or harm to the fetus due to teduglutide. In a pre- and postnatal development
study in rats (gestation day 7 to lactation day 20), teduglutide did not show any significant adverse effects
on pre- and postnatal development at doses up to 25 mg/kg twice daily (50 mg/kg/day) (about 343 times
the clinical exposure (AUC) at the recommended daily human dose of 0.05 mg/kg).

8.2 Lactation

Risk Summary

There is no information regarding the presence of GATTEX in human milk, the effects of GATTEX on
the breastfed infant, or the effects of GATTEX on milk production. Teduglutide is present in the milk of
lactating rats (see Data). Systemic exposure of teduglutide to a breastfed infant is expected to be low.
However, because of the potential for serious adverse reactions in a breastfed infant, including
tumorigenicity [see Nonclinical Toxicology (13.1)], advise patients that breastfeeding is not recommended
during treatment with GATTEX.



Data

In a milk excretion study in the rat, a single subcutaneous dose of 25 mg/kg of teduglutide (81 times
the recommended daily human dose of 0.05 mg/kg based on body surface area) was administered to
lactating female rats at Day 12 postpartum. The maximum concentration of teduglutide in the milk
corresponded to 0.9% and 2.9% of the plasma concentration at 1.5 and 4 hours after dosing, respectively.

8.4 Pediatric Use

The safety and effectiveness in pediatric patients less than 1 year of age have not been established.

The safety and effectiveness of GATTEX have been established in pediatric patients 1 year to less
than 17 years of age who are dependent on parenteral support for the treatment of SBS. Use of GATTEX
in this population is supported by evidence from adequate and well-controlled studies in adults, with
additional efficacy, safety, pharmacokinetic and pharmacodynamic data in pediatric patients 1 year to less
than 17 years of age [see Dosage and Administration (2), Adverse Reactions (6.1), Clinical Pharmacology
(12.3), Clinical Studies (14.2)]. These data were derived from two studies of 24-week (Study 5) and 12-
week (NCT01952080) duration in which 41 pediatric patients were treated with GATTEX in the following
groups: 1 infant (1 year to less than 2 years), 37 children (2 years to less than 12 years) and 3 adolescents
(12 years to less than 17 years).

In these 2 studies and the corresponding extension studies (Study 6 and NCT02949362), 29 pediatric
patients were administered GATTEX prospectively for up to 94 weeks [see Clinical Studies (14.2)]. Adverse
reactions in pediatric patients were similar to those seen in adults [see Adverse Reactions (6.1)].

Juvenile Animal Toxicity Data

In a juvenile toxicity study, teduglutide was administered to juvenile minipigs at subcutaneous doses
of 0.5, 2.5 and 12.5 mg/kg twice daily (1, 5, and 25 mg/kg/day) from post-natal day 7 and continuing for
90 days). Exposures (AUC) at these doses were at least 12-, 25-, and 170-fold the pediatric clinical
exposure for ages 1 year to 11 years at 0.05 mg/kg, respectively, and 10-, 21-, and 141-fold the pediatric
clinical exposure for ages 12 years to 17 years at 0.05 mg/kg, respectively.

In juvenile minipigs, subcutaneous teduglutide caused intestinotrophic effects, gall bladder mucosal

hyperplasia, bile duct mucosal hyperplasia, and injection site reactions, similar to those observed in adult
animals.

8.5 Geriatric Use

Of the 134 patients with SBS that were treated with GATTEX at the recommended dosage of
0.05 mg/kg/day in the clinical studies, 19 patients were 65 years or older while 5 patients were 75 years of
age or older. No overall differences in safety or efficacy were observed between these patients and younger
patients, and other reported clinical experience has not identified differences in responses between the
elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled out [see
Clinical Pharmacology (12.3)].

8.6 Renal Impairment

In adult subjects with moderate to severe renal impairment or end-stage renal disease (ESRD)
(creatinine clearance <60 mL/min), the exposure to teduglutide increased with the degree of renal
impairment [see Clinical Pharmacology (12.3)]. Reduce the dosage of GATTEX by half in both pediatric
and adult patients with eGFR less than 60 mL/min/1.73 m? [see Dosage and Administration (2.3)].

8.7 Hepatic Impairment

GATTEX has not been studied in patients with severe hepatic impairment (Child-Pugh grade C). No
dosage adjustment is recommended for patients with mild and moderate hepatic impairment (Child-Pugh
grade A and B) [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

The maximum dose of GATTEX studied during clinical development was 80 mg/day for 8 days. No
unexpected systemic adverse reactions were seen. In the event of overdose, the patient should be carefully
monitored by the medical professional.



11 DESCRIPTION

The active ingredient in GATTEX (teduglutide) for injection is teduglutide, which is a 33 amino acid
glucagon-like peptide-2 (GLP-2) analog manufactured using a strain of Escherichia coli modified by
recombinant DNA technology. The chemical composition of teduglutide is L-histidyl-L-glycyl-L-aspartyl-L-
glycyl-L-seryl-L-phenylalanyl-L-seryl-L-aspartyl-L-glutamyl-L-methionyl-L-asparaginyl-L-threonyl-L-
isoleucyl-L-leucyl-L-aspartyl-L-asparaginyl-L-leucyl-L-alanyl-L-alanyl-L-arginyl-L-aspartyl-L-phenylalanyl-
L-isoleucyl-L-asparaginyl-L-tryptophanyl-L-leucyl-L-isoleucyl-L-glutaminyl-L-threonyl-L-lysyl-L-isoleucyl-L-
threonyl-L-aspartic acid. The structural formula is:
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Figure 1: Structural formula of teduglutide

Teduglutide has a molecular weight of 3752 Daltons. Teduglutide drug substance is a clear, colorless
to light-straw—colored liquid.

Each single-dose vial of GATTEX contains 5 mg of teduglutide as a white lyophilized powder for
reconstitution and administration by subcutaneous injection. In addition to the active pharmaceutical
ingredient (teduglutide), each vial of GATTEX contains 3.434 mg dibasic sodium phosphate heptahydrate,
3.88 mg L-histidine, 15 mg mannitol, and 0.644 mg monobasic sodium phosphate monohydrate as
excipients. No preservatives are present.

At the time of administration, the lyophilized powder is reconstituted with 0.5 mL of Sterile Water for
Injection, which is provided in a single-dose prefilled syringe. A 10 mg/mL sterile solution is obtained after
reconstitution. Up to 0.38 mL of the reconstituted solution which contains 3.8 mg of teduglutide can be
withdrawn for subcutaneous injection upon reconstitution.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Teduglutide is an analog of naturally occurring human glucagon-like peptide-2 (GLP-2), a peptide
secreted by L-cells of the distal intestine. GLP-2 is known to increase intestinal and portal blood flow and
inhibit gastric acid secretion. Teduglutide binds to the glucagon-like peptide-2 receptors located in intestinal
subpopulations of enteroendocrine cells, subepithelial myofibroblasts and enteric neurons of the
submucosal and myenteric plexus. Activation of these receptors results in the local release of multiple
mediators including insulin-like growth factor (IGF)-1, nitric oxide and keratinocyte growth factor (KGF).

12.2 Pharmacodynamics

Intestinal Fluid Absorption

The ability of GATTEX to improve intestinal absorption was studied in 17 adult subjects with Short
Bowel Syndrome (N=2-3 per dose group) using daily doses of 0.03, 0.1, 0.15 mg/kg (doses ranging from
0.6 to 3times the recommended dose) in a 21-day, open-label, multi-center, dose-ranging study. All
subcutaneous (abdomen) doses studied, except 0.03 mg/kg once daily, resulted in enhanced
gastrointestinal fluid (wet weight) absorption of approximately 750 to 1000 mL/day, and increased villus
height and crypt depth of the intestinal mucosa.

Cardiac Electrophysiology

At a dose 5 times the recommended dose, GATTEX did not prolong the QT interval to any clinically
relevant extent.

12.3 Pharmacokinetics

Absorption
In healthy subjects, GATTEX administered subcutaneously had an absolute bioavailability of 88%
and reached maximum plasma teduglutide concentrations at 3 to 5 hours after administration. Following a
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0.05 mg/kg subcutaneous dose in SBS subjects, the median peak teduglutide concentration (Cmax) was
36 ng/mL and the median area under the curve at steady state (AUCtu) was 0.15 pugehr/mL. No
accumulation of teduglutide was observed following repeated subcutaneous administrations.

The Cmax and AUC of teduglutide was dose proportional over the dose range of 0.05 to 0.4 mg/kg (up
to 8 times the recommended dose of GATTEX).

Distribution
In healthy subjects, teduglutide has a volume of distribution (103 mL/kg) similar to blood volume.

Elimination

Metabolism

The metabolic pathway of teduglutide was not investigated in humans. However, teduglutide is
expected to be degraded into small peptides and amino acids via catabolic pathways, similar to the
catabolism of endogenous GLP-2.

Excretion

In healthy subjects, teduglutide plasma clearance was approximately 123 mL/hr/kg which is similar
to the GFR suggesting that teduglutide is primarily cleared by the kidney. Teduglutide has a mean terminal
half-life (tu2) of approximately 2 hours in healthy subjects and 1.3 hours in SBS subjects.

Use in Specific Populations

Geriatric Patients

No differences were observed between healthy subjects younger than 65 years and those older than
65 years. Experience in subjects 75 years and above is limited.

Pediatric Patients

Following subcutaneous administration, similar steady state Cmax Of teduglutide across age groups
was demonstrated by population pharmacokinetics modeling (see Table 2). However, lower AUC was seen
in pediatric patients 1 to 17 years of age as compared with adults and increases with increasing age.

Table 2: Teduglutide Pharmacokinetic Parameters Following Subcutaneous Dosing of

GATTEX 0.05 mg/kg by Age Groups
Parameters (Mean + SD)
Age
Cmax' SsS (ng/mL) AUCSS (ng'h/mL) CL/F (L/h) t1/2 (h)
12 to 17 years (n=3) 29.7+84 154+ 17.6 13.0+£2.3 | 1.0£0.01
1to 11 years (n=37) 335+115 128 + 56.7 745+21 | 0.7%£0.2

Male and Female Patients
No clinically relevant gender differences were observed.

Patients with Renal Impairment

In adult subjects with moderate to severe renal impairment or end stage renal disease (ESRD)
(creatinine clearance <60 mL/min), the Cmax and AUCo-int Of teduglutide increased with the degree of renal
impairment following a single subcutaneous dose of 10 mg GATTEX. Teduglutide exposure increased by
a factor of 1.6, 1.4, and 2.1 (Cmax) and 1.5, 1.7, and 2.6 (AUCo.in) in subjects with moderate, severe renal
impairment and ESRD, respectively, compared to healthy subjects [see Dosage and Administration (2.3),
Use in Specific Populations (8.6)].

Patients with Hepatic Impairment

Subjects with moderate hepatic impairment (Child-Pugh Class B) had an approximately 10 to 15%
lower teduglutide Cmax and AUC compared to healthy matched control subjects after a single subcutaneous
dose of 20 mg GATTEX. This reduction in teduglutide exposure is not thought to be clinically meaningful.
GATTEX was not studied in subjects with severe hepatic impairment (Child-Pugh Class C).
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Drug Interaction Studies

Clinical interaction studies were not performed. No inhibition or induction of the cytochrome P450
enzyme system has been observed based on in vitro studies although the relevance of in vitro studies to
an in vivo setting is unknown.

13  NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenic potential of GATTEX was assessed in 2-year subcutaneous carcinogenicity studies in
rats and mice. In a 2-year carcinogenicity study in Wistar Han rats at subcutaneous doses of 3, 10, and
35 mg/kg/day (about 15, 41, and 199 times the exposures [AUC] achieved at the recommended daily
human dose of 0.05 mg/kg, respectively), teduglutide caused statistically significant increases in the
incidences of adenomas in the bile duct and jejunum of male rats. In a 2-year carcinogenicity study in
Crl:CD1(ICR) mice at subcutaneous doses of 1, 3.5, and 12.5 mg/kg/day (about 32, 66, and 244 times the
exposures [AUC] achieved at the recommended daily human dose of 0.05 mg/kg, respectively), teduglutide
caused a significant increase in papillary adenomas in the gall bladder; it also caused adenocarcinomas in
the jejunum in male mice at the high dose of 12.5 mg/kg/day.

Teduglutide was negative in the Ames test, chromosomal aberration test in Chinese hamster ovary
cells, and in vivo mouse micronucleus assay.

Teduglutide at subcutaneous doses up to 25 mg/kg twice daily (50 mg/kg/day or at least 202 times
the clinical exposure (AUC) at the recommended daily human dose of 0.05 mg/kg) was found to have no
adverse effect on fertility and reproductive performance of male and female rats.

14 CLINICAL STUDIES
14.1 Treatment of SBS in Adults
Study 1 (Placebo-controlled) and Study 2 (Open-label Extension of Study 1)

Study 1 (CL0600-020, NCT00798967)

The efficacy, safety, and tolerability of GATTEX was evaluated in a randomized, double-blind,
placebo-controlled, parallel-group, multi-national, multi-center clinical study (Study 1) in adults with SBS
who were dependent on parenteral nutrition/intravenous (PN/L.V.) support for at least 12 months and
required PN at least 3 times per week. For 8 weeks (or less) prior to randomization, investigators optimized
the PN/L.V. volume of all patients. Optimization was followed by a 4-week to 8-week period of fluid
stabilization. Patients then were randomized (1:1) to placebo (n=43) or GATTEX 0.05 mg/kg/day (n=43).
Study treatment was administered subcutaneously once daily for 24 weeks. PN/L.V. volume adjustments
(up to 30% decrease) and clinical assessments were made at 2, 4, 8, 12, 20, and 24 weeks.

The primary efficacy endpoint was based on a clinical response, defined as a patient achieving at
least 20% reduction in weekly PN/I.V. volume from Baseline (immediately before randomization) to both
Weeks 20 and 24.

The mean age of patients was 50 years. Mean duration of PN/I.V. dependency prior to enroliment
was 6 years (range 1 to 26 years). The most common reasons for intestinal resection leading to SBS were
vascular disease (34%, 29/85), Crohn’s Disease (21%, 18/85), and “other” (21%, 18/85). Stoma was
present in 45% (38/85) of patients, and the most common type was jejunostomy/ileostomy (82%, 31/38).
The mean length of remaining small intestine was 77.3+64.4 cm (range: 5 to 343 cm). The colon was not
in continuity in 44% (37/85) patients. At baseline, the mean (+ SD) prescribed days per week for PN/I.V.
infusion was 5.73 (+1.59) days.

The percentages of treatment group responders were compared in the intent-to-treat population of
this study which was defined as all randomized patients. Sixty-three percent (27/43) of GATTEX-treated
patients versus 30% (13/43) of placebo-treated patients were considered responders (p=0.002).

At Week 24, the mean reduction in weekly PN/L.V. volume was 4.4 Liters for GATTEX-treated
patients (from pre-treatment baseline of 12.9 Liters) versus 2.3 Liters for placebo-treated patients (from
pre-treatment baseline of 13.2 Liters/week) (p<0.001).

Twenty-one patients on GATTEX (54%) versus 9 on placebo (23%) achieved at least a one-day
reduction in PN/L.V. support.

The mean changes from Baseline in PN/I.V. volume by visit are shown in Figure 2.
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Figure 2: Change (£95% CI) in PN/I.V. volume (L/week)

Study 2 (CL0600-021, NCT00930644)

Study 2 was a 2-year open-label extension of Study 1 in which 88 patients received GATTEX
0.05 mg/kg/day. Ninety-seven percent (76/78) of patients who completed Study 1 elected to enroll in
Study 2 (37 received GATTEX; 39 received Placebo). An additional 12 patients entered Study 2, who had
been optimized and stabilized but not randomized in Study 1 because of closed enrollment.

30 months exposure

Thirty GATTEX patients completed a total duration of 30 months (Study 1 followed by Study 2
treatment). Of these, 28 patients (93%) achieved a 20% or greater reduction of parenteral support (PS). Of
responders in Study 1 who had completed 2 additional years of continuous treatment with GATTEX,
96% (21/22) sustained their response to GATTEX. The mean reduction in PN/I.V. (n=30) was 7.55 L/week
(a 66% reduction from baseline). Ten patients were weaned off their PN/I.V. support while on GATTEX
treatment for 30 months. Patients were maintained on GATTEX even if no longer requiring PN/L.V. support.
These 10 patients had required PN/I.V. support for 1.2 to 15.5 years, and prior to GATTEX had required
between 3.5 L/week and 13.4 L/week of PN/I.V. support. At the end of study, 21 (70%), 18 (60%) and
18 (60%) of the 30 completers achieved a reduction of 1, 2, or 3 days per week in PN/I.V. support,
respectively.

24 months exposure

Of the 39 placebo-treated patients from Study 1 entering Study 2, 29 completed 24 months of
treatment with GATTEX. The mean reduction in PN/L.V. was 3.11 L/week (an additional 28.3% reduction)
from the start of Study 2. Sixteen (55%) of the 29 completers achieved a 20% or greater reduction of PS.
At the end of the study, 14 (48%), 7 (24%) and 5 (17%) achieved a reduction of 1, 2, or 3 days per week in
PN/I.V. support, respectively. Two patients were weaned off their PN/I.V. support while on GATTEX. Of the
12 patients entering Study 2 directly, 6 completed 24 months of treatment with GATTEX. Similar effects
were seen. One of the six patients was weaned off their PN/I.V. support while on GATTEX.

Study 3 (Placebo-controlled) and Study 4 (Blinded Uncontrolled Extension of Study 3)

Study 3 (CL0600-004, NCT00081458)

Study 3 was a randomized, double-blind, placebo-controlled, three parallel-group, multinational study
in adults with SBS who were dependent on parenteral nutrition/intravenous (PN/I.V.) support for at least
12 months and required PN at least 3 times per week. After a period of optimization and stabilization similar
to Study 1, patients were randomized to receive 24 weeks of one of the following treatment regimens:
GATTEX 0.05 mg/kg/day (n=35), GATTEX 0.1 mg/kg/day (twice the recommended dose) (n=33), or
placebo (n=16). GATTEX 0.1 mg/kg/day is not a recommended dosage [see Dosage and Administration
(2.2)]. The treatment groups were compared using the intent-to-treat population of this study which was
defined as all randomized patients who were administered at least one dose of study drug. This population
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contained one less patient in the 0.1 mg/kg/day dose group hence n=32 in this group for all analyses. The
primary efficacy endpoint was a graded categorical score that did not achieve statistical significance for the
high dose. Further evaluation of PN/I.V. volume reduction using the endpoint of response (defined as at
least 20% reduction in PN/I.V. fluid from Baseline to Weeks 20 and 24) showed that 46% of patients on
GATTEX 0.05 mg/kg/day responded versus 6% on placebo. Patients on GATTEX in both dose groups
experienced a 2.5 L/week reduction in PS requirements versus 0.9 L/week for placebo at 24 weeks.
Two patients in the GATTEX 0.05 mg/kg/day dose group were weaned off PS by Week 24.

Study 4 (CL0600-005, NCT00172185)

Study 4 was a blinded, uncontrolled extension of Study 3, in which 65 patients from Study 3 received
GATTEX for up to an additional 28 weeks of treatment. Of responders in Study 3 who entered Study 4,
75% sustained response on GATTEX after one year of treatment. In the GATTEX 0.05 mg/kg/day dose
group, a 20% or greater reduction of PS was achieved in 68% (17/25) of patients. The mean reduction of
weekly PN/L.V. volume was 4.9 L/week (52% reduction from baseline) after one year of continuous GATTEX
treatment. The patients who had been completely weaned off PN/I.V. support in Study 3 remained off PS
through Study 4. During Study 4, an additional patient from Study 3 was weaned off PS.

14.2 Treatment of SBS in Pediatric Patients

Study 5 (TED-C14-006, NCT02682381)

Study 5 was a 24-week, multicenter study conducted in 59 pediatric patients aged 1 year through
17 years with SBS who were dependent on PS. Patients chose whether to receive GATTEX or standard of
care (SOC). Patients who chose to receive GATTEX treatment were subsequently randomized in a
double-blind manner to 0.025 mg/kg/day (n=24) or 0.05 mg/kg/day (n=26), while 9 patients enrolled in the
SOC arm. Randomization to the GATTEX dose groups was stratified by age.

Patients treated with 0.05 mg/kg had a mean age of 6 years at baseline. The most common reasons
for intestinal resection leading to SBS were gastroschisis (54%, 14/26), midgut volvulus (23%, 6/26), and
necrotizing enterocolitis (12%, 3/26). Stoma was present in 19% (5/26) of patients, and the most common
type was jejunostomy (80%, 4/5). The mean length of remaining small intestine was 47 (+28) cm (range:
9to 120 cm). In the 25 patients who had remaining colon, the colon was in continuity in 22 patients. At
baseline, the mean PS volume was 60 (x29) mL/kg/day (range: 24 to 133 mL/kg/day) [8 (x4) L/week
(range: 3 to 19 L/week)] and mean PS infusion time was 7 (+1) days/week (range: 5 to 7 days/week) and
11 (£3) hours/day (range: 7 to 20 hours/day).

Results described in Table 3 correspond to the recommended GATTEX dosage of 0.05 mg/kg
subcutaneously once daily.

Table 3 Summary of Efficacy Endpoints at Week 24* for Study 5 — Patients treated with GATTEX
0.05 mg/kg/day (N = 26)

Efficacy Endpoints Results
Reduction in PS volume of at least 20%, n/N (%) 18/26 (69%)
Achieved enteral autonomy, n/N (%) 3/26 (12%)

Reduction in PS infusion of 21 day/week, n/N (%) | 10/26 (38%)

Change in PS volume from baseline (mL/kg/day), | -23 (18) mL/kg/day [-42% (29%)]
mean (SD) and [mean% (SD)]

*Results based on patient diary data, ITT population

Study 6 (SHP633-304, NCT02954458)

Study 6 was a prospective, open-label, long-term extension study of pediatric patients who completed
Study 5. In the extension study, patients received additional treatment with GATTEX 0.05 mg/kg
subcutaneously once daily if they deteriorated or stopped improving after discontinuation of prior GATTEX
treatment. Of the 15 patients who initially responded in Study 5 and enrolled in Study 6, 13 patients (87%)
required additional treatment with GATTEX. Efficacy results at the end of the first 24-week treatment period
in Study 6 (total treatment for a mean of 40 weeks) were similar to those achieved at the end of 24 weeks
treatment in Study 5. One additional patient treated with 0.05 mg/kg in Study 5 eventually achieved enteral
autonomy during follow-up in Study 6.
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16 HOW SUPPLIED/STORAGE AND HANDLING

GATTEX (teduglutide) for injection is supplied as 5 mg of teduglutide as a white, lyophilized powder
for reconstitution in a sterile, single-dose glass vial with 0.5 mL Sterile Water for Injection in a single-dose
prefilled syringe. The product to be dispensed is either a one-vial kit or a 30-vial kit.

One-vial kits are pre-assembled and ready to be used:

GATTEX 5 mg One-vial Kit (NDC 68875-0103-1):
e One single-dose vial of 5 mg teduglutide (NDC 68875-0101-1)
e One disposable prefilled syringe containing 0.5 mL Sterile Water for Injection USP for
reconstitution, with a separate needle (22G x 1% in) to attach to the syringe
e One sterile disposable 1-mL syringe with needle (26G x 5/8 in) for dosing
e Four alcohol swabs

Storage and Handling of One-Vial Kit
Prior to Dispensing:
e Store GATTEX 5 mg Strength one-vial kits refrigerated at 2°C to 8°C (36°F to 46°F). Do not
freeze. Do not use beyond the expiration date on the label.

After Dispensing by the Pharmacist:
e Store GATTEX 5 mg Strength one-vial kits at room temperature up to 25°C (77°F). Do not
freeze. Dispense with a 90-day “use by” dating.

GATTEX is also supplied in 30-vial cartons to be assembled by the dispensing pharmacist into a
30-vial kit by transferring the trays containing 30 vials from a Carton of Drug Vials into a Carton of
Ancillary Supplies:

GATTEX 5 mg Carton of Drug Vials (NDC 68875-0101-2):

e Thirty single-dose vials of GATTEX 5 mg (NDC 68875-0101-1)

e Carton of Ancillary Supplies:
0 Thirty disposable prefilled syringes containing diluent (0.5 mL Sterile Water for Injection

USP) for reconstitution

o0 Thirty separate needles (22G x 1% in) to attach to the syringes for reconstitution
0 Thirty sterile disposable 1-mL syringes with needle (26G x 5/8 in)
o Sixty alcohol swabs

The final assembled 30-Vial Kit should contain the items:

GATTEX 5 mg Strength 30-Vial Kit (NDC 68875-0102-1):
e Thirty single-dose vials of 5 mg teduglutide (NDC 68875-0101-1)
e Thirty disposable prefilled syringes containing 0.5 mL Sterile Water for Injection USP for
reconstitution, with 30 separate needles (22G x 1%z in) to attach to the syringes
e Thirty sterile disposable 1-mL syringes with needle (26G x 5/8 in) for dosing
e  Sixty alcohol swabs

Storage and Handling of 30-Vial Cartons and 30-Vial Kits
Prior to Dispensing:
e Store GATTEX 5 mg vials refrigerated at 2°C to 8°C (36°F to 46°F). Do not freeze. Do not
use beyond the expiration date on the label.
e Store the Carton of Ancillary Supplies at room temperature up to 25°C (77°F).

After Dispensing by the Pharmacist:
e Store GATTEX 5 mg Strength 30-vial kits at room temperature up to 25°C (77°F). Do not
freeze. Dispense with a 90-day “use by” dating.
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17  PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for
Use).

Acceleration of Neoplastic Growth

Advise patients and their caregivers that they will need to undergo clinical examinations and repeated
colonoscopies (or alternate imaging/diagnostics, such as fecal occult blood testing) during treatment with
GATTEX to monitor for the development of polyps and/or neoplasia of the Gl tract [see Warnings and
Precautions (5.1)].

Intestinal Obstruction
Advise patients and their caregivers to immediately contact their healthcare provider if they
experience any symptoms suggestive of intestinal or stomal obstruction [see Warnings and Precautions

(5.2)].

Biliary and Pancreatic Disease

Advise patients and their caregivers that laboratory assessments will be done periodically while on
GATTEX to monitor for the onset or worsening of gallbladder, biliary and pancreatic disease, and to report
immediately to their healthcare provider if they develop symptoms suggestive of cholecystitis, cholangitis,
cholelithiasis or pancreatic disease [see Warnings and Precautions (5.3)].

Fluid Overload

Advise patients and their caregivers to immediately contact their healthcare provider if they develop
fluid overload or symptoms of congestive heart failure while on GATTEX [see Warnings and Precautions
(5.4)].

Fluid Imbalance

Advise patients and their caregivers of the risk of fluid and electrolyte imbalance with discontinuation
of GATTEX, and to contact their healthcare provider if they develop symptoms suggestive of electrolyte
imbalances [see Warnings and Precautions (5.4)].

Increased Absorption of Concomitant Oral Medication

Instruct patients and their caregivers to report to their healthcare provider any concomitant oral
medications that they are taking in order to assess any potential for increased absorption during GATTEX
treatment of those oral medications requiring titration or with a narrow therapeutic index [see Warnings and
Precautions (5.5)].

Lactation
Advise women that breastfeeding is not recommended during treatment with GATTEX [see Use in
Specific Populations (8.2)].

GATTEX® is a registered trademark of Shire-NPS Pharmaceuticals, Inc., a Takeda company.
©2021 Takeda Pharmaceutical Company Limited. All rights reserved.
Patented: please see https://www.shire.com/legal-notice/product-patents

Manufactured for:

Shire-NPS Pharmaceuticals, Inc.
300 Shire Way

Lexington, MA 02421

USA

For information about GATTEX contact:
Shire-NPS Pharmaceuticals, Inc.

300 Shire Way

Lexington, MA 02421

USA

1-800-828-2088

www.GATTEX.com
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j—o

£ 1: RASBSEEZXNG L L7 7 R BEBRICRIT 5 ERBIEA* (Study 1% UStudy 3)

77ER #%10.05 mg/kg/ B
(N=59) (N=77)
RIVER (%) (%)
[ 22 30
L 20 23
RGE R G? 12 21
R R 2 20
S B3 12 13
N - 10 12
Ko7 7 12
WA OES 7 10
53] 7 9
BAREGR 3 7
A 7T e 2 7
B H i 2 5
Nk 0 5
AR e 758 0 5

* AFIBETE%LL Lo 7 7 B ARREL O B BBEE O m O EIER,

1089, EIEMR. THESRZ &,

2 FRGERYE, BORBEZR, WHIEK, RIS, WEEAR, SR, UA VAN ERGERERE ST,

S VESTERALIMAE, TEGTEALALBE, RSSO E . TEAEAIERR ., RGO ., VRSN G, AL, TSR
DRI BB e,

4K ATT, RRTETRIE, RIE, SR UERE, (MR . EIRGEE ST,

SHEBE, BB, TUAX—MEER, £ HFE, BURKS, 392, IREIE, Tz &,

61 TNTUW, A TN FRERBRE ST,

7 MAE, REEEMAE, ALELMAE, MR, Witk ST,

8 RHE (3%1) KRONEIRGE (161 %&Eie,

R p—=vEH T SEFIZI S A

7T AR REER (Study 1% O8Study 3) ICBWT A h—~&2HFT5HREBMGD I L, HLE A F—
~ A OHEDREMIE L, A40.05 mg/kg/ H #E42% (13/3141]) KONT T &R #E14% (3/226]) T -
776

I~ TR O /N BHE

2438 4% 5 K O 23 4% - D 25 BRIC B T, 1~17% R0 0 /B3 41451 23 A%10.05 mg/kgl H D 4%
B oS\ FTe [0 BEEIZ B S0 8.4) | Eik#EE 142) M) . ke LT, KFIOR
BT BT 7 A VTR A L RERTH o7z, 4LHEF CEEE) @O R HithiR SR BRICk W T, 74
P EOF 7= 72 BB AILRD b o7,



FZH LN D EIER

7EH T~ & FIEA
A VERE

R ASBSHEFH & x5t & LTI IRARBRIC I\ T, 361 (& THM) EMEREL & 2K S/, Study 2
TV TAA0.05 mg/kg/ H D52 52015 Tuiz, ARAIOFG204FERTIT A 2 3 Jwind B #IZ X 2 185
TSR IE OTEFRE . K OCTHIRIZ & Dﬂﬂﬁ%{% WD TN, ARFIE G115 A #ICFE AR
BrElE sl S iz, 201X R WEEEEN & Y | KA OZE 125 A% K O35 A %I

(7 B R OFE/ N & 2 S [‘ﬁﬁt&(v/ﬁfu@g (6.1) 2H] .

BARY —7

R ASBSHEE x5 & LI RRBRIZE W T, UGB REBRBGZICIHIEER Y —7 L2 S nT,
77w AR EBRIZIB T, T AREEOLB96] (2%) M OVRAI0.05 mg/kg/ H #£ O 1/10941 (1%) 723
AR ) —7 LW Bh ABICRIEREA h—~, KO5» HRZRICSIKFEBOBER) . %0 D12
BTk G B TR B L, 20 KIGHEMIE [A410.1 mg/kg/ B (HESEH EOfE &) BECT6x» AKE
Fi. K TR0.05 mg/kg/ HBET7 0 HREAD | 2B MEAR U — 7" (R410.1 mg/kg/ H BE T H REA,
o 00.05 mg/kgl HRET24 5 HRFR) o ABNSHEIGIE NG E R IE  (A5410.05 mg/kg/ H #E T24~29 7 H Iy
A0 NSRRI IRIE  (710.05 mg/kg/ HBECT24 5 ARER) | WBNC KGR Y —7 (BRI, K
#10.05 mg/kg/ H B C24 % HRER) . WBNZEIGRIEMEAR Y —7 (#410.05 mg/kg/ H #ET104 HREAD) |
R OGN D07+ 38R U — 7 (AKF#10.05 mglkg/ HEE T35 RS NSz [BEAR O
LoME 61) ZH]

NROEGERRER (RR6HEMEE) Tk, WNCEGR Y —7 (EHRER, EEkR 0 KGNS
MAETIIHRASNT) Dbl
H EPA%E

% ASBSHEFE OERAER Tl, 1261c1m Ll EDOIERAZE RAENFEL L, WiRIZT 7 B R ERER T
6f. Mk GREBRCofl Th 7=, 7T BRI O6HIXE TAAIRETH D . AH0.05 mg/kg/ H i
TITTH| (4%) . AHKI0.1mgkg/H HELEFHEOMGE) BET3/32%] (9%) THo7=, 77 BAREETO
FHEII BN o7, 1H~61 H ORI LT, MO GRBRTIX. 66 (& TAH
0.05 mg/kg/ HBE) 2372 ICIEPHZE Sz L2l s vz (6H~19% H ORIZHEHE) . 77 B ARxTIREER
DD H B, 26Tk G EBR CRER RN A LT, %K%ﬁ&“%ﬁ%ﬁﬂ%aﬁ%/ WAEE RHL L4

8B 5B 261 B3NEERIILIEIN 2, 1BIRARIII AN e LB L Ule [BHER O EOVEE (5.2)
=M

NROEERHAER (RR6MERKE) TiX, 1PN L 2EERRERNRBO N, 7727
NTF FORERWNC L D LEZRS EE L, EGEHEROERIZALNRN-T,

HE28 K OMEAE I ONZ AR 2

NEEE N ORI BRI LT, BRASBSIEHE O 7' 7 LA EBRICI W T, 3B IBEER & i ST
(A#410.05 mg/kg/ B #E, 2HNCHELRBOBAEEH V) 77 BRHETEIALNR o7, Z D30
O BHUGNIAEFEEZR AL 2B L, BRI 220 7, 780 0201 3% B . FREAYARSERTHIIN 252
2o PR D555 TI, 461 :%‘iﬂﬁ%“ BN R MAAE, IBNZIRE X T > b DFZEIC
BeH T DAY 5 SWAFEEL L7z, IR BT L TiX, A D7 7 B ARt EBRIC VT, 1] (R




#10.05 mg/kg/ H i) 2542547 A RICEMETEN & 21 Sivic, AN Oflklese 53R T, 1AM
Wege, WIS aEleER LW S iile [BER O LOEE 63) 2T

Ky ite E fnf

RADT T B RFRBRICIB N T, 77 B AREEO2594] (3%) K OAAIREDS/TTH] (10%) 1ZHRRY
PEEREDS . AFIBEOUTIH (1%) IZKDPBAM N A LN, 77 B RBEIKGBAR TSI/
7o ARABED2] (3%) 129 o MELARNA LIV, 2 BIBNTEE, 1BIIXIEEE2RIER & ks
iz, EEZREIER & Il S EBFIL6» AR THRILL, T E TIZBB S T e o 72k
PRESREIR MIER O UL D REREE L B2 b Bl bd 0 LI S [BERORH Lot E (5.4)
=

EIUZH 5415 Z DM DFIEH

KENF G B DSRRTGIZHA BN TND ¢
FHGEE « wEMpkaE, BREIRAE, /NIRAE
PEG 73, B35 Lo Ol 2= W% IR

6.2 SR

B2TOXTTF R EFEGE, REREORREMEEZ AT 2, TURER ORI, BIERE & R R~ DK
FENE S AETOHUE (FRitEzEte) BIEORBRITNEE., MIEOTD Hu, IR
. DERZE, FRBZEOKEA RBROEBELZZTHZE0NH5H, ZRHOBHIZL Y, LLFORERIC
BT T 2 70T R 2 PR 2 th OB X3 O B COHURIEELR L g3 25 L iRfg
R BENRD D,

A

FRASBSZ x5 & L7220 DikBk (64 H DIEMER(L YT & st BBk i< 245 A DIFE
akBR) OMAET — XIS &, AHFI0.05 mglkg/ H O TH#5 2% - BEICBWTHT T 2/ VF
REUEOFEBLF X, Month 3F5T3% (2/60f1) . Month 6/, T17% (13/77f5) . Month 1251 C
24% (16/67f51) . Month 241§ ,5C33% (11/33f%1) . Month 3055 CT48% (14/29%1) T o7z, L7 T
2 I NVTF PR E A LR ZEMIGHERBR &2 T 726610 5 B, 561 (83%) THLT 7 = 7/ /VF RHUANK
I TNV Ty T AERTF R (GLP-2) ITHhT D REGZ R LTc, MatBRIZIWN T, G EF36M12 1
PUAKRA 232 1), 105 A3kt 56 53R BR 12 35\ C Month 2485 87 CEE RS o th FnfiiksOs 2 Rk Lz, HT
RTERL & AR O BRIRAIE R D & 2 ZAVEFT i, ARWEDIR T SR EIRE D 2L & o B M TR S
FONGAVAIAN

1~ 17 AR D/ BE

AF0.05 mg/kgA 1 H 1Al 24 TG L7/ NLBEIZHB VT, Month 6,8 COHLT 7 = 7 /L F
RHUARIEHL=R1T19% (5/260]) T, MRANEE OHUAREELR (17%) & [FAERTH -7, Month 6iF R TT
T a VT R T AHUREZRBL L5605 5, 263 fibiEz A LT\, =720, &58E»N
FEMonth 122FF 5 COPLT 7 2 7V F REUERBLRIL, NI TIrE54% (14/12641) ToH Y A (24%)
E LR LD o7z, Month 12855 C7 7 = 7V F RIZHT PR 288 L2 1460/ NEEBE O H 5|
WA FIHUARZ A L Tie,




T T 27 VF FHRIEEZRE LD EO/NEBREIZRBNT, BAEFES, Aatoxan s oEEM I
TRIEE TV,

7 EYHEEEH

71 BERF ORIRED FTREM:

ARAN DO ZFIENCIES & OFRRE AR ORI T 2 BTN DD, A D ERKEER TAA
XY VT RE LRI O L TOIC BB ITFIREO BB SN TN D [BEEL O L
D/EE (65) ZH]

MR 2 L2 &3 28 ARSUTIR IO RN A A 2 B3 2 5813, BFAERIC X 2RIER 0%
RNz E=2 V745 L, fIHERORGBOBEPLERGEND D,

8 KRl BEERMICBIT AR
8.1 IEiE

U X7 OBE

IR~ DARFR G- DIEFREN O/ ONT =208 D &, FERERMERE, WE, SUIREAE
L <ERIBE~DEFFREE L HY) & OREVETIRE SN TWR, FIGIEWGEE 2 A3 2 i LR &R
FEOVRAIBHY | KEEE &L RHAROCBRR~OFERZEIEENEN DL ( THKI#HFHE) =
M) o BT OGRS AR T, SRETRRMIOMIES v RRO U FRICENENT T 2 ST
R 2 R HEE I B CORIREE & (AUCICE D<) Dgmi686f5 & U657 DI & TR TG Lz &
A BB E~DEEIHONI2h ol ([7—=5) ZH) ,

I BE RN D EHE 2 R REE OMEDOHEST =V AZIIRHTH D, & TOERITAE
KMERAR, FEPE XTI OB ERIRIFOE RV A7 2H L TW5, KEO—REMIZBW T, BENIZ
RO BT HIRIZIT A EE R KRB R OREDOHEEE = U A7 1%, £NEN2%~4% K M15%
~20% T 5,

i A ) A 2 T

HRBIZBTE L2 FHE, WIS ~D Y X2

FIBIERRRER A BTSSR AERE D U 27 288 0 | AT OB DR AR 1L R0, S (R,
FENBREE RS, SRR, AENET & Bl 55,

7k

BT —5

AR A TR BR T, BB R OEIRET v v ~OT T 2 7 VT R K1H2[E125 mg/kg (50 mg/kg/
H)  [FEREHESEH §0.05 mg/kg/ H T ORI B ORI686f% (AUCIZHSL) ] O F#HE, KU
B O 7 Y ¥ ~D i K1H 27125 mg/kg (50 mg/kg/ H) [ EEPRHESE ) £:0.05 mg/kg/ H T DK
WkiE B OFI657E (AUCIZHESL) ] DR THREGICRVFERM LT, TOMKR, 77270 F RIZLD
AFHRE L OB A~DOFEREBIIR D DN oz, T v b TOHARKOHAER ORARER (TR
TEHMOEF20H) T, 77 27 VF RigR1B2[E25 mgkg (50 mg/kg/ B)  [EGERAELE &

0.05 mg/kg/ A T O KRIEFZE R DOKI3434% (AUCIZHSL) ] oEiIck v, HAEREROHAZORAE



(A EREBITRD bRinoT,
82 &I

U X7 OWE

ARANDFIT T A~DBAT, RIS L DAAN DI A~DFE, SUTFLIT DU 2 AH ORI
TOHERITR, TT 27N F FERATOT v FOHLICBAITT D ([F=5) ) . 7T =27
11/3" FORAF OALR~DOEHFRITENEEZOND, 72720, WAL LEREAKEZ ST EE

REWER OB NN D12 [HgkZ R 13.1) 2] | Zﬁﬁﬂﬁfqu@?i‘?L&i?E”j‘iféh@b\:
EEREBEITHATDZ L,

74

7 v MLHBITREBRTIX. HELRBEHEORLTOMT v MIT T 2 7 VT R25 mglkg [ERRHESEH
#0.05 mg/kg/ H O81f% (KFREMEIZHESL) ] OHRBIK TG L2 A, JUIFHICBITLET T
=2 JVTF ROREREIL, BELoRR% LK O4RER% T, - Z g hiEE00.9% &K UR2.9% Th -
7.

84 /NE~DEEA
LA D/NR BB BT D %N R OB RWEITHEL ST TV7RW,

1~ 175 AT DRRFRARAE R & B &3 5/ NRBEIZII1T 5SBSIEH & L T, AFI DLV R OVE 2k
ITHESL STV D, Z DORIREBEF ~DOARFNEG1L, EJZ)\%EXT%%J: L7t Zextifz & L<EH I
kB, W NI~ 17RO/ B G & LIz, Zeatt, RmEhek O 2T — 4%

IRV EMSToNTWD [HE - A 2) . @IfEA 6.1) | ERERE 123) | #k#E 142) =
W] ZoT—21%, 53248 F'ﬁ (Study 5) M OM2i8[E (NCT01952080) D2:ERA S5 Hi
THY, R (LELh E2rkRnm) | WA (2Ll R125R) K OVE D36 (125 LL R175%
i) OEFHAFINPAF 2R G iz,

ZID OB L O T B I < ke 55Uk (Study 6% U'NCT02949362) Ti, /N 294173
BRO4EM . Al X SRR Z B ST [k 14.2) M) NRBEIZBT DRIERFREBLR
DUTRN R CTH T [AIEH 6.1) 2H]

s T OwEMERBR T — 2

A O TR T, A I =7 XICAEKRTANGIORRBICOIEY, 7T 27 0F K&l
H2[R0.5, 25% TN2.5mg/kg (1, 5% 025 mg/kg/H) OHETHR F#E Lz, 2 bOHETORE
& (AUC) 1. =N, FEEHELEFH£0.05 mg/kg/ B TOLAH & 11 D /N O i FRIR R £ 0 124%
25(5 K D705 LA T 1250 B AT O /N O B IRIEER B D 1065, 2165, 14150 ECTh -7,

NFEI =T 2 TR, 77 aZ0F FORTHREGIZIY . IBREFEM, IS, NHE R
TR ERERALRE 2 7m Ly B THONTZ b D LRI TH -~ 7,

85 HEHEE~DHEH

BIREBRIZ 3 W TARKI O HELE H £:0.05 mg/kg/ H O 5-% 517 7-SBSEF 134K D 5 B, 1941]1X655% LA
BT, ) B5HIIETSU EThoTe, T O DBE LIEREEE L O TLEM, ARMEICEL T2
RI7RE TR LT, £, BE SN TV AMOBERRBRICBWTYH, miBE LIEREmEBEE Lo

10



B CTIRIRICH T D ROSDENTRD b TV RN S DD, EXEOEVEEE R ND 2L bHETE
RN [ (12.3) 2T

8.6 'BHREREE

FRAERE s O EJE O R REFE E IR A4 (ESRD) (7 L7 F =2 U 7 7 A<60 mL/min)
DRSS Tld, BHEEREEOREICHBE LT T 2/ VT NOBRBEENEN U [R5
(12.3) /] . eGFRH360 mL/min/1.73 m?Ajii O /N K O N BE Tk, AFoEEELZ &IZT 5
L& [ 23) 2HT

8.7 JFHkREREE

B DRSS E B (Child-Pugh/y T2 L— RC) Z %4 L L= atBrid 50 LT 7Ly, 8%
FEFE U TP O AT HERER ERE  (Child-Pugh/y B CT27 L — FAKOB) (12X 5 FH&REIIHELE S
g [ 12.3) 2/

10 BEERE

BRIRPHE 7 0 77 A CORKOFm A EIL, 80 mg/H D8H MG Th-7-, KREMOEHMERIERIX
ORIl WERGEMTONIZEEIIE, EMICKDEERE=2 Y 742175 2 &,

11 #R

AH| (TT 27 NF R) OFIRDET T 27 0F RTHY ., fHZDNAERIZ L > ThE L=
IHEEE AW CiE IS, BEDT XV BIEENGR D TNV AT F K2 (GLP-2) 7)1
TTChDH, TT 2 NF ROFMEIL, L8 AF U -L-7 U 2 )b-L-T A2V F)L-L-7 ) 2 b-L-F
UY-L-7 2= T T =-L-B U -L-T AL F)L-L- T H I )v-L- A FF = -L-T AT X = )L-L-
AV F =LA YA P-L-a A LT ANV F I L-T ARG X = )b-L-a A V-7 T =)b-L-
T TN T X =L T AT L-T = =V T T =LA Y a A -L-T AR T F = )b-L- |
V7P N7 7=n-l-a g v -L-A Y aA P -L-Z )V H I =)-L-A L ===V P b-L-Af Y A )b
L-AL A= -L-T ARG X UBETH S, MERIkoEBY Ths,

K1:T5F a2V F ROEER

TT aNF ROSFERITIT2X NV N ThoD, JRIETT 2 7 0F i, B TEA~KEADIK
KThsb,
AFNTHEEEHOLAA TAPIZT T 2 70 F Fomgz G A7 2 AGHRIEH R TH Y | i
BICKETHET D, £72, A% (T 270F R) OEn, BSmAlE LCU v iAkE TR Y
LAEAKFI3.434 mg, L-E AF 22388 mg, v = h—L15mgk VY Vi T KkETF U v A—KFD
$0.644 mg% ST 5, RIFANIE 720,

BeHRRC, HERGER T L7 40 Ry ) TS 2 BEE TS /K0.5 mLC ik el R & a4

11



Do WEARIZE V10 mo/mMLO BEEFESHR & 22 %, B TFEMAERE L THRA038mML (F7 27 vF K
ELT38mg) ZARAATAMNHIREWMDZ LNTE S,

12 FRREE

121 fEF%F

TT a7 F RiE, EmAGE OLMIEN O3S d R N7 i I Uk~ TF R-2 (GLP-2)
TFru s Thb, GLP-2i1%, IBLOMIROIMF & A2 S ., HRROWEIHT 5 Z L8 mbh T
Do TT aZNVF NI, BBNIMAE, R T AR BRME SRR E ONREIR T R OV e s O = =
— B NMHAET DTN AERTF R2ZHIBIEET D, SBEEROTEEIZL Y, ARV Uk
HEAHIK - (IGF) -1, —F{LZHE, 77T/ A MERIK T (KGF) OO AT 4 =— % — )35
it S s,

122 ENHF

R IR

% ANSBSHE1TH] (% HE2~30]) Zxfge e LI-21HRIOESH. ShigkitFE. HERFRBRICH
W, AAIZ1H1R0.03, 0.1, 0.15mg/kg (HELEFHED0.6~3FDOHE) &5 L, AANZ X D5
SERN R A MeRe L7z, 1H170.03 mg/kgZ bR< &2 COR TS (JEH) 12k, Wik (REE) %
IR 13#9750~1000 mL/ B H#E K U, AGAEIE DM TE S K O & OTREE T L 7=,
DR R AR

AHNZHERAROSERKRG Lz 245, BEMNICEROD 5 QTHIRIER IR Sl -7z,
12.3 EPEhiE
W

TR E IR 2 e TG Lz & 2 A, Mkt A 4T XA YT £1388%TH Y, $53~5
B I e m R E IC I L7z, SBSERE T T 2 7 /LF R0.05 mglkg% 2 TG L& 2 A, EkE
(Crma) DOHRAEIL36 ng/MLTH V) | JREE-FFEHFR THEAE (AUCw) O JEIF0.15 pgehr/mLTdh >
2o RIERT®EIZE DT T 27 0F ROERBMEITRD SRhrotz,
TF 2 7 VF KD Crax 2 NAUCIE0.05~0.4 mg/kgD#iPH (AA|OHELEHEDO8fE £ T) CTHERMMIME
RO LN,

paKiiil
RIS TlX. 77 2 7 VT FOSAARITME R & [FIFEE (103 mukg) TH-oTo,

¢/

b MZBIT LT T 27 0F FORBREBIIMEFT S TW v, 2720, 77 227 40F RIZARME
GLP-20 BALIEM & Ak, BALER OB T/hNE /T F IR °7 I VI HfREns L EZ2bh
Do

PN
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PR E TIL, 7T 27 0F RomEs V7 7 0 23123 mL/hrikgTH W . ZHIZGFR & [FfE
ETHDHZEMD, 7T a7V F RidEE L TEBEN L CTHEKT LI ENRBEINT, 7T a7L
F ROWERAH () OFEIEIL, REFEYEERE TR, SBSEE TRLIREH THh > 7=,

ol AN SIS SIP R it

B

655k A DIEFHEHE R & 655% LA _E O ERE & O TIEWIFRD bivien -7, 75l Eof s
BRERIIRON TV D,

IR

BHEMBEYEEETT U o T OFER, R TREEZDOT T 2 7 VT ROEFIRREIZE T D Crad LFEHE
Wb L TRRETH o772 (F2BH) . L, A& EE L TL~17m 0/ EE OAUCIHE
<, FilmE L bhizmmL7,

% 2 : AKI0.05 mg/kgE TREB DT T 2 F/VF ROEYERE T X —Z (FEIREH)

NRTA—F CEE + IBERE)
Fil Craxss(Ng/mL) | AUCs(mgeh/mL) | CL/F (Lh) | tus(h)
12~17#% (n=3) 29.7+ 8.4 154 £17.6 130+23 | 1.0+0.01
1~11%% (n=37) 335+ 115 128+ 56.7 745+21 | 07402

=3
BRIREICE RO & D MEAEITREO bhigho Tz,

B lEntlE =t

FRALEE s B B OB REREREE U R B R4 (ESRD) (7 L7 F =27 U7 F > %<60 mL/min)
DRENEERE \CAFI0 mgZ BRI TG Li2E 2 A, 75 2 ZVF RO Craxk CAUCintl L B HEREFE
EOREICHBE LM U, 77 2 7/VvF FOBREGEIT, @ERRST & i U<, PEEE LILEE
DOEHREREE L ESRDEZ A T 2 HBRE 12BN T, CradTENZ1L6, 14K V21451 TNZ AUCoinl &
1.5, L7RO6(EIC L5H/- Uiz [ - HE 23), 450 EZLENICHEIT S 8.6) ZH]

NTEERE N & B2

HEEE O ITFEREREE  (Child-Pugh/y ¥ T2 L— KB) O#BRFEIZARFI20 mga BRI TG Lz & 2
AL a2 T AR e R RRERE L R LT, 7T 2 VT RO Cra X AUC 3 KI10%~ 15%1K
L7z, ZHUSERRMICERO H LB TRV EE X bz, BEEOFHEFERE (Child-Pugh/y¥E T
7 L—RC) AT DHBRE T 5 AAOBREFHI L TWh7puy,

WA A AE A AR

e RS AR RBRITFER STy 2wy, InvitroakBR & in vivod BIEM:IZ AR TH H 3. invitro
RBRTIEY b7 v APABOEE SR R DL ESCHEIL A HIL TV,

13



13 FEERRFMERR
131 MAFME, BERFE, EMBAETSE

7 v RO~ U R % W29 M BT #5038 AR IS 1 0 ARFI O3 A& 3 L 7=, Wistar
HanZ v 23, 10} '35 mg/kg/ B [ AR HESE A £0.05 mo/kg/ H TOBEZEE (AUC) IZxF L CTEhEh
15, 41K UM DIRERICET 2 HE] Z2FME THEE LD ARMERBRTIX, 77 227 40F K
DFEGIZEVIET v b ONEE K OZEGIRIE DR BB FRICA BEICHEM L7z, Crl.CD1 (ICR) ~
7 AZ1, 35K ONM25 mglkg/ B [FGEHEHELE ] £:0.05 mg/kg/ H TOBREZE R (AUC) 12X L TERENK
32, 66X U445 DR RIS 2 ] 2R L TG LB AUFMRBRTIX, 77 27 40F RO
P50 k0 AHEEFLIAIR AR IE O R BRI L=, 12.5 mg/kg/ B O & TldlfE~ 7 2222158
FEDTRO LT,

MR AR (AmesTIR) | F v o =— R~ 5 2 5 — IR T 00 Y 53 B8R B Ofin vivo
~ U ANGRRIC BN T, 77 2 7 L F R T o -,

WEEZ >~ N7 T 2 7V F K1H2[R125 mg/kg (50 mg/kg/ H) [ EGFEHELE A £:0.05 mg/kg/ H C DK
BRFEEICKAT L C202f5 0L (AUCIZHSL) 1 S TOHEZE THRG L-E 24, AfE~DHFER
WEIIR LN T,

14 FRREBR
141 BRASBSEAEZXHRE LR

Study 1 (77 AR HRGER) K& UStudy 2 (Study 100 FIE 5 fikisr 1% 5-:05R)

Study 1 (CL0600-020#(4€, NCT00798967)

FREFRF 2 ik (PNALV.) &L L, 125 HPL EIZH72 D PNZ#ESEILL EE L § 5 A ASBS
EE%%%%&& L7clEfE 4 b, “HEEMR, 77 2R WATEER., ERERERE, 2k LR
(Study 1) | u\fﬂiﬁﬂ@ﬁwi RN/ OBEMEZ T Lz, EAERLATORRSEM, HE D
PN/|.V.$%E§3E{ELKO I L% DA~ % 22 ﬁ{bﬁ;ﬁfﬁk L7z, TDt%, BEZEIEALLL, 77
TAREE (n=43) SUIAM0.05 mg/kg/ HEE (n=43) [ZHFIVFHF72 (1:1) . {EBREITZ24R M 7201
HilEZ F# 5 L7z, PN/LV. &OFHHE (Eij(:%o%@{)ji’)) KORG24, 8, 12, 20/ U4
1To7,

A NMED EEFMIE B I35 & L, Week 208 "Week 248F 5 TOW AW T HIEBIPN/LV.
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BT OFHIPNIVJETT HE (£SD) 135.73+1.59H CTh -7,
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>7- (p=0.002) .

Week 24555 COBE PNV EOEL D &i1X, AARE44L GRRRION—AT 4 129L) 1Zxf
L. 7T REE23L JBEHDOR—2F 1 2132L) Tho7- (p<0.001) .

PN/LV.&D1HA M &L FORD D -k, AFIFEE214 (54%) 12kt L. 75 & AR
(23%) Th o7,

Kl Z & OBEBIPN/ILNV. BEDR— 2T A b OB & E K212 7T,

g 5-z Placebo
+—e—e Teduglutide 0.05 mg/kg/day

Change in PN Volume (L/week)

-5 Number of Subjects
TED 42 40 40 38 38 38 39
g Placebo 43 43 41 39 39 40 39
0 4 8 12 16 20 24
Visit (Weeks)

#£2:PNIV.E (LHE) 0oZ{LE (+95% CI)

Study 2 (CLO600-021 74, NCT00930644)

Study 2iEStudy 1024 DI B Miftkise i 53R T v | 88H%IA AA0.05 mg/kg/ H D 5% 51T 7=,
Study 1% 58 T L72HE&E D97% (76/78%1) 23Study 2~DBATH2 ML Lz (RFIREITHI, 77 & REE39
%) o Study LIZIB W TR R VL ELSNT- b DD, BERARI T 07O W\IEA L SN D> T-12
23BN CStudy 21288k STz,

30 v H DHREEIR T

30BN AF30n H OARFI G252 T Lz (Study 1 UStudy 20038 %) . =D 955, 2861 (93%) 73
PERIRAE Y AN — b (PS) BD20%LL LD RRBO NI L AR —Th -7, Study 10 L AR
V=T, ARBNC K D2EMOMKGERZ 58 T LTZHBE D6% (21/2261) TEGOFHENTRD B
72o PN/LV.EOYEJHA & (n=30) (X7.55 LI (RX—Z T A 0 H66%DD) Tholo, KAIKE
304 A ORNZ106I23PN/LV. 2> HRBERL L. PN/LV.BEBL: & DSAHIE 5 2 fkfe L7z, M45%1060130E 1.2
~15 5N D72 D PNIVITHKAFE L TEB Y . AFIEGR11E3.5~13.4 LHADPN/ILV. 2 LE & LT,
AR TRERICIBW T, RBRASE T L2306 5 6, 2141 (70%) . 181 (60%) K M18f (60%)
2, EEPNAVEIT HE O Z 21, 2% O8H OB 338D b,

24 » H DURZE I

Study 212847 L 7=Study 100 77 B REEIMFI D 5 B 296117324 % A OAKNIE G- %5 1T 7=, PN/LV.&D
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WY CE¥IME) 13Study 200 BAGIE 570 53,11 LAE  (JefTiBRI& TIN5 & 51228.3% D) “C“Z@o
Too WBRZSET L2296 9 H 1661 (55%) [ZPSED20%LL LD/ 23588 Hivl-, R T HEA
BT, 1461 (48%) . 761 (24%) KOSH] (17%) (2. HEFEIPN/ILVIEITBEOZ L1, 2&035
DO BFBD BT, AFNZ L0 2B123PSH> HEEML L 7=, Study 22> 52 ML 7212610 5 & 64112324 %
AORKNEG %52 T L, FEROZENL BT, 661 LBEIEPN/LV. 2 & BEL L 7=,

Study 3 (77 LA fEAER) K U'Study 4 (Study 30 5 R IEX MRk 5-3A5R)

Study 3 (CL0600-004 74, NCT00081458)

Study 3i%, 12% HLLEITH 72 0 BRERIREE AR (PN/LV.) ZiE3[EI DL EEE &3 5 i ASBSIEFE
ARG LTCEER, —EER, 77 AR =BT, ERILERBR TH 72, Study 1&
kR, Fodfb OVZEEIT o721, BIERL L. A&7410.05 mg/kg/H (n=35) . A40.1 mg/kg/H (HE
WHREO265)  (0=83) L7 T EAR (n=16) OWFNhz24 R E - Liz, AFHI0.1 mg/kg/ H 13 HELE
HE T k- HE 22) 2] . Gzl Ointent-to-treatfE [ (HEAEAL S LRILL EOFE S
BT ToORE L ER) X% s UCHRBER Lz, 0.1 mg/ky/HBEZLBFINAREG THY , & T
@%W’E%T%W%ﬂﬁkbkoﬁ@é@igﬂﬁﬁﬁ17V~Fkbk§@X37?%D\%ﬁ

BRECH L CHEHRNIA B ZITRD b o7z, L L, PNV EOWBADEFES (=T A
5 Week 20 % (24 F TOPN/LV. izo%uﬁmiw\ LIEFR) TIHL7=E 2 A, 7T BRE6%IZX LT
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130.9 LAk L, ARAIMHETIL25 LA ToH - 72, AH#10.05 mg/kg/ H #E D245 73 Week 24 F TIZPSH» 5
ML U 7=,

Study 4 (CL0600-0057#(4%, NCT00172185)

Study 413, Study 3D E R, FEXTIRHkGER SRR TH Y | 65612 & b IZ Rk 28 [H] O AH B 5% % 1)
2. Study 4lZBAT L7=Study 3D L AR H—D 5 b, 75%75§1$F'ﬁ@%f%é LBV T ORI ZHMERFL
T /o, AHK10.05 mg/kg/ H B Tl 68% (17/2561]) (23N TPN/LV.ED20%LL EOWD 238D & il
2o ARAIOEGVFHROLAR ST @PN/I.V.@?@(&&‘% F49LHE (N—=RA T A 27 BE2%DIRD)
Toholz, Study 3IZIUTPSH b SERHERL L?‘:%% . Study 41T HBEMLZ fikfE L Tuh/e,

Study 4 CTi%, PSHGBEDL L 72 BH 2 S HIZIBICBD bhTz,

142 /NRSBSEEZXRE LIzRER

Study 5 (TED-C14-00635, NCT02682381)

Study 5(%. PS#& M L4 51~175% £ TO/NESBSHA LI A x5 & L 72 241 [ D £ il 7% S 71545k
Th ol BENAFEL THELEIRHE (SOC) DWT A BN LT-, AFIEE 288 L-BE1T
TEEMIEICLV0.025 mg/kg/ B (n=24) 32i%0.05 mg/kg/ B (n=26) IZME/EA(L STz, 9 A3SOCHE
WZEID AT Bivle, RABESOEAEZCET T, Flic kv Ehlik L,

0.05 mg/KghE D= — 2 T A L IED SEHFRNL6HE T o 72, SBSICE - 7-E Uk =72 8L, 18
BEREZL (54%, 14/26f%1) . HifiiaEs (23%. 6/26f1) . BESEMEMZE (12%, 3/2661) ThH-o7=, A b
—~ AT DEEIT19% (5/2661]) ThH V., EREAITZEGEER (80%, 4/5%1) Th-olo, FEF/N
IO 1347 (228) cm (#iPH : 9~120cm) Tho7o, BAFHEGEZ AT 525610 5 B, 22612 H
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LAE (P : 3~19 L) ] Th v, LEMD =Y O F¥PSHEATRMIZ, 7 (1) HAR (FPH : 5~7H/
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W) o1l (#3) W/ (6P : 7~20 FRfE/H) Th-o7-,
KFNOHESE B TdH H1H1A0.05 mglkg (2 F#5) OB A2 #£3ITRT,
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ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Revestive 1.25 mg powder and solvent for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One vial of powder contains 1.25 mg of teduglutide*.
After reconstitution, each vial contains 1.25 mg teduglutide in 0.5 ml of solution, corresponding to a
concentration of 2.5 mg/ml.

*A glucagon-like peptide-2 (GLP-2) analogue produced in Escherichia coli cells by recombinant
DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder and solvent for solution for injection.
The powder is white and the solvent is clear and colourless.

4.  CLINICAL PARTICULARS
4.1  Therapeutic indications

Revestive is indicated for the treatment of patients aged 1 year and above with Short Bowel Syndrome
(SBS). Patients should be stable following a period of intestinal adaptation after surgery.

4.2 Posology and method of administration

Treatment should be initiated under the supervision of a medical professional with experience in the
treatment of SBS.

Treatment should not be initiated until it is reasonable to assume that a patient is stable following a
period of intestinal adaptation. Optimisation and stabilisation of intravenous fluid and nutrition
support should be performed before initiation of treatment.

Clinical assessment by the physician should consider individual treatment objectives and patient
preferences. Treatment should be stopped if no overall improvement of the patient condition is
achieved. Efficacy and safety in all patients should be closely monitored on an ongoing basis
according to clinical treatment guidelines.

Posology

Paediatric population (>1 year)

Treatment should be initiated under the supervision of a medical professional with experience in the
treatment of paediatric SBS.

The recommended dose of Revestive in children and adolescents (aged 1 to 17 years) is 0.05 mg/kg
body weight once daily. The injection volume per body weight when using the 1.25 mg strength vial is



provided in Table 1 below. For paediatric patients with a body weight >20 kg, the 5 mg strength vial
should be used.

If a dose is missed, that dose should be injected as soon as possible on that day. A treatment period of
6 months is recommended after which treatment effect should be evaluated. In children below the age
of two years, treatment should be evaluated after 12 weeks. There are no data available in paediatric
patients after 6 months (see section 5.1).

Table 1
1.25 mg strength
Body weight Volume to be injected
5-6 kg 0.10 ml
7-8 kg 0.14 ml
9-10 kg 0.18 ml
11-12 kg 0.22 mi
13-14 kg 0.26 mi
15-16 kg 0.30 ml
17-18 kg 0.34 ml
19-20 kg 0.38 ml
>20 kg Use the 5 mg strength vial

The safety and efficacy of Revestive in children below 1 year of age have not been established. No
data are available.

Special populations

Renal impairment

No dose adjustment is necessary for paediatric patients with mild renal impairment. In paediatric
patients with moderate and severe renal impairment (creatinine clearance less than 50 ml/min), and
end-stage renal disease, the daily dose should be reduced by 50% (see section 5.2).

Hepatic impairment

No dose adjustment is necessary for paediatric patients with mild and moderate hepatic impairment
based on a study conducted in Child-Pugh grade B adult subjects. Revestive has not been studied in
patients with severe hepatic impairment (see sections 4.4 and 5.2).

Method of administration

The reconstituted solution should be administered by subcutaneous injection once daily, alternating
sites between 1 of the 4 quadrants of the abdomen. In case the injection into the abdomen is hampered
by pain, scarring or hardening of the tissue, the thigh can also be used. Revestive should not be
administered intravenously or intramuscularly.

For instructions on reconstitution of the medicinal product before administration, see section 6.6.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1, or trace
residues of tetracycline.

Active or suspected malignancy.

Patients with a history of malignancies in the gastrointestinal tract, including the hepatobiliary system
and pancreas within the last five years.



4.4  Special warnings and precautions for use

It is strongly recommended that every time Revestive is administered to a patient, the name and lot
number of the product are recorded in order to maintain a link between the patient and the lot of the
product.

Adults

Colo-rectal polyps

A colonoscopy with removal of polyps should be performed at the time of starting treatment with
Revestive. Once yearly follow-up colonoscopies (or alternate imaging) are recommended during the
first 2 years of Revestive treatment. Subsequent colonoscopies are recommended at a minimum of
five year intervals. An individual assessment whether increased frequency of surveillance is necessary
should be performed based on the patient characteristics (e.g., age, underlying disease). See also
section 5.1. If a polyp is found, adherence to current polyp follow-up guidelines is recommended. In
case of malignancy, Revestive therapy must be discontinued (see section 4.3).

Gastrointestinal neoplasia including hepatobiliary tract

In the rat carcinogenicity study, benign tumours were found in the small bowel and the extrahepatic
bile ducts. These observations were not confirmed in clinical studies of more than one year duration. If
a neoplasia is detected, it should be removed. In case of malighancy, Revestive treatment must be
discontinued (see sections 4.3 and 5.3).

Gallbladder and bile ducts

Cases of cholecystitis, cholangitis, and cholelithiasis have been reported in clinical studies. In case of
gallbladder or bile duct-related symptoms, the need for continued Revestive treatment should be
reassessed.

Pancreatic diseases

Pancreatic adverse events such as chronic and acute pancreatitis, pancreatic duct stenosis, pancreas
infection and increased blood amylase and lipase have been reported in clinical studies. In case of
pancreatic adverse events, the need for continued Revestive treatment should be reassessed.

Monitoring of small bowel, gallbladder and bile ducts, and pancreas

SBS patients are to be kept under close surveillance according to clinical treatment guidelines. This
usually includes the monitoring of small bowel function, gallbladder and bile ducts, and pancreas for
signs and symptoms, and, if indicated, additional laboratory investigations and appropriate imaging
techniques.

Intestinal obstruction
Cases of intestinal obstruction have been reported in clinical studies. In case of recurrent intestinal
obstructions, the need for continued Revestive treatment should be reassessed.

Fluid overload and Electrolyte Balance

To avoid fluid overload or dehydration, careful adjustment of parenteral support is required in patients
taking Revestive. Electrolyte balance and fluid status should be carefully monitored throughout
treatment, especially during initial therapeutic response and discontinuation of Revestive treatment

Fluid overload:
Fluid overload has been observed in clinical trials. Fluid overload adverse events occurred most
frequently during the first 4 weeks of therapy and decreased over time.

Due to increased fluid absorption, patients with cardiovascular disease, such as cardiac insufficiency
and hypertension, should be monitored with regard to fluid overload, especially during initiation of
therapy. Patients should be advised to contact their physician in case of sudden weight gain, face
swelling, swollen ankles and/or dyspnoea. In general, fluid overload can be prevented by appropriate



and timely assessment of parenteral nutrition needs. This assessment should be conducted more
frequently within the first months of treatment.

Congestive heart failure has been observed in clinical trials. In case of a significant deterioration of the
cardiovascular disease, the need for continued treatment with Revestive should be reassessed.

Dehydration:

Patients with SBS are susceptible to dehydration that may lead to acute renal failure.

In patients receiving Revestive, parenteral support should be reduced carefully and should not be
discontinued abruptly. The patient’s fluid status should be evaluated following parenteral support
reduction and corresponding adjustment performed, as needed.

Concomitant medicinal products
Patients receiving oral concomitant medicinal products requiring titration or with a narrow therapeutic
index should be monitored closely due to potential increased absorption (see section 4.5).

Special clinical conditions

Revestive has not been studied in patients with severe, clinically unstable concomitant diseases, (e.g.,
cardiovascular, respiratory, renal, infectious, endocrine, hepatic, or CNS), or in patients with
malignancies within the last five years (see section 4.3). Caution should be exercised when prescribing
Revestive.

Hepatic impairment
Revestive has not been studied in patients with severe hepatic impairment. The data from use in
subjects with moderate hepatic impairment do not suggest a need for restricted use.

Discontinuation of treatment
Due to the risk of dehydration, discontinuation of treatment with Revestive should be managed
carefully.

Paediatric population
See also general precautions for adults under this section.

Colo-rectal polyps/Neoplasia

Prior to initiating treatment with Revestive, faecal occult blood testing should be done for all children
and adolescents. Colonoscopy/sigmoidoscopy is required if there is evidence of unexplained blood in
the stool. Subsequent faecal occult blood testing should be done annually in children and adolescents
while they are receiving Revestive.

Colonoscopy/sigmoidoscopy is recommended for all children and adolescents after one year of
treatment, every 5 years thereafter while on continuous treatment with Revestive, and if they have new
or unexplained gastrointestinal bleeding.

Excipients
Revestive contains less than 1 mmol sodium (23 mg) per dose. This means that it is essentially

‘sodium-free’.

Caution is needed when administering Revestive to persons with a known hypersensitivity to
tetracycline (see section 4.3).

4.5 Interaction with other medicinal products and other forms of interaction

No clinical drug-drug interaction studies have been performed. An in vitro study indicates that
teduglutide does not inhibit cytochrome P450 drug metabolising enzymes. Based upon the
pharmacodynamic effect of teduglutide, there is a potential for increased absorption of concomitant
medicinal products (see section 4.4).



4.6  Fertility, pregnancy and lactation

Pregnancy
There are no data from the use of Revestive in pregnant women. Animal studies do not indicate direct

or indirect harmful effects with respect to reproductive toxicity (see section 5.3). As a precautionary
measure, it is preferable to avoid the use of Revestive during pregnancy.

Breast-feeding

It is unknown whether teduglutide is excreted in human milk. In rats, mean teduglutide concentration
in milk was less than 3% of the maternal plasma concentration following a single subcutaneous
injection of 25 mg/kg. A risk to the breast-fed newborn/infant cannot be excluded. As a precautionary
measure it is preferable to avoid the use of Revestive during breast-feeding.

Fertility
There are no data on the effects of teduglutide on human fertility. Animal data do not indicate any

impairment of fertility.
4.7  Effects on ability to drive and use machines

Revestive has minor influence on the ability to drive, ride a bicycle, and use machines. However, cases
of syncope have been reported in clinical studies (see section 4.8). Such events might impact the
ability to drive, ride a bicycle, or use machines.

4.8 Undesirable effects

Summary of the safety profile

Adverse reactions were retrieved from 2 placebo-controlled clinical studies with teduglutide in

109 adult patients with SBS treated with doses of 0.05 mg/kg/day and 0.10 mg/kg/day for up to

24 weeks. Approximately 52% of the patients treated with teduglutide experienced adverse reactions
(versus 36% of the patients given placebo). The most commonly reported adverse reactions were
abdominal pain and distension (45%), respiratory tract infections (28%) (including nasopharyngitis,
influenza, upper respiratory tract infection, and lower respiratory tract infection), nausea (26%),
injection site reactions (26%), headache (16%), and vomiting (14%). Approximately 38% of the
treated patients with a stoma experienced gastrointestinal stoma complications. The majority of these
reactions were mild or moderate.

No new safety signals have been identified in patients exposed to 0.05 mg/kg/day of teduglutide for up
to 30 months in a long-term open-label extension study.

Tabulated list of adverse reactions

Adverse reactions are listed below by MedDRA system organ class and by frequency. Frequencies are
defined as very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare
(>1/10,000 to <1/1,000); very rare (<1/10,000); not known (cannot be estimated from available data).
Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.
All adverse reactions identified in post-marketing experience are italicised.

Frequency Very common Common Uncommon Not known
System organ
class
Infections and Respiratory tract Influenza-like illness
infestations infection*
Immune system Hypersensitivity
disorders
Metabolism and Decreased appetite
nutrition disorders Fluid overload




Frequency Very common Common Uncommon Not known
System organ
class
Psychiatric Anxiety
disorders Insomnia
Nervous system Headache
disorders
Cardiac disorders Congestive heart
failure
Vascular disorders Syncope
Respiratory, Cough
thoracic and Dyspnoea
mediastinal
disorders
Gastrointestinal Abdominal Colorectal polyp Duodenal polyp Gastric polyp
disorders distension Colonic stenosis
Abdominal pain Flatulence
Nausea Intestinal
Vomiting obstruction
Pancreatic duct
stenosis
Pancreatitist
Small intestinal
stenosis
Hepatobiliary Cholecystitis
disorders Cholecystitis acute

General disorders
and administration
site conditions

Injection site
reaction*

Oedema peripheral

Fluid retention

Injury, poisoning
and procedural
complications

Gastrointestinal
stoma complication

*Includes the following preferred terms: Nasopharyngitis, Influenza, Upper respiratory tract infection, and Lower
respiratory tract infection.

fIncludes the following preferred terms: Pancreatitis, Pancreatitis acute, and Pancreatitis chronic.

fIncludes the following preferred terms: Injection site haematoma, Injection site erythema, Injection site pain,
Injection site swelling and Injection site haemorrhage.

Description of selected adverse reactions

Immunogenicity

Consistent with the potentially immunogenic properties of medicinal products containing peptides,
administration of Revestive may potentially trigger the development of antibodies. Based on
integrated data from two trials in adults with SBS (a 6-month randomised placebo-controlled trial,
followed by a 24-month open-label trial), the development of anti-teduglutide antibodies in subjects
who received subcutaneous administration of 0.05 mg/kg teduglutide once daily was 3% (2/60) at
Month 3, 17% (13/77) at Month 6, 24% (16/67) at Month 12, 33% (11/33) at Month 24, and

48% (14/29) at Month 30. In phase 3 studies with SBS patients who received teduglutide for >2 years,
28% of patients developed antibodies against E. coli protein (residual host cell protein from the
manufacture). The antibody formation has not been associated with clinically relevant safety findings,
reduced efficacy or changed pharmacokinetics of Revestive.

Injection site reactions
Injection site reactions occurred in 26% of SBS patients treated with teduglutide, compared to 5% of
patients in the placebo arm. The reactions included injection site haematoma, injection site erythema,




injection site pain, injection site swelling and injection site haemorrhage (see also section 5.3). The
majority of reactions were moderate in severity and no occurrences led to drug discontinuation.

C-reactive protein

Modest increases of C-reactive protein of approximately 25 mg/l have been observed within the first
seven days of teduglutide treatment, which decreased continuously under ongoing daily injections.
After 24 weeks of teduglutide treatment, patients showed small overall increase in C-reactive protein
of approximately 1.5 mg/l on average. These changes were neither associated with any changes in
other laboratory parameters nor with any reported clinical symptoms. There were no clinically relevant
mean increases of C-reactive protein from baseline following long-term treatment with teduglutide for
up to 30 months.

Paediatric population

In two completed clinical trials, there were 87 paediatric subjects (aged 1 to 17 years) enrolled and
exposed to teduglutide for a duration of up to 6 months. No subject discontinued the studies due to an
adverse event. Overall, the safety profile of teduglutide (including type and frequency of adverse
reactions, and immunogenicity) in children and adolescents (ages 1-17 years) was similar to that in
adults.

Long-term safety data are not yet available for this paediatric population. No data are available for
children under 1 year of age.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

4.9 Overdose

The maximum dose of teduglutide studied during clinical development was 86 mg/day for 8 days. No
unexpected systemic adverse reactions were seen (see section 4.8).

In the event of an overdose, the patient should be carefully monitored by the medical professional.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other alimentary tract and metabolism products, various alimentary tract
and metabolism products, ATC code: A16AX08.

Mechanism of action

The naturally occurring human glucagon-like peptide-2 (GLP-2) is a peptide secreted by L cells of the
intestine which is known to increase intestinal and portal blood flow, inhibit gastric acid secretion, and
decrease intestinal maotility. Teduglutide is an analogue of GLP-2. In several nonclinical studies,
teduglutide has been shown to preserve mucosal integrity by promoting repair and normal growth of
the intestine through an increase of villus height and crypt depth.

Pharmacodynamic effects

Similar to GLP-2, teduglutide is 33 amino acids in length with an amino acid substitution of alanine by
glycine at the second position of the N-terminus. The single amino acid substitution relative to
naturally occurring GLP-2 results in resistance to in vivo degradation by the enzyme dipeptidyl
peptidase-1V (DPP-1V), resulting in an extended half-life. Teduglutide increases villus height and
crypt depth of the intestinal epithelium.




Based on the findings derived from pre-clinical studies (see sections 4.4 and 5.3) and the proposed
mechanism of action with the trophic effects on intestinal mucosa, there appears to be a risk for the
promotion of small intestinal and/or colonic neoplasia. The clinical studies conducted could neither
exclude nor confirm such an increased risk. Several cases of benign colorectal polyps occurred during
the course of the trials, however, the frequency was not increased compared to placebo-treated
patients. In addition to the need for a colonoscopy with removal of polyps by the time of the initiation
of the treatment (see section 4.4.), every patient should be assessed for the need of an enhanced
surveillance schedule based on the patient characteristics (e.g., age and underlying disease, previous
occurrence of polyps etc.).

Clinical efficacy

Paediatric population

The efficacy data presented are derived from 2 controlled studies in paediatric patients up to 24 weeks
duration. These studies included 101 patients in the following age groups: 5 patients 1-2 years,

56 patients 2 to <6 years, 32 patients 6 to <12 years, 7 patients 12 to <17 years, and 1 patient 17 to
<18 years. Despite the limited sample size, which did not allow meaningful statistical comparisons,
clinically meaningful, numerical reductions in the requirement for parenteral support were observed
across all age groups.

Teduglutide was studied in a 12-week, open-label, clinical study in 42 paediatric subjects aged 1 year
through 14 years with SBS who were dependent on parenteral nutrition. The objectives of the study
were to evaluate safety, tolerability, and efficacy of teduglutide compared to standard of care. Three
(3) doses of teduglutide, 0.0125 mg/kg/day (n=8), 0.025 mg/kg/day (n=14), and 0.05 mg/kg/day
(n=15), were investigated for 12 weeks. Five (5) subjects were enrolled in a standard of care cohort.

Complete weaning

Three subjects (3/15, 20%) on the recommended teduglutide dose were weaned off parenteral nutrition
by Week 12. After a 4-week washout period, two of these patients had reinitiated parenteral nutrition
support.

Reduction in parenteral nutrition volume

The mean change in parenteral nutrition volume from baseline at Week 12 in the ITT population,
based on physician-prescribed data, was -2.57 (23.56) l/week, correlating to a -39.11% (+40.79) mean
decrease, compared to 0.43 (£0.75) l/week, correlating to a 7.38% (+£12.76) increase in the standard of
care cohort. At Week 16 (4 weeks following the end of treatment) parenteral nutrition volume
reductions were still evident but less than observed at Week 12 when subjects were still on teduglutide
(mean decrease of -31.80% (+£39.26) compared to a 3.92% (£16.62) increase in the standard of care

group).

Reduction in parenteral nutrition calories

At Week 12, there was a -35.11% (x£53.04) mean change from baseline in parenteral nutrition calorie
consumption in the ITT population based on physician-prescribed data. The corresponding change in
the standard of care cohort was 4.31% (£5.36). At Week 16, the parenteral nutrition calories
consumption continued to decrease with percentage mean changes from baseline of -39.15% (+39.08)
compared to -0.87% (+9.25) for the standard of care cohort.

Increases in enteral nutrition volume and enteral calories

Based on prescribed data, the mean percentage change from baseline at Week 12 in enteral volume, in
the ITT population, was 25.82% (+41.59) compared to 53.65% (£57.01) in the standard of care cohort.
The corresponding increase in enteral calories was 58.80% (+64.20), compared to 57.02% (£55.25) in
the standard of care cohort.

Reduction in infusion time

The mean decrease from baseline at Week 12 in the number of days/week on parenteral nutrition, in
the ITT population based on physician-prescribed data, was -1.36 (+2.37) days/week corresponding to
a percentage decrease of -24.49% (+42.46). There was no change from baseline in the standard of care



cohort. Four subjects (26.7%) on the recommended teduglutide dose achieved at least a three-day
reduction in parenteral nutrition needs.

At Week 12, based on subject diary data, subjects showed mean percentage reductions of

35.55% (+35.23) hours per day compared to baseline, which corresponded to reductions in the
hours/day of parenteral nutrition usage of -4.18 (+4.08), while subjects in the standard of care cohort
showed minimal change in this parameter at the same time point.

An additional 24-week, randomised, double-blind, multicentre study was conducted in 59 paediatric
subjects aged 1 year through 17 years who were dependent on parenteral support. The objective was to
evaluate safety/tolerability, pharmacokinetics and efficacy of teduglutide. Two doses of teduglutide
were studied: 0.025 mg/kg/day (n=24) and 0.05 mg/kg/day (n=26); 9 subjects were enrolled ina
standard of care (SOC) arm. Randomisation was stratified by age across dose groups. Results below
correspond to the ITT population at the recommended dose of 0.05 mg/kg/day.

Complete weaning
Three (3) paediatric subjects in the 0.05 mg/kg group achieved the additional endpoint of enteral
autonomy by week 24.

Reduction in parenteral nutrition volume

Based on subject diary data, 18 (69.2%) subjects in the 0.05 mg/kg/day group achieved the
primary endpoint of >20% reduction in PN/IV volume at end of treatment, compared to
baseline; in the SOC arm, 1 (11.1%) subject achieved this endpoint.

The mean change in parenteral nutrition volume from baseline at Week 24, based on subject
diary data, was -23.30 (+17.50) mL/kg/day, corresponding to -41.57% (£28.90); the mean
change in the SOC arm was -6.03 (x4.5) mL/kg/day (corresponding to a -10.21% [+£13.59]).

Reduction in infusion time

At week 24, there was a decrease in the infusion time of -3.03 (£3.84) hours/day in the 0.05 mg/kg/day
arm, corresponding to a percentage change of -26.09% (+36.14). The change from baseline in the SOC
cohort was -0.21 (£0.69) hours/day (-1.75% [+5.89]).

The mean decrease from baseline at Week 24 in the number of days/week on parenteral nutrition,
based on subject diary data, was -1.34 (£2.24) days/week corresponding to a percentage decrease
of -21.33% (£34.09). There was no reduction in PN/IV infusion days per week in the SOC arm.

Adults

Teduglutide was studied in 17 patients with SBS allocated to five treatment groups using doses

of 0.03, 0.10 or 0.15 mg/kg teduglutide once daily, or 0.05 or 0.075 mg/kg bid in a 21-day open-label,
multicenter, dose-ranging study. Treatment resulted in enhanced gastrointestinal fluid absorption of
approximately 750-1000 ml/day with improvements in the absorption of macronutrients and
electrolytes, decreased stomal or faecal fluid and macronutrients excretion, and enhanced key
structural and functional adaptations in the intestinal mucosa. Structural adaptations were transient in
nature and returned to baseline levels within three weeks of discontinuing the treatment.

In the pivotal phase 3 double-blind, placebo-controlled study in patients with SBS, who required
parenteral nutrition, 43 patients were randomised to a 0.05 mg/kg/day dose of teduglutide and
43 patients to placebo for up to 24 weeks.

The proportion of teduglutide-treated subjects achieving a 20% to 100% reduction of parenteral
nutrition at Week 20 and 24 was statistically significantly different from placebo (27 out of

43 subjects, 62.8% versus 13 out of 43 patients, 30.2%, p=0.002). Treatment with teduglutide resulted
in a 4.4 l/week reduction in parenteral nutrition requirements (from a pre-treatment baseline of

12.9 litres) versus 2.3 l/week (from a pre-treatment baseline of 13.2 litres) for placebo at 24 weeks.
Twenty-one (21) patients treated with teduglutide (48.8%) versus 9 on placebo (20.9%) achieved at
least a one day reduction in parenteral nutrition administration (p=0.008).
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Ninety-seven percent (97%) of patients (37 out of 39 patients treated with teduglutide) that completed
the placebo-controlled study entered a long-term extension study where all patients received

0.05 mg/kg of Revestive daily for up to an additional 2 years. In total 88 patients participated in this
extension study, thereof 39 treated with placebo and 12 enrolled, but not randomised, in the previous
study; 65 of 88 patients completed the extension study. There continued to be evidence of increased
response to treatment for up 2.5 years in all groups exposed to teduglutide in terms of parenteral
nutrition volume reduction, gaining additional days off parenteral nutrition per week, and achieving
weaning of parenteral support.

Thirty (30) of the 43 teduglutide-treated patients from the pivotal study who entered the extension
study completed a total of 30 months of treatment. Of these, 28 patients (93%) achieved a 20% or
greater reduction of parenteral support. Of responders in the pivotal study who completed the
extension study, 21 out of 22 (96%) sustained their response to teduglutide after an additional 2 years
of continuous treatment.

The mean reduction in parenteral nutrition (h=30) was 7.55 l/week (a 65.6% reduction from baseline).
Ten (10) subjects were weaned off their parenteral support while on teduglutide treatment for 30
months. Subjects were maintained on teduglutide even if no longer requiring parenteral nutrition.
These 10 subjects had required parenteral nutrition support for 1.2 to 15.5 years, and prior to treatment
with teduglutide had required between 3.5 l/week and 13.4 l/week of parenteral nutrition support. At
the end of study, 21 (70%), 18 (60%) and 18 (60%) of the 30 completers achieved a reduction of 1, 2,
or 3 days per week in parenteral support, respectively.

Of the 39 placebo subjects, 29 completed 24 months of treatment with teduglutide. The mean
reduction in parenteral nutrition was 3.11 l/week (an additional 28.3% reduction). Sixteen (16, 55.2%)
of the 29 completers achieved a 20% or greater reduction of parenteral nutrition. At the end of study,
14 (48.3%), 7 (24.1%) and 5 (17.2%) patients achieved a reduction of 1, 2, or 3 days per week in
parenteral nutrition, respectively. Two (2) subjects were weaned off their parenteral support while on
teduglutide.

Of the 12 subjects not randomised in the pivotal study, 6 completed 24 months of treatment with
teduglutide. The mean reduction in parenteral nutrition was 4.0 l/week (39.4% reduction from baseline
— the start of the extension study) and 4 of the 6 completers (66.7%) achieved a 20% or greater
reduction in parenteral support. At the end of study, 3 (50%), 2 (33%) and 2 (33%) achieved a
reduction of 1, 2, or 3 days per week in parenteral nutrition, respectively. One subject was weaned off
their parenteral support while on teduglutide.

In another phase 3 double-blind, placebo-controlled study in patients with SBS, who required
parenteral nutrition, patients received a 0.05 mg/kg/day dose (n=35), a 0.10 mg/kg/day dose (n=32) of
teduglutide or placebo (n=16) for up to 24 weeks.

The primary efficacy analysis of the study results showed no statistically significant difference
between the group on teduglutide 0.10 mg/kg/day and the placebo group, while the proportion of
subjects receiving the recommended teduglutide dose of 0.05 mg/kg/day achieving at least a 20%
reduction of parenteral nutrition at Week 20 and 24 was statistically significantly different versus
placebo (46% versus 6.3%, p<0.01). Treatment with teduglutide resulted in a 2.5 l/week reduction in
parenteral nutrition requirements (from a pre-treatment baseline of 9.6 litres) versus 0.9 l/week (from a
pre-treatment baseline of 10.7 litres) for placebo at 24 weeks.

Teduglutide treatment induced expansion of the absorptive epithelium by significantly increasing
villus height in the small intestine.

Sixty-five (65) patients entered a follow-up SBS study for up to an additional 28 weeks of treatment.

Patients on teduglutide maintained their previous dose assignment throughout the extension phase,
while placebo patients were randomised to active treatment, either 0.05 or 0.10 mg/kg/day.
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Of the patients who achieved at least a 20% reduction of parenteral nutrition at Weeks 20 and 24 in the
initial study, 75% sustained this response on teduglutide after up to 1 year of continuous treatment.

The mean reduction of weekly parenteral nutrition volume was 4.9 l/week (52% reduction from
baseline) after one year of continuous teduglutide treatment.

Two (2) patients on the recommended teduglutide dose were weaned off parenteral nutrition by
Week 24. One additional patient in the follow-up study was weaned off parenteral nutrition.

The European Medicines Agency has deferred the obligation to submit the results of studies with
Revestive in one or more subsets of the paediatric population in the treatment of SBS (see section 4.2
for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption
Teduglutide was rapidly absorbed from subcutaneous injection sites with maximum plasma levels

occurring approximately 3-5 hours after dose administration at all dose levels. The absolute
bioavailability of subcutaneous teduglutide is high (88%). No accumulation of teduglutide was
observed following repeated subcutaneous administration.

Distribution
Following subcutaneous administration, teduglutide has an apparent volume of distribution of 26 litres
in patients with SBS.

Biotransformation
The metabolism of teduglutide is not fully known. Since teduglutide is a peptide it is likely that it
follows the principal mechanism for peptide metabolism.

Elimination

Teduglutide has a terminal elimination half-life of approximately 2 hours. Following intravenous
administration teduglutide plasma clearance was approximately 127 ml/hr/kg which is equivalent to
the glomerular filtration rate (GFR). Renal elimination was confirmed in a study investigating
pharmacokinetics in subjects with renal impairment. No accumulation of teduglutide was observed
following repeated subcutaneous administrations.

Dose linearity
The rate and extent of absorption of teduglutide is dose-proportional at single and repeated

subcutaneous doses up to 20 mg.

Pharmacokinetics in subpopulations

Paediatric population

Following subcutaneous administration, similar Cmax 0f teduglutide across age groups was
demonstrated by population pharmacokinetics modelling. However, lower exposure (AUC) and
shorter half-life were seen in paediatric patients 1 to 17 years of age, as compared with adults. The
pharmacokinetic profile of Revestive in this paediatric population, as evaluated by clearance and
volume of distribution, was different from that observed in adults after correcting for body weights.
Specifically, clearance decreases with increasing age from 1 year old to adults. No data are available
for paediatric patients with moderate to severe renal impairment and end-stage renal disease (ESRD).

Gender
No clinically relevant gender differences were observed in clinical studies.

Elderly
In a phase 1 study no difference in pharmacokinetics of teduglutide could be detected between healthy

subjects younger than 65 years versus older than 65 years. Experience in subjects 75 years and above
is limited.
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Hepatic impairment

In a phase 1 study the effect of hepatic impairment on the pharmacokinetics of teduglutide following
subcutaneous administration of 20 mg teduglutide was investigated. The maximum exposure and the
overall extent of exposure to teduglutide following single 20 mg subcutaneous doses were lower
(10-15%) in subjects with moderate hepatic impairment relative to those in healthy matched controls.

Renal impairment

In a phase 1 study, the effect of renal impairment on the pharmacokinetics of teduglutide following
subcutaneous administration of 10 mg teduglutide was investigated. With progressive renal
impairment up to and including end-stage renal disease the primary pharmacokinetic parameters of
teduglutide increased up to a factor of 2.6 (AUCixr) and 2.1 (Cmax) compared to healthy subjects.

5.3 Preclinical safety data

Hyperplasia in the gall bladder, hepatic biliary ducts, and pancreatic ducts were observed in
subchronic and chronic toxicology studies. These observations were potentially associated with the
expected intended pharmacology of teduglutide and were to a varying degree reversible within an
8-13 week recovery period following chronic administration.

Injection site reactions
In pre-clinical studies, severe granulomatous inflammations were found associated with the injection
sites.

Carcinogenicity / mutagenicity
Teduglutide was negative when tested in the standard battery of tests for genotoxicity.

In a rat carcinogenicity study, treatment related benign neoplasms included tumours of the bile duct
epithelium in males exposed to teduglutide plasma levels approximately 32- and 155-fold higher than
obtained in patients administered the recommended daily dose (incidence of 1 out of 44 and 4 out

of 48, respectively). Adenomas of the jejunal mucosa were observed in 1 out of 50 males and 5 out of
50 males exposed to teduglutide plasma levels approximately 10- and 155-fold higher than obtained in
patients administered the recommended daily dose. In addition, a jejunal adenocarcinoma was
observed in a male rat administered the lowest dose tested (animal:human plasma exposure margin of
approximately 10-fold).

Reproductive and developmental toxicity

Reproductive and developmental toxicity studies evaluating teduglutide have been carried out in rats
and rabbits at doses of 0, 2, 10 and 50 mg/kg/day subcutaneously. Teduglutide was not associated with
effects on reproductive performance, in utero or developmental parameters measured in studies to
investigate fertility, embryo-foetal development and pre- and post-natal development.
Pharmacokinetic data demonstrated that the teduglutide exposure of foetal rabbits and suckling rat
pups was very low.

6. PHARMACEUTICAL PARTICULARS

6.1  List of excipients

Powder

L-histidine

Mannitol

Sodium phosphate monohydrate
Disodium phosphate heptahydrate
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Solvent
Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

Unopened vials
4 years.

Reconstituted product
Chemical and physical in-use stablility has been demonstrated for 24 hours up to 25°C.

From a microbiological point of view, unless the method of reconstitution precludes the risk of
microbial contamination, the product should be used immediately.

If not used immediately, in-use storage times and conditions are the responsibility of the user and
would normally not be longer than 24 hours at 2 to 8°C, unless reconstitution has taken place in
controlled and validated aseptic conditions.

6.4 Special precautions for storage

Store in a refrigerator (2°C —8°C). Do not freeze.

For storage conditions after reconstitution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

Powder
3 ml vial (glass) with rubber stopper (bromobutyl) containing 1.25 mg teduglutide.

Solvent
Pre-filled syringe (glass) with plungers (bromobutyl) containing 0.5 ml of solvent.

Pack size of 28 vials of powder with 28 pre-filled syringes.

6.6  Special precautions for disposal and other handling

Determination of the number of vials needed for administration of one dose must be based on the
individual patient’s weight and the recommended dose of 0.05 mg/kg/day. The physician should at
each visit weigh the patient, determine the daily dose to be administered until next visit and inform the

patient accordingly.

A table with the injection volumes based on the recommended dose per body weight for paediatric
patients is provided in section 4.2.

The pre-filled syringe must be assembled with a reconstitution needle.

The powder in the vial must then be dissolved by adding all the solvent from the pre-filled syringe.
The vial should not be shaken, but can be rolled between the palms and gently turned upside-down
once. Once a clear colourless solution is formed in the vial, the solution should be sucked up into a

1 ml injection syringe (or 0.5 ml or smaller injection syringe for paediatric use) with scale intervals of

0.02 ml or smaller (not included in the pack).
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If two vials are needed, the procedure for the second vial must be repeated and the additional solution
sucked up into the injection syringe containing the solution from the first vial. Any volume exceeding
the prescribed dose in ml must be expelled and discarded.

The solution must be injected subcutaneously into a cleaned area on the abdomen, or if this is not
possible, on the thigh (see section 4.2 Method of administration) using a thin needle for subcutaneous
injection suitable for paediatric use.

Detailed instructions on the preparation and injection of Revestive are provided in the package leaflet.
The solution must not be used if it is cloudy or contains particulate matter.

For single use only.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

All needles and syringes should be disposed of in a sharps disposal container.

7. MARKETING AUTHORISATION HOLDER
Shire Pharmaceuticals Ireland Limited

Block 2 & 3 Miesian Plaza

50 — 58 Baggot Street Lower

Dublin 2

Ireland

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/787/003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 30 August 2012

Date of latest renewal: 23 June 2017

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Revestive 5 mg powder and solvent for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One vial of powder contains 5 mg of teduglutide™.
After reconstitution, each vial contains 5 mg teduglutide in 0.5 ml of solution, corresponding to a
concentration of 10 mg/ml.

*A glucagon-like peptide-2 (GLP-2) analogue produced in Escherichia coli cells by recombinant
DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder and solvent for solution for injection.
The powder is white and the solvent is clear and colourless.

4. CLINICAL PARTICULARS
4.1  Therapeutic indications

Revestive is indicated for the treatment of patients aged 1 year and above with Short Bowel Syndrome
(SBS). Patients should be stable following a period of intestinal adaptation after surgery.

4.2 Posology and method of administration

Treatment should be initiated under the supervision of a medical professional with experience in the
treatment of SBS.

Treatment should not be initiated until it is reasonable to assume that a patient is stable following a
period of intestinal adaptation. Optimisation and stabilisation of intravenous fluid and nutrition
support should be performed before initiation of treatment.

Clinical assessment by the physician should consider individual treatment objectives and patient
preferences. Treatment should be stopped if no overall improvement of the patient condition is
achieved. Efficacy and safety in all patients should be closely monitored on an ongoing basis
according to clinical treatment guidelines.

Posology

Adults

The recommended dose of Revestive is 0.05 mg/kg body weight once daily. The injection volume per

body weight is provided below in Table 1. Due to the heterogeneity of the SBS population, a carefully

monitored down-titration of the daily dose may be considered for some patients to optimise tolerability
of the treatment. If a dose is missed, that dose should be injected as soon as possible on that day.
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Treatment effect should be evaluated after 6 months. Limited data from clinical studies have shown
that some patients may take longer to respond to treatment (i.e., those who still have presence of
colon-in-continuity or distal/terminal ileum); if no overall improvement is achieved after 12 months,
the need for continued treatment should be reconsidered.

Continued treatment is recommended for patients who have weaned off parenteral nutrition.

Table 1
5 mg strength
Body weight Volume to be injected
38-41 kg 0.20 ml
42-45 kg 0.22 ml
46-49 kg 0.24 ml
50-53 kg 0.26 ml
54-57 kg 0.28 ml
58-61 kg 0.30 ml
62-65 kg 0.32 ml
66-69 kg 0.34 ml
70-73 kg 0.36 ml
74-77 kg 0.38 ml
78-81 kg 0.40 mi
82-85 kg 0.42 ml
86-89 kg 0.44 ml
90-93 kg 0.46 ml

Paediatric population (>1 year)
Treatment should be initiated under the supervision of a medical professional with experience in the
treatment of paediatric SBS.

The recommended dose of Revestive in children and adolescents (aged 1 to 17 years) is the same as
for adults (0.05 mg/kg body weight once daily). The injection volume per body weight when using the
5 mg strength vial is provided in Table 2 below. A 1.25 mg strength vial is also available for paediatric
use (patients with a body weight <20 kg).

If a dose is missed, that dose should be injected as soon as possible on that day. A treatment period of
6 months is recommended after which treatment effect should be evaluated. In children below the age
of two years, treatment should be evaluated after 12 weeks. There are no data available in paediatric
patients after 6 months (see section 5.1).

Table 2
5 mg strength
Body weight Volume to be injected
10-11 kg 0.05 mi
12-13 kg 0.06 ml
14-17 kg 0.08 ml
18-21 kg 0.10 mi
22-25 kg 0.12 mi
26-29 kg 0.14 ml
30-33 kg 0.16 ml
34-37 kg 0.18 mi
38-41 kg 0.20 mi
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5 mg strength
Body weight Volume to be injected
42-45 kg 0.22 ml
46-49 kg 0.24 ml
>50 kg See Table 1 under “Adults” section.

Special populations
Elderly
No dose adjustment is necessary in patients above the age of 65 years.

Renal impairment

No dose adjustment is necessary for adult or paediatric patients with mild renal impairment. In adult or
paediatric patients with moderate and severe renal impairment (creatinine clearance less than

50 ml/min), and end-stage renal disease, the daily dose should be reduced by 50% (see section 5.2).

Hepatic impairment

No dose adjustment is necessary for patients with mild and moderate hepatic impairment based on a
study conducted in Child-Pugh grade B subjects. Revestive has not been studied in patients with
severe hepatic impairment (see sections 4.4 and 5.2).

Paediatric population
The safety and efficacy of Revestive in children below 1 year of age have not been established. No
data are available.

Method of administration

The reconstituted solution should be administered by subcutaneous injection once daily, alternating
sites between 1 of the 4 quadrants of the abdomen. In case the injection into the abdomen is hampered
by pain, scarring or hardening of the tissue, the thigh can also be used. Revestive should not be
administered intravenously or intramuscularly.

For instructions on reconstitution of the medicinal product before administration, see section 6.6.
4.3  Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1, or trace
residues of tetracycline.

Active or suspected malignancy.

Patients with a history of malignancies in the gastrointestinal tract, including the hepatobiliary system
and pancreas within the last five years.

4.4  Special warnings and precautions for use

It is strongly recommended that every time Revestive is administered to a patient, the name and lot
number of the product are recorded in order to maintain a link between the patient and the lot of the
product.

Adults

Colo-rectal polyps

A colonoscopy with removal of polyps should be performed at the time of starting treatment with
Revestive. Once yearly follow-up colonoscopies (or alternate imaging) are recommended during the
first 2 years of Revestive treatment. Subsequent colonoscopies are recommended at a minimum of
five year intervals. An individual assessment whether increased frequency of surveillance is necessary
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should be performed based on the patient characteristics (e.g., age, underlying disease). See also
section 5.1. If a polyp is found, adherence to current polyp follow-up guidelines is recommended. In
case of malignancy, Revestive therapy must be discontinued (see section 4.3).

Gastrointestinal neoplasia including hepatobiliary tract

In the rat carcinogenicity study, benign tumours were found in the small bowel and the extrahepatic
bile ducts. These observations were not confirmed in clinical studies of more than one year duration. If
a neoplasia is detected, it should be removed. In case of malignancy, Revestive treatment must be
discontinued (see sections 4.3 and 5.3).

Gallbladder and bile ducts

Cases of cholecystitis, cholangitis, and cholelithiasis have been reported in clinical studies. In case of
gallbladder or bile duct-related symptoms, the need for continued Revestive treatment should be
reassessed.

Pancreatic diseases

Pancreatic adverse events such as chronic and acute pancreatitis, pancreatic duct stenosis, pancreas
infection and increased blood amylase and lipase have been reported in clinical studies. In case of
pancreatic adverse events, the need for continued Revestive treatment should be reassessed.

Monitoring of small bowel, gallbladder and bile ducts, and pancreas

SBS patients are to be kept under close surveillance according to clinical treatment guidelines. This
usually includes the monitoring of small bowel function, gallbladder and bile ducts, and pancreas for
signs and symptoms, and, if indicated, additional laboratory investigations and appropriate imaging
techniques.

Intestinal obstruction
Cases of intestinal obstruction have been reported in clinical studies. In case of recurrent intestinal
obstructions, the need for continued Revestive treatment should be reassessed.

Fluid overload and Electrolyte Balance

To avoid fluid overload or dehydration, careful adjustment of parenteral support is required in patients
taking Revestive. Electrolyte balance and fluid status should be carefully monitored throughout
treatment, especially during initial therapeutic response and discontinuation of Revestive treatment

Fluid overload:
Fluid overload has been observed in clinical trials. Fluid overload adverse events occurred most
frequently during the first 4 weeks of therapy and decreased over time.

Due to increased fluid absorption, patients with cardiovascular disease, such as cardiac insufficiency
and hypertension, should be monitored with regard to fluid overload, especially during initiation of
therapy. Patients should be advised to contact their physician in case of sudden weight gain, face
swelling, swollen ankles and/or dyspnoea. In general, fluid overload can be prevented by appropriate
and timely assessment of parenteral nutrition needs. This assessment should be conducted more
frequently within the first months of treatment.

Congestive heart failure has been observed in clinical trials. In case of a significant deterioration of the
cardiovascular disease, the need for continued treatment with Revestive should be reassessed.

Dehydration:

Patients with SBS are susceptible to dehydration that may lead to acute renal failure.

In patients receiving Revestive, parenteral support should be reduced carefully and should not be
discontinued abruptly. The patient’s fluid status should be evaluated following parenteral support
reduction and corresponding adjustment performed, as needed.
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Concomitant medicinal products
Patients receiving oral concomitant medicinal products requiring titration or with a narrow therapeutic
index should be monitored closely due to potential increased absorption (see section 4.5).

Special clinical conditions

Revestive has not been studied in patients with severe, clinically unstable concomitant diseases, (e.g.,
cardiovascular, respiratory, renal, infectious, endocrine, hepatic, or CNS), or in patients with
malignancies within the last five years (see section 4.3). Caution should be exercised when prescribing
Revestive.

Hepatic impairment

Revestive has not been studied in patients with severe hepatic impairment. The data from use in
subjects with moderate hepatic impairment do not suggest a need for restricted use.

Discontinuation of treatment
Due to the risk of dehydration, discontinuation of treatment with Revestive should be managed
carefully.

Paediatric population
See also general precautions for adults under this section.

Colo-rectal polyps/Neoplasia

Prior to initiating treatment with Revestive, faecal occult blood testing should be done for all children
and adolescents. Colonoscopy/sigmoidoscopy is required if there is evidence of unexplained blood in
the stool. Subsequent faecal occult blood testing should be done annually in children and adolescents
while they are receiving Revestive.

Colonoscopy/sigmoidoscopy is recommended for all children and adolescents after one year of
treatment, every 5 years thereafter while on continuous treatment with Revestive, and if they have new
or unexplained gastrointestinal bleeding.

Excipients
Revestive contains less than 1 mmol sodium (23 mg) per dose. This means that it is essentially
‘sodium-free’.

Caution is needed when administering Revestive to persons with a known hypersensitivity to
tetracycline (see section 4.3).

4.5 Interaction with other medicinal products and other forms of interaction

No clinical drug-drug interaction studies have been performed. An in vitro study indicates that
teduglutide does not inhibit cytochrome P450 drug metabolising enzymes. Based upon the
pharmacodynamic effect of teduglutide, there is a potential for increased absorption of concomitant
medicinal products (see section 4.4).

4.6  Fertility, pregnancy and lactation

Pregnancy
There are no data from the use of Revestive in pregnant women. Animal studies do not indicate direct

or indirect harmful effects with respect to reproductive toxicity (see section 5.3). As a precautionary
measure, it is preferable to avoid the use of Revestive during pregnancy.

Breast-feeding
It is unknown whether teduglutide is excreted in human milk. In rats, mean teduglutide concentration

in milk was less than 3% of the maternal plasma concentration following a single subcutaneous
injection of 25 mg/kg. A risk to the breast-fed newborn/infant cannot be excluded. As a precautionary
measure it is preferable to avoid the use of Revestive during breast-feeding.
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Fertility
There are no data on the effects of teduglutide on human fertility. Animal data do not indicate any
impairment of fertility.

4.7 Effects on ability to drive and use machines

Revestive has minor influence on the ability to drive and use machines. However, cases of syncope
have been reported in clinical studies (see section 4.8). Such events might impact the ability to drive
and use machines.

4.8 Undesirable effects

Summary of the safety profile

Adverse reactions were retrieved from 2 placebo-controlled clinical studies with teduglutide in

109 patients with SBS treated with doses of 0.05 mg/kg/day and 0.10 mg/kg/day for up to 24 weeks.
Approximately 52% of the patients treated with teduglutide experienced adverse reactions (versus
36% of the patients given placebo). The most commonly reported adverse reactions were abdominal
pain and distension (45%), respiratory tract infections (28%) (including nasopharyngitis, influenza,
upper respiratory tract infection, and lower respiratory tract infection), nausea (26%), injection site
reactions (26%), headache (16%), and vomiting (14%). Approximately 38% of the treated patients
with a stoma experienced gastrointestinal stoma complications. The majority of these reactions were
mild or moderate.

No new safety signals have been identified in patients exposed to 0.05 mg/kg/day of teduglutide for up
to 30 months in a long-term open-label extension study.

Tabulated list of adverse reactions

Adverse reactions are listed below by MedDRA system organ class and by frequency. Frequencies are
defined as very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare
(>1/10,000 to <1/1,000); very rare (<1/10,000); not known (cannot be estimated from available data).
Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.
All adverse reactions identified in post-marketing experience are italicised.

Frequency Very common Common Uncommon Not known
System organ
class
Infections and Respiratory tract Influenza-like illness
infestations infection*
Immune system Hypersensitivity
disorders
Metabolism and Decreased appetite
nutrition disorders Fluid overload
Psychiatric Anxiety
disorders Insomnia
Nervous system Headache
disorders
Cardiac disorders Congestive heart
failure
Vascular disorders Syncope
Respiratory, Cough
thoracic and Dyspnoea
mediastinal
disorders
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Frequency

System organ
class

Very common

Common

Uncommon

Not known

Gastrointestinal
disorders

Abdominal
distension
Abdominal pain
Nausea
Vomiting

Colorectal polyp
Colonic stenosis
Flatulence
Intestinal
obstruction
Pancreatic duct
stenosis
Pancreatitis®
Small intestinal
stenosis

Duodenal polyp

Gastric polyp

Hepatobiliary
disorders

Cholecystitis
Cholecystitis acute

General disorders
and administration
site conditions

Injection site
reaction*

Oedema peripheral

Fluid retention

Injury, poisoning
and procedural

Gastrointestinal
stoma complication

complications

*Includes the following preferred terms: Nasopharyngitis, Influenza, Upper respiratory tract infection, and Lower
respiratory tract infection.

fIncludes the following preferred terms: Pancreatitis, Pancreatitis acute, and Pancreatitis chronic.

fIncludes the following preferred terms: Injection site haematoma, Injection site erythema, Injection site pain,
Injection site swelling and Injection site haemorrhage.

Description of selected adverse reactions

Immunogenicity

Consistent with the potentially immunogenic properties of medicinal products containing peptides,
administration of Revestive may potentially trigger the development of antibodies. Based on
integrated data from two trials in adults with SBS (a 6-month randomised placebo-controlled trial,
followed by a 24-month open-label trial), the development of anti-teduglutide antibodies in subjects
who received subcutaneous administration of 0.05 mg/kg teduglutide once daily was 3% (2/60) at
Month 3, 17% (13/77) at Month 6, 24% (16/67) at Month 12, 33% (11/33) at Month 24, and

48% (14/29) at Month 30. In phase 3 studies with SBS patients who received teduglutide for >2 years,
28% of patients developed antibodies against E. coli protein (residual host cell protein from the
manufacture). The antibody formation has not been associated with clinically relevant safety findings,
reduced efficacy or changed pharmacokinetics of Revestive.

Injection site reactions

Injection site reactions occurred in 26% of SBS patients treated with teduglutide, compared to 5% of
patients in the placebo arm. The reactions included injection site haematoma, injection site erythema,
injection site pain, injection site swelling and injection site haemorrhage (see also section 5.3). The
majority of reactions were moderate in severity and no occurrences led to drug discontinuation.

C-reactive protein

Modest increases of C-reactive protein of approximately 25 mg/l have been observed within the first
seven days of teduglutide treatment, which decreased continuously under ongoing daily injections.
After 24 weeks of teduglutide treatment, patients showed small overall increase in C-reactive protein
of approximately 1.5 mg/l on average. These changes were neither associated with any changes in
other laboratory parameters nor with any reported clinical symptoms. There were no clinically relevant
mean increases of C-reactive protein from baseline following long-term treatment with teduglutide for
up to 30 months.
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Paediatric population

In two completed clinical trials, there were 87 paediatric subjects (aged 1 to 17 years) enrolled and
exposed to teduglutide for a duration of up to 6 months. No subject discontinued the studies due to an
adverse event. Overall, the safety profile of teduglutide (including type and frequency of adverse
reactions, and immunogenicity) in children and adolescents (ages 1-17 years) was similar to that in
adults.

Long-term safety data are not yet available for this paediatric population. No data are available for
children under 1 year of age.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

4,9 Overdose

The maximum dose of teduglutide studied during clinical development was 86 mg/day for 8 days. No
unexpected systemic adverse reactions were seen (see section 4.8).

In the event of an overdose, the patient should be carefully monitored by the medical professional.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other alimentary tract and metabolism products, various alimentary tract
and metabolism products, ATC code: A16AX08.

Mechanism of action

The naturally occurring human glucagon-like peptide-2 (GLP-2) is a peptide secreted by L cells of the
intestine which is known to increase intestinal and portal blood flow, inhibit gastric acid secretion, and
decrease intestinal motility. Teduglutide is an analogue of GLP-2. In several nonclinical studies,
teduglutide has been shown to preserve mucosal integrity by promoting repair and normal growth of
the intestine through an increase of villus height and crypt depth.

Pharmacodynamic effects

Similar to GLP-2, teduglutide is 33 amino acids in length with an amino acid substitution of alanine by
glycine at the second position of the N-terminus. The single amino acid substitution relative to
naturally occurring GLP-2 results in resistance to in vivo degradation by the enzyme dipeptidyl
peptidase-1V (DPP-1V), resulting in an extended half-life. Teduglutide increases villus height and
crypt depth of the intestinal epithelium.

Based on the findings derived from pre-clinical studies (see sections 4.4 and 5.3) and the proposed
mechanism of action with the trophic effects on intestinal mucosa, there appears to be a risk for the
promotion of small intestinal and/or colonic neoplasia. The clinical studies conducted could neither
exclude nor confirm such an increased risk. Several cases of benign colorectal polyps occurred during
the course of the trials, however, the frequency was not increased compared to placebo-treated
patients. In addition to the need for a colonoscopy with removal of polyps by the time of the initiation
of the treatment (see section 4.4.), every patient should be assessed for the need of an enhanced
surveillance schedule based on the patient characteristics (e.g., age and underlying disease, previous
occurrence of polyps etc.).
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Clinical efficacy

Adults

Teduglutide was studied in 17 patients with SBS allocated to five treatment groups using doses

of 0.03, 0.10 or 0.15 mg/kg teduglutide once daily, or 0.05 or 0.075 mg/kg bid in a 21-day open-label,
multicenter, dose-ranging study. Treatment resulted in enhanced gastrointestinal fluid absorption of
approximately 750-1000 ml/day with improvements in the absorption of macronutrients and
electrolytes, decreased stomal or faecal fluid and macronutrients excretion, and enhanced key
structural and functional adaptations in the intestinal mucosa. Structural adaptations were transient in
nature and returned to baseline levels within three weeks of discontinuing the treatment.

In the pivotal phase 3 double-blind, placebo-controlled study in patients with SBS, who required
parenteral nutrition, 43 patients were randomised to a 0.05 mg/kg/day dose of teduglutide and

43 patients to placebo for up to 24 weeks.

The proportion of teduglutide-treated subjects achieving a 20% to 100% reduction of parenteral
nutrition at Week 20 and 24 was statistically significantly different from placebo (27 out of

43 subjects, 62.8% versus 13 out of 43 patients, 30.2%, p=0.002). Treatment with teduglutide resulted
in a 4.4 l/week reduction in parenteral nutrition requirements (from a pre-treatment baseline of

12.9 litres) versus 2.3 I/week (from a pre-treatment baseline of 13.2 litres) for placebo at 24 weeks.
Twenty-one (21) patients treated with teduglutide (48.8%) versus 9 on placebo (20.9%) achieved at
least a one day reduction in parenteral nutrition administration (p=0.008).

Ninety-seven percent (97%) of patients (37 out of 39 patients treated with teduglutide) that completed
the placebo-controlled study entered a long-term extension study where all patients received

0.05 mg/kg of Revestive daily for up to an additional 2 years. In total 88 patients participated in this
extension study, thereof 39 treated with placebo and 12 enrolled, but not randomised, in the previous
study; 65 of 88 patients completed the extension study. There continued to be evidence of increased
response to treatment for up 2.5 years in all groups exposed to teduglutide in terms of parenteral
nutrition volume reduction, gaining additional days off parenteral nutrition per week, and achieving
weaning of parenteral support.

Thirty (30) of the 43 teduglutide-treated patients from the pivotal study who entered the extension
study completed a total of 30 months of treatment. Of these, 28 patients (93%) achieved a 20% or
greater reduction of parenteral support. Of responders in the pivotal study who completed the
extension study, 21 out of 22 (96%) sustained their response to teduglutide after an additional 2 years
of continuous treatment.

The mean reduction in parenteral nutrition (n=30) was 7.55 l/week (a 65.6% reduction from baseline).
Ten (10) subjects were weaned off their parenteral support while on teduglutide treatment for 30
months. Subjects were maintained on teduglutide even if no longer requiring parenteral nutrition.
These 10 subjects had required parenteral nutrition support for 1.2 to 15.5 years, and prior to treatment
with teduglutide had required between 3.5 l/week and 13.4 l/week of parenteral nutrition support. At
the end of study, 21 (70%), 18 (60%) and 18 (60%) of the 30 completers achieved a reduction of 1, 2,
or 3 days per week in parenteral support, respectively.

Of the 39 placebo subjects, 29 completed 24 months of treatment with teduglutide. The mean
reduction in parenteral nutrition was 3.11 I/week (an additional 28.3% reduction). Sixteen (16, 55.2%)
of the 29 completers achieved a 20% or greater reduction of parenteral nutrition. At the end of study,
14 (48.3%), 7 (24.1%) and 5 (17.2%) patients achieved a reduction of 1, 2, or 3 days per week in
parenteral nutrition, respectively. Two (2) subjects were weaned off their parenteral support while on
teduglutide.

Of the 12 subjects not randomised in the pivotal study, 6 completed 24 months of treatment with
teduglutide. The mean reduction in parenteral nutrition was 4.0 l/week (39.4% reduction from baseline
— the start of the extension study) and 4 of the 6 completers (66.7%) achieved a 20% or greater
reduction in parenteral support. At the end of study, 3 (50%), 2 (33%) and 2 (33%) achieved a
reduction of 1, 2, or 3 days per week in parenteral nutrition, respectively. One subject was weaned off
their parenteral support while on teduglutide.
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In another phase 3 double-blind, placebo-controlled study in patients with SBS, who required
parenteral nutrition, patients received a 0.05 mg/kg/day dose (n=35), a 0.10 mg/kg/day dose (n=32) of
teduglutide or placebo (n=16) for up to 24 weeks.

The primary efficacy analysis of the study results showed no statistically significant difference
between the group on teduglutide 0.10 mg/kg/day and the placebo group, while the proportion of
subjects receiving the recommended teduglutide dose of 0.05 mg/kg/day achieving at least a 20%
reduction of parenteral nutrition at Week 20 and 24 was statistically significantly different versus
placebo (46% versus 6.3%, p<0.01). Treatment with teduglutide resulted in a 2.5 l/week reduction in
parenteral nutrition requirements (from a pre-treatment baseline of 9.6 litres) versus 0.9 l/week (from a
pre-treatment baseline of 10.7 litres) for placebo at 24 weeks.

Teduglutide treatment induced expansion of the absorptive epithelium by significantly increasing
villus height in the small intestine.

Sixty-five (65) patients entered a follow-up SBS study for up to an additional 28 weeks of treatment.
Patients on teduglutide maintained their previous dose assignment throughout the extension phase,
while placebo patients were randomised to active treatment, either 0.05 or 0.10 mg/kg/day.

Of the patients who achieved at least a 20% reduction of parenteral nutrition at Weeks 20 and 24 in the
initial study, 75% sustained this response on teduglutide after up to 1 year of continuous treatment.

The mean reduction of weekly parenteral nutrition volume was 4.9 l/week (52% reduction from
baseline) after one year of continuous teduglutide treatment.

Two (2) patients on the recommended teduglutide dose were weaned off parenteral nutrition by
Week 24. One additional patient in the follow-up study was weaned off parenteral nutrition.

Paediatric population

The efficacy data presented are derived from 2 controlled studies in paediatric patients up to 24 weeks
duration. These studies included 101 patients in the following age groups: 5 patients 1-2 years,

56 patients 2 to <6 years, 32 patients 6 to <12 years, 7 patients 12 to <17 years, and 1 patient 17 to
<18 years. Despite the limited sample size, which did not allow meaningful statistical comparisons,
clinically meaningful, numerical reductions in the requirement for parenteral support were observed
across all age groups.

Teduglutide was studied in a 12-week, open-label, clinical study in 42 paediatric subjects aged 1 year
through 14 years with SBS who were dependent on parenteral nutrition. The objectives of the study
were to evaluate safety, tolerability, and efficacy of teduglutide compared to standard of care. Three
(3) doses of teduglutide, 0.0125 mg/kg/day (n=8), 0.025 mg/kg/day (n=14), and 0.05 mg/kg/day
(n=15), were investigated for 12 weeks. Five (5) subjects were enrolled in a standard of care cohort.

Complete weaning

Three subjects (3/15, 20%) on the recommended teduglutide dose were weaned off parenteral nutrition
by Week 12. After a 4-week washout period, two of these patients had reinitiated parenteral nutrition
support.

Reduction in parenteral nutrition volume

The mean change in parenteral nutrition volume from baseline at Week 12 in the ITT population,
based on physician-prescribed data, was -2.57 (£3.56) l/week, correlating to a -39.11% (+40.79) mean
decrease, compared to 0.43 (+0.75) I/week, correlating to a 7.38% (+£12.76) increase in the standard of
care cohort. At Week 16 (4 weeks following the end of treatment) parenteral nutrition volume
reductions were still evident but less than observed at Week 12 when subjects were still on teduglutide
(mean decrease of -31.80% (£39.26) compared to a 3.92% (£16.62) increase in the standard of care

group).
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Reduction in parenteral nutrition calories

At Week 12, there was a -35.11% (+53.04) mean change from baseline in parenteral nutrition calorie
consumption in the ITT population based on physician-prescribed data. The corresponding change in
the standard of care cohort was 4.31% (£5.36). At Week 16, the parenteral nutrition calories
consumption continued to decrease with percentage mean changes from baseline of -39.15% (£39.08)
compared to -0.87% (£9.25) for the standard of care cohort.

Increases in enteral nutrition volume and enteral calories

Based on prescribed data, the mean percentage change from baseline at Week 12 in enteral volume, in
the ITT population, was 25.82% (+41.59) compared to 53.65% (+57.01) in the standard of care cohort.
The corresponding increase in enteral calories was 58.80% (+64.20), compared to 57.02% (+55.25) in
the standard of care cohort.

Reduction in infusion time

The mean decrease from baseline at Week 12 in the number of days/week on parenteral nutrition, in
the ITT population based on physician-prescribed data, was -1.36 (+2.37) days/week corresponding to
a percentage decrease of -24.49% (+42.46). There was no change from baseline in the standard of care
cohort. Four subjects (26.7%) on the recommended teduglutide dose achieved at least a three-day
reduction in parenteral nutrition needs.

At Week 12, based on subject diary data, subjects showed mean percentage reductions of

35.55% (£35.23) hours per day compared to baseline, which corresponded to reductions in the
hours/day of parenteral nutrition usage of -4.18 (+4.08), while subjects in the standard of care cohort
showed minimal change in this parameter at the same time point.

An additional 24-week, randomised, double-blind, multicentre study was conducted in 59 paediatric
patients aged 1 year through 17 years who were dependent on parenteral support. The objective was to
evaluate safety/tolerability, pharmacokinetics and efficacy of teduglutide. Two doses of teduglutide
were studied: 0.025 mg/kg/day (n=24) and 0.05 mg/kg/day (n=26); 9 subjects were enrolled in a
standard of care (SOC) arm. Randomisation was stratified by age across dose groups. Results below
correspond to the ITT population at the recommended dose of 0.05 mg/kg/day.

Complete weaning
Three (3) paediatric subjects in the 0.05 mg/kg group achieved the additional endpoint of enteral
autonomy by week 24.

Reduction in parenteral nutrition volume

Based on subject diary data, 18 (69.2%) subjects in the 0.05 mg/kg/day group achieved the
primary endpoint of >20% reduction in PN/IV volume at end of treatment, compared to
baseline; in the SOC arm, 1 (11.1%) subject achieved this endpoint.

The mean change in parenteral nutrition volume from baseline at Week 24, based on subject
diary data, was -23.30 (£17.50) mL/kg/day, corresponding to -41.57% (£28.90); the mean
change in the SOC arm was -6.03 (+4.5) mL/kg/day (corresponding to a -10.21% [£13.59]).

Reduction in infusion time

At week 24, there was a decrease in the infusion time of -3.03 (£3.84) hours/day in the 0.05 mg/kg/day
arm, corresponding to a percentage change of -26.09% (+£36.14). The change from baseline in the SOC
cohort was -0.21 (x0.69) hours/day (-1.75% [+5.89]).

The mean decrease from baseline at Week 24 in the number of days/week on parenteral nutrition,
based on subject diary data, was -1.34 (+2.24) days/week corresponding to a percentage decrease
of -21.33% (+£34.09). There was no reduction in PN/IV infusion days per week in the SOC arm.

The European Medicines Agency has deferred the obligation to submit the results of studies with
Revestive in one or more subsets of the paediatric population in the treatment of SBS (see section 4.2
for information on paediatric use).
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5.2  Pharmacokinetic properties

Absorption
Teduglutide was rapidly absorbed from subcutaneous injection sites with maximum plasma levels

occurring approximately 3-5 hours after dose administration at all dose levels. The absolute
bioavailability of subcutaneous teduglutide is high (88%). No accumulation of teduglutide was
observed following repeated subcutaneous administration.

Distribution
Following subcutaneous administration, teduglutide has an apparent volume of distribution of 26 litres
in patients with SBS.

Biotransformation
The metabolism of teduglutide is not fully known. Since teduglutide is a peptide it is likely that it
follows the principal mechanism for peptide metabolism.

Elimination

Teduglutide has a terminal elimination half-life of approximately 2 hours. Following intravenous
administration teduglutide plasma clearance was approximately 127 ml/hr/kg which is equivalent to
the glomerular filtration rate (GFR). Renal elimination was confirmed in a study investigating
pharmacokinetics in subjects with renal impairment. No accumulation of teduglutide was observed
following repeated subcutaneous administrations.

Dose linearity
The rate and extent of absorption of teduglutide is dose-proportional at single and repeated

subcutaneous doses up to 20 mg.

Pharmacokinetics in subpopulations

Paediatric population

Following subcutaneous administration, similar Cnmax 0f teduglutide across age groups was
demonstrated by population pharmacokinetics modelling. However, lower exposure (AUC) and
shorter half-life were seen in paediatric patients 1 to 17 years of age, as compared with adults. The
pharmacokinetic profile of Revestive in this paediatric population, as evaluated by clearance and
volume of distribution, was different from that observed in adults after correcting for body weights.
Specifically, clearance decreases with increasing age from 1 year old to adults. No data are available
for paediatric patients with moderate to severe renal impairment and end-stage renal disease (ESRD).

Gender
No clinically relevant gender differences were observed in clinical studies.

Elderly
In a phase 1 study no difference in pharmacokinetics of teduglutide could be detected between healthy

subjects younger than 65 years versus older than 65 years. Experience in subjects 75 years and above
is limited.

Hepatic impairment

In a phase 1 study the effect of hepatic impairment on the pharmacokinetics of teduglutide following
subcutaneous administration of 20 mg teduglutide was investigated. The maximum exposure and the
overall extent of exposure to teduglutide following single 20 mg subcutaneous doses were lower
(10-15%) in subjects with moderate hepatic impairment relative to those in healthy matched controls.

Renal impairment

In a phase 1 study, the effect of renal impairment on the pharmacokinetics of teduglutide following
subcutaneous administration of 10 mg teduglutide was investigated. With progressive renal
impairment up to and including end-stage renal disease the primary pharmacokinetic parameters of
teduglutide increased up to a factor of 2.6 (AUCiy) and 2.1 (Cmax) compared to healthy subjects.
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5.3 Preclinical safety data

Hyperplasia in the gall bladder, hepatic biliary ducts, and pancreatic ducts were observed in
subchronic and chronic toxicology studies. These observations were potentially associated with the
expected intended pharmacology of teduglutide and were to a varying degree reversible within an
8-13 week recovery period following chronic administration.

Injection site reactions
In pre-clinical studies, severe granulomatous inflammations were found associated with the injection
sites.

Carcinogenicity / mutagenicity
Teduglutide was negative when tested in the standard battery of tests for genotoxicity.

In a rat carcinogenicity study, treatment related benign neoplasms included tumours of the bile duct
epithelium in males exposed to teduglutide plasma levels approximately 32- and 155-fold higher than
obtained in patients administered the recommended daily dose (incidence of 1 out of 44 and 4 out

of 48, respectively). Adenomas of the jejunal mucosa were observed in 1 out of 50 males and 5 out of
50 males exposed to teduglutide plasma levels approximately 10- and 155-fold higher than obtained in
patients administered the recommended daily dose. In addition, a jejunal adenocarcinoma was
observed in a male rat administered the lowest dose tested (animal:human plasma exposure margin of
approximately 10-fold).

Reproductive and developmental toxicity

Reproductive and developmental toxicity studies evaluating teduglutide have been carried out in rats
and rabbits at doses of 0, 2, 10 and 50 mg/kg/day subcutaneously. Teduglutide was not associated with
effects on reproductive performance, in utero or developmental parameters measured in studies to
investigate fertility, embryo-foetal development and pre- and post-natal development.
Pharmacokinetic data demonstrated that the teduglutide exposure of foetal rabbits and suckling rat
pups was very low.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

L-histidine

Mannitol

Sodium phosphate monohydrate
Disodium phosphate heptahydrate
Sodium hydroxide (pH adjustment)
Hydrochloric acid (pH adjustment)

Solvent
Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

Unopened vials
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4 years.

Reconstituted product
Chemical and physical stability has been demonstrated for 3 hours at 25°C.

From a microbiological point of view, unless the method of reconstitution precludes the risk of
microbial contamination, the solution should be used immediately.

If not used immediately, in-use storage times and conditions are the responsibility of the user and
would normally not be longer than 24 hours at 2 t08°C, unless reconstitution has taken place in
controlled and validated aseptic conditions.

6.4  Special precautions for storage

Store below 25°C.

Do not freeze.

For storage conditions after reconstitution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

Powder
3 ml vial (glass) with rubber stopper (bromobutyl) containing 5 mg teduglutide.

Solvent
Pre-filled syringe (glass) with plungers (bromobutyl) containing 0.5 ml of solvent.

Pack sizes of 1 vial of powder with 1 pre-filled syringe or 28 vials of powder with 28 pre-filled
syringes.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

Determination of the number of vials needed for administration of one dose must be based on the
individual patient’s weight and the recommended dose of 0.05 mg/kg/day. The physician should at
each visit weigh the patient, determine the daily dose to be administered until next visit and inform the

patient accordingly.

Tables with the injection volumes based on the recommended dose per body weight for both adults
and paediatric patients are provided in section 4.2.

The pre-filled syringe must be assembled with a reconstitution needle.

The powder in the vial must then be dissolved by adding all the solvent from the pre-filled syringe.
The vial should not be shaken, but can be rolled between the palms and gently turned upside-down
once. Once a clear colourless solution is formed in the vial, the solution should be sucked up into a

1 ml injection syringe (or 0.5 ml or smaller injection syringe for paediatric use) with scale intervals of
0.02 ml or smaller (not included in the pack).

If two vials are needed, the procedure for the second vial must be repeated and the additional solution

sucked up into the injection syringe containing the solution from the first vial. Any volume exceeding
the prescribed dose in ml must be expelled and discarded.
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The solution must be injected subcutaneously into a cleaned area on the abdomen, or if this is not
possible, on the thigh (see section 4.2 Method of administration) using a thin needle for subcutaneous
injection.

Detailed instructions on the preparation and injection of Revestive are provided in the package leaflet.
The solution must not be used if it is cloudy or contains particulate matter.

For single use only.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

All needles and syringes should be disposed of in a sharps disposal container.

7. MARKETING AUTHORISATION HOLDER
Shire Pharmaceuticals Ireland Limited

Block 2 & 3 Miesian Plaza

50 — 58 Baggot Street Lower

Dublin 2

Ireland

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/787/001
EU/1/12/787/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 30 August 2012
Date of latest renewal: 23 June 2017

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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Kefel/ B [-1.75% (25.89) ] THho7=diZxf L T, 0.05mg/kg/ H#£1X-3.03 (£3.84) K§fE]/ H
[—26.09% (+36.14) ] ThH -7,

Week 2415 55 C O B FF AR Z i1 T H D RX— R T A b OB vE (BEHZET —#) |
—-1.34 (£2.24) H/E [-21.33% (£34.09) ] Tho7-, EHERBEREITRLD DS 0>T=,

SN AEZ

QLAMDIEERH. ZhuskdiFEl, HERSRBRICIBV T, SBSEFLTH| 25K GHEUIMEAAIL, 7T =

JNTF FOMEF%Z L7z (1H1F0.03, 0104 L < (0.15mg/kg. X I1X1H2[HE0.05%4 L < IX
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0.075mglkg) . 77T 2 AT ROEHIZLY | FERFRZ L OEME OWINE L & HICHILE T
DIRGFWILHITE0~1000 mL/ HHER L, A b —~ XUFZHEMEH D5 O/K 3 K OV FEF5HE F O PR &
WD U, IR D BB e A TR S OB RERUE G S 80 S 7, BEMEISIT —RETh o | &5
3B ANIC N — 2 5 A AEICR S 7=,

REIREEAMLEE L TASBSHE AR L L EHEWH., 77 RSB, RELARME5O R
JVEBINFERBRIZ BV T, 4361% 7T = 7 /LF R0.05 mglkg/ H BEZ. 4361 % 7T 2 BB BAE AL E
1 L=,

Week 20 % O\Week 2455 i1 T, #RERIRSE 2 B 0020%~100%8) % 2Rk L7 BRE 0B &1L, 778 R
LT T 27T FHOLBRIZE W THREFIAZZEDNRD b v [13/43%1 (30.2%) (Zxt LT
2714311 (62.8%) . p=0.002] ., Week 24§58 CORFNRFELEEIL, 77 B RNEE2.3 LHEOWRD
Tholz EHGAIDOR—ATA 1321L00) DOIZk LT, 77 27 4F REEX44 LAORED Th -
7o (EERIDON—2T A 129 L) , #EFHIRRE EOLRAHY &L LoD 2 2k L 7o g F 1%
7T ARBERIH (209%) THoDIZK LT, 77 =2 7 vF NEEIZ214] (48.8%) ThH -7
(p=0.008) .

TR ERBRE T LIBEDOII% (77 = 7 VF NEEITI394) NIk G5 BRIc B T L.,
IR E BICHRELEM DT T 2 7 /LF R0.06 mglkgD#5-% 5% 15 7=, A ANHNT-AFH88%ID H
B, 3NITATHRBR CTO T T B RN OBITEREE TH Y . 12601137 BRIBR G S e b D D HE
TEBb SN2 D> BE Th o7z, 88fIHesHl N Bkt 5 A ET L, 77 27 4F RO
e 5-%ZF 2 TORERICBW T, BE25EOHGIC &0 Bk E R OB . RSk
FEAT B O S OSEFRIR T 28— DL DR D S B 72 D W RHF 0 b Tz,

FATRBRNOBAT LIeT 7 2 7 VT REE3GIH 3063531300 H DG %25ET Lz, £D 56, 28

Bl (93%) (ZHREEARY A — FED20%LL LD N BT, EITHBTO L AR & —T, fke

&5ﬁ%%%TLt$%p%¢ﬂ%(%wcu¢ﬁ®%ﬁ&5%7ﬁﬁmﬁwf%%?lﬁw%F
2K DR OGN FRD BTz,

FREFIRE 2 B O R & (n=30) 1755 L/ (WR—R T A )1 565.6%DE)) Thoiz, 77
2 7 VF RO30Hn AHEEG#%IZ, 106N EFIRY A — MDD OB A A b iTe, 77 2 7V F RIZ X
D FRERIRSEE D O OBEBL S HERF ST, URZ10611 T 7 = 7 v F REHRNC12~155412 072 b #%2
FRRRE Y R — M ETH Y | 35~134 L/ ORKRFFIREE Y R — N2 0EE LT, WBRI&T
REARUZR W T, RBRASE T L7230 9 B, 2141 (70%) | 18%] (60%) MK O*18%1 (60%) (2. i
MREEARY A — Ml B oz Enl, 2 O3H ORI RH BT,

FATHRBR CT 72 RBETH 723D 5 B, 29610324 % ADT T 2 7 VF Rofkh5 %25 T Lz, ##

R ER AR 2 B O b 833,11 LA (AT THEDN D & 51228.3% D), fRERIRSE &

B D20%LL LD 3296116451 (55.2%) IZA HALT-, B TREAT, 1441 (48.3%) | 74

(24.1%) K OBH] (17.2%) (ZHEMRFRIRCRERIT B O ZEnl, 2R UBH O R A LT,
11



TT 2 7T ROBEET L0 20NTRERARY AN — b 2> 6 OB 2 BT,

TATRBR CERAEAL SN2 T12000 5 B, 6643245 ADT T 2 7 VF Ko 25T Lz,
TR SR B O R EITA0 LHE [(R—2F 4 (ki 5 BRBALEIE) 725 39.4% D]
THY, 245 ARG 27T LIZ6BID S b FRY AR — FED20%LL LD 3441 (66.7%) 1Z
HHITz, PREBRRE TREST, 361 (50%) . 263 (33%) M U2 (33%) (il fIREFIRE =M T B 2%
DENZENL, 2R O3HDOYNAH LT, 7T 27 VF ROBEHIZE 0 WFNTREEIRY R — k25
DBELA I BT,

RERE B A VNI L T HSBSHE AR L L “EHER., I B RHHB. REARMBEEOHOE
HNFERBRIZIB W T, 77 = 7/ F R0.05mgkg/ H (n=35) . 0.10 mg/kg/H (n=32) XIL77tR
(n=16) =& 5 L7,

AREROENED ETER CIX. 75 27 F F0.10 mglkg/ BEEE 77 B AREEE ORICHEHFE &
FEITRD BN o= b DD, HELEHE0.05 mg/kg/ H #E TiTWeek 20 M U248 55 TREFFIRE R B O
20% 0L LWL R LT L AR U X —EIE N T T B RBECK L TR AIIICABEENRD b

(46%\Z%F L C6.3%, p<0.01) ., Week 24l i CORFFIRKEEEOWBAIL, 77 BAF09 L/ ($
BRMATOR—RAF 4 107L) ThoDIZxt LT, 77 27 /vF NEE25 LM (& 5-BtaR1 D~
—ZF7A4296L) ThHotz,

TT a2 NVF ROKRGIZEY | DMEOMESZEE NS Y, LR TORNEIMZRE LT,

650178 & & (T iR 283 [ #5255 DSBSk 4 5k B IC AT L7z, fikfedk GalBr Tl et cr 7
2 7 NVF REETH - TZBFIXEATRBR CORLGRIZEIT S, BT CTT 78R HETH -2 E
FILT T = 7 /LF R0.05 mg/kg/ H £ 321%0.10 mg/kg/ H BEZEEVEZ A LB T STz,

JeA TR TWeek 20 K U'Week 2415 17 Tl ik 22 & D 20% LA L DA 2 Rl L7 BFHED 5 B 75%
PEEVERBG LIRS CH T T 2 Z VT ROZREHER LT,

R E RO &L, 77 27V F REVFERE LS TIOLE (R—2F 14 o)
552% DY) ThHoT,

Week 24F TIZT 5 o ZLF RO B O 54252 1) 12 261 R AREZE D> & OB 2 5 A7z,
HkfE R 5380 T & I IBNTREFR IR R 2> & OBERLS 22 DT,

BN 00T 13, SBSTRIR &2 HRY & L 7/NEEAE O — B 3UTEE DTN X 2% AHI O FABRiE R O
TEHFBBHIRZIEH L TWD UNE~DFERICHONTIE, 42HZZROZ L) |

52 EYERRFRIRE
LIS

12



TT 2 T F RILEE FEFHAL B30I S0, W o HE T & 5593 ~5K % 12 i
MAEEEICE Lz, 7T 2 7 VF R FRGICE DML AT XA T8 ) 7 0 13Em< (88%)
KR FTHEICL DT T a2 VF FOEBITRD LT,

paxiil
SBSHHE TlX, 77T 27 NVT R THRGHRDOHZNT O REIZ26 LTH - 72,

(A
TT 2 VF RORFCOW TIPS TR, TT 2 7 VF RIER_XTF R TH LT,
— R RTF FORB LAk THD LEALND,

Yttt

TT 2 T ROKRERBEREEI2McH D, 7T 2/ VF ROBEIRNES%, miEs )
T T AT muhrkg TH O | SRERAJEE R (GFR) S IXFRRETH -7, BHEEELZA
THWHRE Z G & L CHEMBEORN 21T 2RRICBW T, 75 = 7 /vF FOB D R &
Nz, KR FTEGICEDTT 2 70T ROERITR O bNRho Tz,

B
TT 2 VT RO & OFEEE X, 20 mgE TO H & ToO A &K O E K T &5 T H &gt
o~ LT,

KRl 72 £ [ T O Y EhE

IS

FHENEMEREE T MIZE D, WTNOERBIZB W THE FTERGHROT T 2 7 VT KO Craxl XA
Thoto, LML, AL ERL CTI~17mo/NERE T, BER (AUC) 1TE< ., RN
Birnole, 1~1TO/NRBEHETOZ VT 7 0 AROSAARFEIL, REMIEZ OKA TOE & 2253
RSO, FFZZ VT T2 AILED DR E TER & & g Lz, PEERS L ITEED
RIBRRERE T L ORI R4 (ESRD) A3 A/NERFICHET 27 — 2135 Ty,

1z
BRARRRER CIE, BRRINICER O B SRR b s o T,

B
FIFHFRBRIZ I T, 65AT il ORI L 655k UL L OMEFEERE & ORI TT 7 = 7 VT KDY
FRICIEWI A LN o T, T5LL EOBERBRIZBESN TV 5D,

JFHERENE #

FIHERBRICIBWT, 7T 27 VT R20mgDKE FEG# DT T o 7T ROIEYEREIZ 3T 5 [
HEPEH OB LRF L, 20mgOHEIRE FEGHZOT T 2 7T RO Crad FAUCIE, 75 5 % Hi
R T AEFERE & Hole U CH AR O ITHSRERE E 2 A3 DA O i pME o 72 (10%~15%) .
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B el

FBUERBRICBN T, 77 27 0F F1I0mgD L TR E% DT 7 2 7 /VF B OIEY BRI 59 % Bk
REME OB LG LTz, KRB 2250 ETEOBRKERE 2 AT 2RETIE, 77271
F R DAUCint S U'Craxl FIEFRHIRE & Ll L TE N LR R 2,665 M O2. 165128 L7z,

53 JEEERBRTOZ2MET —H

ARG FERERIC VT, HEE, RS K OFEICBERA A DN, 2, 77 =27 1VF K
OIBUER NS THIFIEE & B 2 b, BHINE & 5% 8~ 138 [H O IRIEHA I % D11 O FREE 134K
ThHoT,

e DRI ASIN
FHEEARABRICI N T, ESEALICHE 5 HEDORBFIEMERIED 2 BTz,

AR B R EE
7T 2 7T NTBnmE i ORER iR TR Th o 1o,

Ty "PAEMRBR T, 7T 270 F FREICEEEDH 2 BIYEFAMICE LT, HEEHAEL2 R
FWHEE LI L X IBELNDMEE Y LR35 K IS EEWT T = 7 VT RO Mm@ L
ToHEZ v MZIE LRSS 2V CGEBLERITZ N E /4400, 4/48)8) , HELERH &4 BTk
H L7 L2 ITBoN DMLY HRI1065 K OB E W T 7 = 7 /v F RO MmBEF R ZikEE L= kEZ
v I FEIEFLLB0PC K OS/50VE 2 ZE BB S A2 BTz, S B2, YR CORBEHEL &5
L7olET » MCZEIBRER bz (@it s omfEhReE 0 91065) .

AT A B

TT 2 JVF ROAFERAEFERBR TIL, 7y RO Y FI20, 2, 10X U0 mg/kg/ H D &% %
TG L7z, ZMhee. WKRIEORE, HAEMZORE LR T 53BRICH W T, AiiE), FEW
XIIFB/NT A =B ~DOTT 2 7 NVTF ROZEITRD Lo T,

FMERET — 2 L0, U FRIEXROWHA T v bOT 7 2 7 VF FIRBERIZIEF TN Z LR
STz,

6.  FHIFE

6.1 WINF—%&

MR

L-exFT

=i %

JINT - & el RV S 1LY
U UEEKFE T N U o AR

Ve fii
14



TS K

6.2 BEAER

Bl A LiRBR 2 £l L T2z, AFIEZMAI LIRS L IR b 0,

6.3 FAXHM
ARBHE
A4F-FH]

TR
RO ZENE L LT, Fm25°C T4ARFE OW BRI L A Z EVE SRR STV D,

WA FRIBLR O . IO THENEWTERO ) X7 Z PR LR WIRY | MR ITE S ISR
5Tk,

EHIZHH L2RWGEE, EHREORFRE L OCRERMFEAEDOBEEL 2503, FEHEOANY T
— b SN IEE AR TR SR WIR Y | IR O PR AR ] K OVRAF SR 1338 2~ 8°C T 245 ]
URNET D,

6.4 HREICETIHNREREHR
KIRE (2°C~8°C) TIRETHZ L, WLV &,
RHNRARS DIRTESIC OV T, 6.3HAESRD = &,

65 ZAaOBEEERUVCANEY
[EN
IafE (TrETTFN) FEIMLANALT I (HTR) T T 27 0F R1L255mgaEahH 3 5,

fi
TV — (TuETFN) METVLTANERLY Y (BT R) ICBEBIKROSmMLEEAT 5,

oS
=
5t

EEEHAT TR AN SA T A8, TR ONT LT 4 VR D8R TH D,

6.6 BEEKOVZOMOEEVICET SRR EREEH

LA DFe GAZ L E IR A T IVEE il % O A O E K OHELE ] #:0.05 mg/kg/ HIZ RS S IRET S
Tl ERNE, BEILICEEORELZHER L, RKEOBEETOIRRGREZRET DL L HIT,
BT %,

/NI T HIRE Y 720 OHELEH EI2 S <R GRIT42HDORITIRT,

TVUT 4 RV IR OS2 B 1T 5,
15



WIZ, TV 7 4N RV P OETOERRE A T VA THREBIRT 2,

WNATIEREEI LN L, RATNUVEFEIZEA TS L, BRI Y5, MR
DOEFHENFER TE 726, MEN0.02mLUL FOBRKY HXx1mLy U >y CUI/NEHOSmLE L
IEZENAREEDO TV »2) \THEMEEZREERS (U Dy MZEETOZRYY)

23 TV IR G AT, HEFIHZHE KL, JYOEENA > TND T 2I22m H OE
SR A BINTIRERM D, A &E2BADESE (mL) (X, ML LEETLZ &,

TESHE 2 B DTG BRI BN B TR G-97 %, AATREZR G A IR, /NN B EE O & 24
L CRBEES (4215 THIIE - &) 2R) I T &RET 5,

AHN OFIFLI OVES OFFEAI 2B, BERHRHEIR T,

TESHR IR E UKL IR E DGR O D 5E 1, A LRNnZ &y

HRIEHICR S,

A DB AT BEFE LA E O BRI I > THIET 5 2 &,

ROV Y R ETHA MBS v 7 ZTHEFET L L,

7. IRGEARBIREE

Shire Pharmaceuticals Ireland Limited
Block 2 & 3 Miesian Plaza

50 — 58 Baggot Street Lower

Dublin 2

Ireland

8. IREARET
EU/1/12/787/003

9. MEARA/EHH
MEEEFEH ;2012458 H30H
B HEETH - 20174E6 H 23 H
10. AXEOHKETH

16



ARFNOFEMZR G WL, FINEIESTO Y = 74 F TR AEETH S  (http://www.ema.europa.eu) .
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KRERGTBINE=2 Y T ORRTHD, ZHUS LY Bz e P S oOmE 72 55 E 25 ATl
2%, FERRUEERITIE. BHWERZA B DNZBRIZLTRE T 5 Ko BT 5, BWEHO®EFIEZS
Wi, 48HEZZHOZ &,

1. pUEe
Revestive 5 mgiy A M ONE 51 IS Aig ik

2. LK - o7
INATAF, FF 2 7 VF R* 5mgrk gty
VERARIE, LA TV 05 mLHISE mgD T T 2 LT K& ETe (10 mg/mLIZARY) |

*EAS PRI X HINIC K0 RIGHE CREEAE SN 7V AR~ T F K2 (GLP-2) 7Fr 7,
EIRMAIO—EIT6.LHEZZ RO Z L,

3. MR
TEST DR AR K ORI
HEOH R CEABAOEMRIE TH 5,

4. BRAOKK
41  %hee - HE
Uk bh EOBEIGERRE (SBS) DRk, BAIE, FMROEEIESHRBEBRICZEL TWDH T &,

42 HE-AE
1BHEIE. SBSOIGERERD & 2 BE DO T ChtGT 5 Z &,

WHE NS RREE, BEPLEL TWVD EAATHITE 2 TR EBM LRV T &, 1B
DO BARETNC R F IR TE X O B 2 i b L, ZESETHL T L,

BEEDIBERAN L BEOEELZEE L CTEMIC X BRGEMAZITY 2 &, BEOREBICRS
RUCENER SN WESIXEELTIET A2 &, BIKIBETA R4 > T, T _XTHOEE
DEMER N2 EEMcE=2) v 7352 L,

=

HELEF B 0%, 1H1[E0.05mg/kgTH 5, KEY7-Y OBEELZ LT ORUIRT, SBSEEITLHR
72, IRROBRMEN KRB SN L) BHEICLVIFORGEAEEICET=4) V7 LTHRET
LI EEmET S, HHELENESGAIE, YAPICTELRTR<ELETHZ &,

61 RIS RZRHT 2 2 &, 2L, BRRBRCTORONLT —Z b, GRS E TIZ

R 2 B 258055 Z LIRS TWD  (FEESUTEN,RiEIG2S E72FET 2 8E) o 12
18



AR ERIRUBGEEDR A DR WEEIT, BRI O L EME 2 G5 Z &,

RERFARAS R 2 DEEDL U 72 BA 13, 162k 2 Z LR EE LU,

#1
5 mgR4A|
LN e it

38-41 kg 0.20 mL
42-45 kg 0.22 mL
46-49 kg 0.24 mL
50-53 kg 0.26 mL
54-57 kg 0.28 mL
58-61 kg 0.30 mL
62-65 kg 0.32 mL
66-69 kg 0.34 mL
70-73 kg 0.36 mL
74-77 kg 0.38 mL
78-81 kg 0.40 mL
82-85 kg 0.42 mL
86-89 kg 0.44 mL
90-93 kg 0.46 mL

A AsLLLE)
1BRIE. /NESBSOIRERRER D & 5 HFAE OB F TRt 5 Z &,

INBERORAESE (1~175%) OHERERHEIX, A & R&E (1H1810.05 mg/kg) Toh 5, 5mghlkl %
HAWEGAEOERENT- 0 R G EEZ L FORATT, /WNNREE (IKEDY20 kgATH) 12131.25 mgil
FHEHAARETH D,

B LENZEAE, SHPICTELRETRELGT 52 L, #EESN D65 H OBk 2 FaH
LIRS R i+ Z &, 2R O/NE T, 128 MR ICIERIR 27T 5 2 &, /)
REBEICBT 2R GH6» A UL EORMraer 7 — 2372y B.1IHER) |

7 2
5 mg B
LN 55
10-11 kg 0.05 mL
12-13 kg 0.06 mL
14-17 kg 0.08 mL

19



5 mg Al
LR &5 &
18-21 kg 0.10 mL
22-25 kg 0.12 mL
26-29 kg 0.14 mL
30-33 kg 0.16 mL
34-37 kg 0.18 mL
38-41 kg 0.20 mL
42-45 kg 0.22 mL
46-49 kg 0.24 mL
>50 kg (N DEOFE 152
PR 2B ]

Vo
655 LA _E D BT L CHEFREN XL 20,

B RERENH &

R O PR RE MRS O B SN BT U T ERREN I E e, PR b B OB RERE
(7 VT F =227 U7 T A50 mUminAdit) XIIRHIBE AR RO LA UT/NEEE TIE, 1H&REGE

R TH 2L (5.2HER) |

Vi =

Child-Pugh/3 2" L — FBOHERE 2 KR Tk SNV TZRRERN & | B> B 55 B OO TR RE P 5 oD i
FITH LT EFRENIISE R, EEOIFEEERE O BFEH TIE, AAIIRFI S Tuwy (44
HEUSB2HZM)

NEEE
ARBNDUFEAE D /NI D HINE R OV EPEIIMESL L TV 7w, FIHATREZR T — X 13720,

#5511k

AR U7 R 2. LHLE, B 2458 L2 9 bO1y ATl HICKE FIES+T 25, WAORE.
OB K0 BEE~DOTER IR EE G ST REE~DOEHR b AJRETH 5, AFNIFFIRN K O AN
W L2 &y

BGRIOAFN OO TT1EIT66HEASZ T 5 2 L,

43 g
AAENDOANR G L <IE6LHIRTHMAL, XIET T3 A 7 U o OSBRI 2 b #oE D
BEERE O & % A

20



TEENPE RIS SR Z DB WD H 5 B,

W ZESF LI IS IEE R b6 S Oz & Lol L8 O BRI OBEEIE O & % B4,

44 BEEROHEHLOEER
BELEBEEISNEEEI Dy hOKEDTZD, AFIOBEZLICBREORA LERESNERFIOn »
MEEZTEEFL TR Z L 2MHELET S,

BRA

FHBIERGA Y — 7

AR OGRS, KIBNRERE L EE LAY — 72015 2 &, KA GG 6 24
FUFEICLEL RIBAESRE CUTEGMRAE) 2EmT 2 2 L 2R 25, TAURIIHFELUND
[WIfR CHEM T2 Z & 2#EE 5, BEORME (B Fifin, KL [ISCTE=Z Y 7 OB
AT RERD L0088 D MERNCEHET 5 2 &, BIHGZMT L2 L, N =T RRON- 1
HBlE BATORY =7 T v =7 v 7 IHA FTA ANZHEIT 5 2 &, BRGSO o T2 56 13,
AKAlOG 2T 5 Z e (A3HZM) |

JEHEE & 5 de b EREE

7 v NORP AR TIE, NG R ONFAMAE I REE SRS b, b ORI IFEBO
EEARAREBR ClX A b e o Tz, FEMBRD LNIZGEITRT 2 2 &, BHER OG- IEARAI D
BehGahibd 52 L (A3HEKUSIEHZM) |

JAFER VAE
fEEES . MBS, MEARE DIERFI A FRARGER THE STV D, MBSESUINEE BIEOIEIRD & 5 56
V& AN DO Gkt DL BN 2 RIS 5 Z &

HER %
P& PE R OVE MR . BEREAZIE, B, W ONCIF 7 X 7 —B KOV 73 —E DI O RS
AEFELPBERABR CTHE SN TV D, BEEOFFERNRD LNTGEIE. AR O Gk D

B2 AT 5 Z &

G, SEFE, JEE, BEEDOE =5 Y
SBSIEE 1L, ERIKIERET A RT A it TREMIICE=2 Y v 7352 L, E=F U U 7ITIT@EH
/NIRERE, NHZE K OVIEAE I N IR B T~ 2 i R OER D E =2 U 7 F£7o, LBEIIL U TE
INOREARNGA K BRI E NS EN D,

B%
15 PAZE D JEFI S FG R RRBR s ST D, IBRAZENERT 28580, AAIO & 55k O MV A
i+ 252 &,
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K2 A i R VB Y 7 - X

K38 A faf X iﬂfbk%::ﬂi?ét&) A G- O BE TIIRHEIREE B A EHEICHE T 2 0ER D
%D, ARFNEEG . FRCEGBAHIE R O IERHCIXEMRE N T o A L OMRIREO R A R
SBETIVNERD D,

7k BT
PRIRER TRy OB TS, KOBARHIIARFIF GBI 5 4R B LA & & 5
%’véfﬁub\ E%EF‘E'ﬁODn‘r};u HIZHD LT,

fF*f (ZARFN O P G- BRARRF 1T K5y DY HEIN G 2 728D AN AR0 ) ML 55 0L iU B R JR oD SJR B 130K

AR L TE=2 Y 7452 L, QUMARMRERN, HmER, EEERLC SUTFERIN
%ﬁiﬂt_okﬁa TITEMCERET D KO BEICIRET S 2 &, RIS, it E%HKK%ODME P % Jid
YNZIO A LY =Tl 5 Z SIS K W KGHAR IS 2 L TE D, 2 OFHIZ RGBT
D H AT &Z 0 B E T 5 2 &,

9 o ML AR KR TRRO 5N TV D, DMLERENEE T L5813, AR ok
G ouZMZ R4 5 2 &,

K

SBSEFIIHIAKIZZ2 009 < | FKIZTAMEBEREIZORNIBEZNLRDH D,
AFNEHEINTWDHEETIE, BiFCrRELZERICHD S8, ZRPIEL2VWZ &, MEIZST
T, BFIREEORD & ZITEE ) KRBV R — FOFREEZITo 2%, BE DK DIRREE T 2
N

Yotk i)
MEBREZSLE LT D UTIRFIEROPNEE D OOF A Z IR L T2 B3, IR
LEREMEN D D70, HEICE=2 ) 79528 ABHEBH)

FERI 7 A IR THE

FEEOBRKICARLZERGOIHE (B Dl ERE, MEREEE, BRE, BYYE, AOowEE, IF
BB, PRI CRERR) TR ESFUNICEMIER OBEE O H 5 BE 2 xR & LR R E
i S TWRYy (A3EZM)  AAIZLTTLHRTEET LS 2 L

il

HTEERENE &
HE DO THEREREE O BE TIIARI ORRRERER T FEM S Tuviauy, TR DO FFHERERE O IR 12
B DEEGT =2 D OIIAROM A 2 HIIRT 2 LEMIT RN LR EN TV D,

TGS D H 1
BiAKD YU 27 83D T-6. AFIOEEF IR EEICEETS - L,
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/NREER
ARIEDOENANT O—EHEEFELSMS 5 Z &,

[

TNGIENGA Y — 7" - JE
AN OBGBRGGRTNC T~ TO/NE R ORI U TER MR 2 Ehi 5 2 &, JRRARH O
M558 b NI HE I RGBTSR ERE L TS 5 2 &, €Ok, ARG I3 maEd
R AEEZFEmT 5 Z &,

KIGSOISIRFE RGN RER AT, TG O UFER, KO OBARAE G/l FIX5FE 2 Lo
TN &U?ﬁﬁki IR TEMT 2 Z EnfERR I NG, 7o, FiHE L <IFRERAHOEE H
[ﬁlz))wuy) Eﬂf&- %%MW% éj/l/%)o

AN
AAHNIFIAES7Z V1 mmol (23mg) KimdF MU v ARGEEND, ZHUIEENC [ YDA
7U—] ThdZLeEW®T D,

T b TYA TV AT DMBUEDOMAEDN & 5 B ICAA K G T HHRTEETH 2L A3HS
1)

45 HoOEIRKSE DHEERKOEDOMOFEBOHEEIER

WA AAE BRI E M S LTV 2R, in vitropkBR Tk, 75 2 ZLF Ridy b 7 v APAS0EM
BEEEAHE LRV LRENT, TF 2 7 F ROIEITEAEM NS . OF A O WL A BN
SHLAREMEND D (BAESR) |

46 HEZEME, IR R ORI

I b

PEIRC KT AR O G-T — 213780, B ER TR, AT B U TR UMM 72 Y
BIRESn TRy B3EZM) VR ZRET D720, EIRTEIARAZREG LRI EREEL
[

.1

AFIDRE FHIHCHRM SN D0 E D NEIAATH D, T v FTIE. 25 mg/kg?D H[AIEZ T EH % DOFL
HHDOT T 2 7 F NON PRI RHRM AR E D3%AR Th o7z, WALTDORA~D Y 2 7 (38R
TER, VAT ZlES 572, RILTIEIAFZ G LN EREZEE LY,

a2t
TT aZ)VF RO NOWZEMICHT 28T 57 — 213720, BiER T, ZIREERT 2
R IR STV,

47 BEEERR OERBIECTT SR8
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AFHND BBV EOEER, BEBHERIEA~ D BT DT TH D2, BKHRIZEB W TR ORE R H S (4.8
HZM) . ZOX D 2 SRI3 A B EOEER L O E IO B e KX T REMED & %,

48  EIEH

M T T 7 7 A VOB

BIERIE, SBSEFH 109612 %51 T T = 7 /LF R0.05 mg/kg/ H 3130.10 mg/kg/ H % fx 5243 [ #¢ 5-
L7277 B A3 RERRARBR2RRIC L VRFI LT, 77 2 70 F REEL L2 B OKI52%IZFITEH
MR BT (77 RE G LI TIE36%) o TAamfEMIZ, IER & O MR (45%) |
ROBRY: (28%) (LWASAZE, A v 7 W BEROEYE, FTROBRLS) | EL (26%) | 7E
WHERRLEOS (26%) . FEIE (16%) KM ONEM: (14%) Thol-, 77 a7 VF FaKESn-BE
TR M=v%2GT5BHD I HRBRITHILE A N —~AOHENRD bivic, BIVERO K5 118k
EXIHEETH T,

77 2 7 VF F0.05 mg/kg/ H % i 30 4 H G U723k B iR Wifkie i 5508 <l Briore etk
VT FNTRO BIie o T,

RIEH— B3k

LIF ORIWEM —53KIE, MedDRADZRE BRI Z & ORIAE 278 LT\ 5, FEHBEIT, very
common (1/1084 F) . common (1/100L4 F1/1044H) . uncommon (1/1,000L4 F1/1004%%) | rare
(1/10,000LL 1-1/1,0004i#) . very rare (1/10,0004i) . not known (R AIEEZR T — & 26 OHERE
RHE) CTEFLIZ, ERFHEENTIIEBEOSWIEICEIER 271 LT,

TR IR E SNV RWENIE T R THATRT,

RBEE Very common Common Uncommon Not known
=B AIRGE
JEYYIE 3 K OV AR ) RGBT ST
JiE P
ﬁ&i%ﬁﬁ% ﬁﬂ.ﬁ
Rt L O E B8l RIS
Vgt =Ny
R b 3
AHRIE
PR R R GEpa
Dl 5 o ML A4
& R PG
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REEE Very common Common Uncommon Not known
HERRSE
FE0R . M ghds L O % K
i b P IP-0J% IR
H b N B R FWGR Y —7 +ZH/EARY — | BT =7
il Hil e 7
D S
et 153 P
W A
Mt
AN SE
JIT B8 R P fEFER
SVENRSER
— % - g R k| TR A M IR
[ R IVABLINGS
TmE fEs Lo HIEEA b=~
EEPHE A OHE
*ROFARFEEZ G T« FREER, A 7o BRIAERYE, T ROE R
YRR EET Wk, BPEHEA, 1BVERER
bwosAEE At EABOLOIE, VERIBACACEE, FERHICALEENR . EAHIACIEAR . PRI M

FeE DOEIEH O

RS

RTF RGN EFEE 2T 2 /RN S 5720 ABFNIHURPEE 25| &k 2 3wl Rerk
N D, HANSBSHEH OEGIKAER2HER (64 H D7 T v RN AL ELiRER, 20245 H DIk
Bk 5B oA T — 215, 1HLET T 2 7V F F0.05 mg/kgZ B F &5 S - bra
BT DP7 T 2 7 VT FHURDFEEIL, 35 HHT3% (2/60) . 6% A HT17% (13/77) | 12% A
HT24% (16/67) . 245 A HT33% (11/33) . 304 A H T48% (14/29) Th -7z, F£7=. SBSHEH
gL LT BNHERRRBRIZI W T, 77 2 7V F RE2FLDL B G S L7z 38 D 28%H3E.coli ¥
Yoy (B TR D OFRE MY X7 8) IRTDPUREEA LT, PUREAICL DR
F ORI R 2SO RBESLHIMEDIK T, B Z I~ Lo T,

TER BRI

TT 2 VT Rah ST SBSHEAE D26%I TS SN US N FEL L, 7T B AREE TIE5%IZFEEL L
7o VESHEBALSOSIZIX, VESHHALMAE, SO RLEE, TSN . TS A IERR & OV AL
i3 & e 5.3HESM)  FEHHA SO EIEEII ROV FEETHY | FEPIEICEST
BIVERIZ /2o T2,

C LUt T

TT 2 VT RGO TH INIZCROGER B OR)25 mg/LOFfEC e EA-2 580 Hiv, #H
DEFIZEVRLIIRT Lz, 77 2 7 VF FOF 52481 OCRIGHEER A O _EF- 13 TH
15mg/lLE b T N TH o7, ZNHDOEIL, MO /RT A —X OB S ST B RAE R O
WFTHICHEE L T e olz, 77 27 VF RORE30» A EMEGHZICBIT HCRISEER O
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NR—=AF7 A4 IO EFOVEHEIL, BARMICEW®RDOSH D L O TlXhoTz,

/N BE

56 T LI BRARERER 2B (S BT ANRBHESTH (I~175%) BBERSh, 77 27 VF ek
ARG LT, AFERICKVRAERZ PIE LICEBEITW R o7z, &KL LT, /MR (1~175%)
BT DT T a7 NF RoLReT a7 7 A0 (BIVEM ORI K OSSR NS S 1%

N &R TH - 72,

N (1~173%) OEMZENT —Z 3B 5TV AR, EREOILROTF — 2 ITE 5TV,

BIERA RSO L FHORE

EFEmOAKRE, BHEAREOLN 2 LEIITMET D2 ZLAEETHY, LD, EFELDON
274y NSVRTDONT U AEGINCE =2 ) 7T 52 ERNFREL 72D, ERAEFH ITEIE
FnsEbn oW E AT LHE12id, Appendix VIZFEH SNZEEOHE > AT 22 X0 b4
HZk,

49 BREHRSL
ERRBHIE 7' 0 7T L COT T 2 7 VF RO m H&EIZ86 mg/H D8H 5 Ch o7z, RAOLEHME
BIERIZA LN - T- (A8HEBM) |

WER G TN IZGAIIE, ERIC X DEERE=X D 7279 2 L,

5. EHEPRORME
51 AR
HRENEE © F DM OEACE K OMGHHERLE . flix OB R OCETELTL . ATC=2— R A16AX08

VBB FF

K STV FARNTF K2 (GLP-2) 1, HOLMIBIZ L W3S ~TF RTHY ., i
K OMAROMAREZEMS &, BROWEZEEL, BEEHLZE TS LmMbN TS, 7
T 2 NVF RIICLP-207 I r 7 Th %, BEOHIEMARBICENT, 77 27 VF FidEm Mk
OREEREZENSE 5 Z LI LV IBOBELCIER LR et U, KilEE 2 /R 2 2 L2908

S EHIEH

GLP-2L[Efk, 77 2 Z VT NIF3MEDT IV BRFRIEDN O . NKEMLOT 7 =037 ) v 0T
BRI TND, RIBUGLP-2L i LT X /iR EZ BT 22 LI1CL Y, invivoTI Y
FION_TFH—=FIV (DPP-IV) DRI DitEE R~ L, FRZIER ST 52 R FREE 72
Do TT 2T RIZE VNG R OMER L OEEERNEMT 5,

FEEARER (A4EHKUBIHZM) NoELNIF AR TR END ERERF TdH S IR T D%
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BERICESE /MG KRIBOFTEDBIERDO Y A7 Wb bEEZ LN TS, ik CIodEhE L
TR TIL, ZOVRZEZRELIEDEMITTZDTDH LT TER2o7, BRI R
DOFEIGERG AR U — 7 DEE DO BIFITHEL LT, 77 B AR L g U CRBUEE OHINERD by
@ﬂOko%%%ﬁﬁ7k%mﬁﬁﬁﬁ%%ML$)%7%@%¢5CM@%%)i@\if@%
FIZHF LT, BEORYE (B - Fln, EEERE, RNY —7OERRE) ICE3&, £=% VU V7D
FEERBECT N H D0 E D T 5 Z &

i R A Zh itk

N

QL DIEER, ZhsRItE, HEISHRBRICBV\ T, SBSEE17H 2 5H 5 RHMA AN, TF =
JNF FomeEr4a L (1H1A0.03, 0104 L < 1%0.15mg/kg. X I£1H2[H0.05% L < 1%
0.075mglkg) . 77 =27 VF ROELHIZ LY | EEREFR L OEMREORINGEE L & HICHEE T
DKRGTWIL3HIT50~1000 mL/ IR L, A b —= UFXHE[EF 0 D DKy I O E TR R O PR &
IR U RGBS 0D B 7 A 1 ) S OB BE AU AN L8 S v 7-, ARG X —|ETh v 5
1IR3 LANIC N — 2 T A AMEICR - 7=,

REREBE A NE L TASBSEE LR L L EHEHR., 77 AR, RE2EMES O ERE
JVEINFERRERICEB W T, 43614 75 = 7 LF K0.05 mglkg/ H BEC., 4361 % 7T & RIS B/ A L E
fHiF L7,

Week 20 % U"Week 245 5T, REER RS 8 D20%~100%5) % FER% L 72 4Brs oE&iE. 77 'R
BELT T 27T RHEOIRIZE W TREFIAZZENRD b vz [13/43%1 (30.2%) (Zxt LT
27/4311 (62.8%) . p=0.002] ., Week 2475 CTORENRFLEEIL, 77 B AR 2.3 LAEOREA
Tholz BEHGAIDOR—ATA 1321L00) DOIZX LT, 77 27 4F REEX44 LEAORED Th -
7o (BERIDON—2F 4 129 L) , BEEIROREEOLR Y &L ORI % 2k L 7o g5 1%

77 REENIB] (209%) THoZDIZX LT, 77 =27 /VF REEIX21%] (488%) Tho7e
(p=0.008) .

77 RRRRBR A E T LI BE D% (77 = 7 /VF REE3T/396) 23 Rk & 538k I BT L,
EHINE BIZHREZEMOT T = 7 vF K0.05 mglkgD 5% 515 7=, MAEAN BT AF88%ID H

B, BNIHATRBR CTOT T RN OBITRETH Y . L2BNTEITRBRICEE I - L OO
EAL SN2 o T2 BEFE Th o7z, 88BIHESHIN R MMk G BR AT T Lic, 77 27 VF RO
B a2Z A TORGRICB VT, KE2HEOHRGIC L 0 REIREEREORD . R IR E
fiAT BB D P K OFREEIR Y AN — MEERL DR D & 572 2R D35880 b7,

TATRBRN OBAT LIZT 7 2 7V F NREA3GIH306I28 63300 A DG Z5ET Lic, €D 55, 28

Bl (93%) (ZREEARY AR — R ED20%LL EORDBAH LT, FATRBTO VAR X —T, ki

&5%%%%Tbt%%m%¢ﬂﬁ(%w 2 DRk 544 THRERIZIB W TS T T 2 7L F R
X DR DOFHE D b T,
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TR EFIR 2 B O PR & (n=30) X755 L/ (WR—R T A ) 565.6%DE)) Thoiz, 77
2 ZVF RD30H A%, 108ITRERIRY R — b0 S OB N A LN, 7T 27 0F Rk
D REEARAE D O OBERLHERF STz, Uaz10BX T 7 = 7T REERTICL2~155F 072 v #%
FRoR BV R — EAMETH Y | 35~134 LHAORFIRFEEF R— F20E L LT\, Rk T
RSB T, RBRA T L7230 5 B, 2141 (70%) . 1841 (60%) K UM18%1 (60%) (2
MR SR AR — MiEAT B oEnEnl, 2K 03H O NA LT,

FATRR CT 7R TH 723D 5 B, 2906123245 ADT T 2 7 VF RO %258 T Lz,
AR EFIRE S B O I S E 301 LA (e etk THED S X 51228.3% D)) . #REFIRGC#E
FED20%LL LD 329611661 (55.2%) (T BT, AREBRKE TR T, 1441 (48.3%) . 74
(24.1%) K OBH] (17.2%) (THEFREIREERIT B Oz n2nl, 203 H OB RH BTz,
TT 2 VT ROEEIZ L0 26NTREFFNRY R — F 225 OBERLAN 2 & 4172,

HATHRER CIRAEZ L SN Do T2 12000 5 b, 663245 ADTT 2 7 VF ROBE 25T Liz,

TR SR B O EITA0 LHE [(R—2 T 4 o (Hk 53R BRBALERE) 716 39.4% D i ]
ThHV, 245 AREEFET LIE6HIO 5 b IR R — FE0D20%LL O 234451 (66.7%) (2
H BTz, BRI THEES T, 361 (50%) . 2(] (33%) MU (33%) (i IR ERIREEMiIT B 2K
DENZENL, 2R O3H OB BA NI, 7T 27 /VF ROEEIZ X 0 NIRRT AR — F b
DBEBLAS A BT,

IR 2 LB LT HSBSHE Z XL L Lz “HER., 77 R, HEAEME GO O
HNFEFRBRIZIB W T, 77 = ZLF R0.05mgkg/ H (n=35) . 010 mg/kg/H (n=32) XIL77tR
(n=16) Z#H L7,

REROENED EER TIX. 77 27 0F F0.10 mglkg/ BEEE 77 B AREEE ORICHEHFRE &
RO BN o= b DD, HELEHE0.05 mg/kg/ H #E TiTWeek 20} U241 55 THREFRIRE R & D
20%LL EORID B R LTz L AR U X =BG RN T T R ARRECK L CREHEIICH EERRD bz
(46%IZ %} LT6.3%, p<0.01) , Week 248 CORERGEROWBAIX, 77 ARF09 LA (&
BRIGRTON—A2 7 A 2107L) ThHoDIZK LT, 77 27 /vF RE25 LA (BG-BiGRTD~R
—ZF74296L) Thotz,

TT a2 NVTF ROFEIZEY | NEOMERZBE NS E, LR TOWRUEMEZR LT,
6501723 & B 12 i 28 [H] ¢ 5- DSBSkt i 5- BRI AT L7, ks 5l <, BTl cr 7
2 7 NF FHETH - TWBEIIATHABR TORGRIZE T o, RITHBRTT 7R TH o2&

FIXT 7 2 7 VF R0.05 mg/kg/ B #3X130.10 mg/kg/ B I AR 2L BIGHT SHu7z,

ST BR TWeek 20 K2 O'Week 245 i CREERIREZR B D 20% L LD 2k LT-BED I B, 75%
NI EVEMEG LIS THLT T 2 7 0F ROV ZHMER L Tz,

R EEOEYHADEIX, 7T 270V F FEVERE LS T4ILHE (R—Z2F A )
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5B2% DKL) T o7z,

Week 24F TIZT T = 7/ VF ROHEREH B OG- %2 5 1) 72 20N R ER IR 0> & OBEML N 2 S 7=,
MR 5380 C & I BN RRER IR R 2> & OBERL S 2 DTz,

NEEE

INRBFE ZRRE U R4 02 BV CTHEZRHME L7, MR CTAEFH01FITH Y |
WARIZL~ 25823501, 2~6Ri AT 2356/, 6~12m AT 2332/, 12~ 17 AT 376, 17~ 1855 A5
DG TH o7z, FEFIEITR G, BERO® HMEIFHILEIZITE 20N OO, EOFRBIZH
THREFIRY R — FOMEEIZERICEZO & DD 035380 bz,

1~ 145% DR ER RS 2 LB L 3 5 SBS/N B E 4200 2 %l 52 & L 7= 120 O FE SRR BR 12 B\ T
TT 2 VT ROMEE Liz, RO B0, EEREICHT 27T 2 70 F Rorett, AEHE
FOFIMEFMT D ThHolz, 7T 27 0F K%0.0125mg/kg/ H (n=8) . 0.025 mg/kg/ H
(n=14) . 0.05mgkg/H (n=15) DR TI2MWAELY Lz, SHIIHERRENC Bk SN,

SELEEN
FF a2 P NVF REHERHE TG IN36 (3/15, 20%) ([ZWeek 12 F TITRREIRGEE N D D5EL
BEDL S 2 S 7=, 326, 4RO D + v 227 7 BB ICREIREE R — F 2 EBE L7,

FRFFHER 5 28 D

ITTAEFI T, Week 125 COMERKE & (ERLGT T —%) OR—ZF A b ORI LRI,
HEUETRFRRE 3043 (20.75) L/ [7.38% (£12.76) O] THDH DK L, —2.57 (£3.56) L&A
[F#39.11% (+40.79) D] ThH 72, Week 16F5 5 (5 TARAME) 2BV TH RBRkE
AR B DA LA HALTZ A, Week 1212 B AL T21E & DD Tlden o 7o [REUERHREE233.92%
(£16.62) HMZXF LT, 77 = 7T FEEILF431.80% (£39.26) D]

FREFHRREZED 12 ) — 12 D)

ITTAEFC, Week 12Rf i COMERIRFE I 1 U — & (ERILGT —%) OX—R T4 )b DY)
ZAb=1%, -35.11% (+53.04) Th o7, IEEIRFEIEIT4.31% (£5.36) Th o7z, Week 16/F 5 TD
PERRE I 7 U — &3S BB U, PR CRITIREIRIREEN -0.87% (£9.25) ToH D DITHE
LT, —39.15% (+39.08) TH -7z,

ARG AR N 7 ) —d@ D]

ITTEEM T, Week 1285 i CORMGRE R (ERILT T —4) OX—Z2 T A )b OB B ITAE
YEIRIRIE0D53.65% (£57.01) (TxF L T, 25.82% (+4159) Th o7z, RIHREI 7 U —FIZENT
HFEANCHEIN L TR0 | FEEEIRREED57.02% (+55.25) (Z%F LT, 58.80% (+64.20) Th -7,

ARAPICETE I T D Ji

ITTEAEF T, Week 1215 5 T oM MR FIRE AT B & (BEILG T — %) OR—=Z T A L ipb D
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B2 EIE, —1.36 (22.37) H/E [-24.49% (242.46) ] Thoto, HEHERBEEHIN—A T A )
5 DEAIE A %;W;znoto TT 2 VT ROREREZ G Siz4f] (26.7%) TSRSV
ZABUZIALL LA 3580 BTz,

Week 125 i COLH H72 0 ORRFFIRREII TR ORX—R T 1 Vb O E ks (BERET —
&) 1%, —4.18 (+4.08) EFfH/H [3555% (#35.23) | THo7-, HEHEBFFIIIFEE AL EBLDBAS
N moi-,

I~ 1T OREE R AR — N 20 E L 3 5/ N RSB 2 k5 & Lz 24l O BIEALL, —EER,
s L ARk 5B 2 S0 L7, BB BWIX, 77 2 7 VF ROReM /B ME, s
BB Z T 52 Thotz, 77 27 /0F RIZ2HERE, 0.025mg/kg/H (n=24) K
0.05mg/kg/ H (n=26) %% L., AEAEIRHEREICIZON A M AT, AFIBIC X 0 @Rl BEEA L L
B T 72, LU IHESE I E0.05 mg/kg/ H OFE 8 (ITTHER) 2R L7z,

SERHEN
Week 24 % T20.05 mg/kg/ H #E O/ NR B3B8 NG O B A DOIEIG AN - H ATz,

FEEFHeRZE 2 D
BeGAE T RESC, 0.05 mg/kg/ HEED18f1 (69.2%) 23 EEFHIIE H Th DR ERIRCE /i & D 20%
PLEOWD R L (BEHFET —4)  EEREETIIB] (11.1%) A3k L7z,

Week 24 i CORERREE R (BERET —%) OX—AT A b OFEE IR, EERE
RE23-6.03 (£4.5) mL/kg/H [-10.21% (£13.59) ] ToH o7 DIk L T, 0.05mg/kg/ H ##1%£-23.30
(#17.50) mlL/kg/H [-4157% (+28.90) ] Tdh -7,

PR PR ZE J T THFIE] D)

Week 2455 51 TORFARRE I TR OR—R T A inb OB b &L, FEHEIREREH-0.21 (£0.69)
e/ B [-1.75% (45.89) | TH 7= DTk LT, 0.05mg/kg/ H ##1%£-3.03 (£3.84) KffE]/ H
[—26.09% (+36.14) ] ThH -7,

Week 245 55 T O MR FR AR Z i T H D R— AT A b O A& (BEREET—%) |
—-1.34 (£2.24) H/E [-21.33% (£34.09) ] Tho7-, HEHERBEREIIRELD B S0 T=,

MR =3 5L T 1E, SBSTAR 2 HAEY & L=/ NEBE O — 58 ST EE O LN %3 5 AK| D3R B S R o
PFEHBH IR ZIER LT D UNE~DERHIZHOWTIL, 42220 L) |

5.2 RYBIRRFRRME

WX

T T 2 7T PR FIERERALY 3L S 4v, W o T bR 5-03~ 5 % 12 @
MAEREICE LT, 77 2 7 VF R TR L DML T A Z e T 1 13@m< (88%)

REZTEEIZLDT T 2 7 VF ROEBITRD bR h Tz,
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it
SBSEEE TIE. TF 2V NF N TFREG%DLNTOSAAREII26 LTH- 7=,

3>

AV
TT 2 ZVF RORBIZOW I TSI I N TW R, 7T 27 VF Rig_XTF R ThHa7-0,
R T2 RTTF RO ERIBETH D EEZHND,

Pt

TT 2 J VT RORKMEER IR TH D, 7T 2 7 VF ROFEIRNEG%, g7 Y
77 AEK127 mLhrkg TH Y | SRERAIEIR R (GFR) SIFEFRBRE Th-oTo, BHEREL A
THWERE B L L CRMBEOMTN 21T 72RBRICB W\ T, 775 2 7 /LF FOBPEI D R
Nz, KEKR THREICLDTT 27 vF FOERMIIRD benoTz,

H B A
TT 2 7 VT ROWIHEEE & OFEEEIL, 20 mgE CTO & TOHE K O E K FH5CH & i
R LT,

Rl 72 5L [ C O3B HE

B

FMHEMRFEMEREE T LIZE D, WTNOFEREIZB W THLE TEEZDOT T 2 7T RO Craxl X[l
BCThHolz, LU, BRAEE L TI~17mo/NEEE TIx, BER (AUC) 13K
Hinoto, I~THmO/NRBETOZ VT 70 AR ODAREIL, KREMEZORATOMEEZEN
RO BNz, FZZ VT T AFUENSRAE THER & & BICED Lz, REEHLITEED
EHRERE R R IIE A2 (ESRD) 2 A3 4/NLUBHICHET 27— 213G o Ty,

1z
HRRAER Tl BRRICE RO H D MEZITFRO bR T,

B
BURRBRICI T, 65mATMN DRI & 65 A L ORYIRE & DR TT 7 2 7V TF ROEY
EREIGE VT A DR o T, TERLL EOBGREBRIZR LN T 5,

Ve Jii=
BUHHRRIZB N T, 77 2 7 VF R0 mgD K TR EG% DT 7 2 7V F R OIYENREIZ 63 2 AT
REMEE OB A G Lz, 20mgOHEIRZ TR EGZ DT T 2 7 /VTF FOCrax CFAUCIE, 14 5t 2 il

AT BRI & bl U TSR O RTHEEERE S 24 9 2 R B 0 5 MK~ 72 (10%~15%)

EHerEsE =

FUHRBRICEBWNT, 77 27 40F FI0mgD R TR E# DT 7 2 7 VF N OEYEREIZ 5T 5 Bk

RERE OB LG Lz, KRB 22 3 0EITHORBKERE 2 AT 288RE T, 77271
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F R DAUCHi M O Crax LIEEBEHE RS & Ll U T3 K2.66% K O 15 28 L 7=,

53 JEHEKRBRTORZEMET—%

KAEHGFHRERIC VT, JHE, FIEE KOS ICBER R A DN, Zux, 77 27 VF K
OIBUWER NG THIFIEE & B 2 DA, FHINE B 5% 8~ 1318 M O IRIEHA I % D011 O FRFE 134K <
ThHoT,

BT
IRERRABRIC I\ VLTI 5 T 0 PO SFIRPEJAE 132 LT,

AN B R EE
77 2 7T N nEE ORER iR TR Th o 1o,

ZF o "PAEMRRTIX, 7T 27 0F REREICEEMNEOH 2 BHEFAMICE L T, HEAELZ S
TG LI EI2BONDME LY 3265 L OB G @V T T = 7 /v F RO M TR L
T v MICIRE BRSNS (EHSRITZ N E 1440, 4/488) , HESEF &4 g o
B L2 ZITBONLMEEY HRL06E R OISEE VT 7 = 7V F RO MmBEh iR EICIRE Lo
v b EIEFLLB0PC K ONS/50PC 2 ZE RIS A BTz, S 610, YR CORBKHEL &5
L7olET » MCEIBRER bz (@it ko mIfEhiE 01065) .

AT A B

TT 2 VF ROAFERAEFRERBR CIL. 7 v PEOT Y20, 2, 10% U0 mg/kg/ H O M &% F¢
THE L, Zhaae. MRIROFRE., HAERBRORE L iHERT 5B\ T, A, TEN
NIIHB/NT A =B ~DOTT 2 7 NWVTF ROZEITRD LT,

HyEher —2 L0, vPXREROWAM T v FOT 7 2 VT FIEGEEITIEFITEN D & 308
Sz,

6.  FAHlIkeik

6.1 WINAl—%&

Bk

L-E AF T

~ = h—)L

JINT - & el RV S 1LY
U UBKFE T MU U AEKFY)
Kb N U A (pHFREE)
e (pHAREE)

S LRI

TS K

6.2 BEAER
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Bl A2 BR & S L T e, AR Al LIRS LTI R 60,

6.3 FAXHM
ARBHE
A4F-FH]

T fiR iR
RO EM & LT, 25°C T3 £ TCOMFRYL L EMENHER SN TV 5,

WA FRBLEN S . WO TIEDPBAEDTERD ) 27 2R LR WIRY | AR ITE DI
5Tk,

EHIMHER Langa, EHREORFRE L ORGERFIERNE OBLE L 250, BHEOANY T
— b SNTEERERISRM T SR WIR Y | SEHIRF O ORAF IR ] & ORAF S 138 B 2~ 8°C T 245 fH]
LN ET %,

6.4 HREICETIFREREE
25°CHRIM CIRE T 52 &,

WAE L2\ &y

KFNRIRS DIFAFEAFITHONTIL, 6.3HEBROZ &,

65  A:OBEEKRUCHNEY
AR
ALk (TrETTFN) MFEIMLANAS TN (HFR) ZTT 27 0F Romga G AT 5,

fi
TV — (TaETTN) fFE TV T 4N R Y (TTR) ITERKOSmLE EH T 5,

=
=3

CEERNLIIMRA O NSAL TIVINRAL TV ORI LT 4V R U PR, TR A Y 23 A 7 /1283
ATIVEOT VLT 4V R 28K TH D,

ETORERMATRS TN D LIER5 7220,

6.6 BREEKOZDOMOEEVICET SRRILEREEH

1A DFe GAZ L EE IR A T IVEE, il 2 O B DR E K OHELEH] £:0.05 mglkg/ HIZ RS S IRET S
Tl ERNE, BEILICEEFOREZHR L., KEIOZEETOIARGREZIRET S & & HIT,
BT %,

RN OV N T DR E Y 72 0 OHELEA &S B G EIZ42HORKITRT,

TUT 4 RV DI OS2 B 1T 5,
33



WIZ, V740 RV ) PORTOEMIRE A T IVIINZ THREERET 5,

NWNATNERED LW &, NA TIVEEIZEEATEN L, BeonIClnKizS w5, HEaEH
DOFFRN R TEZS., BERI0.02mMLLL FOHEY fE1mLy ) >y (IZ/NNEHA0SEmMLE L
IFZENARGEDO TV ) \HEHEEREERS (U o PiEFy MZEETW YY) |

23 TR R GEZIE, BEFIEZEYIRL, KRIOEFENA->TNDH LY 222 HOE
WA BN TRE WD, MG EEBADERE (mL) (X, ML LEETLZ L,

SR &2 AR OIFR LA TG 5, RAJRERGAIZIE. B FEAOMWEFE2 6 L CRHBR
o428 THIE - A& 2R TR THRET 5,

AAN OFHE S OVES OFFAI 2T, BE SR IE IR,

TESRI IR E UKL IR E DGR O b D 5E 1, A LRNnZ &y

HRIEHICIR S,

A OB I BEFE LA E O BRI R > THIET 5 2 &,

ROV R ETHA MBS v 7 ZTHEET L L,

7. REEABREE

Shire Pharmaceuticals Ireland Limited
Block 2 & 3 Miesian Plaza

50 — 58 Baggot Street Lower

Dublin 2

Ireland

8. IREARET
EU/1/12/787/001
EU/1/12/787/002

9. FIMEARAB EHH
WEEEEH ;201248 H30H
B HEETH - 20174E6 H 23 H

10. AXLFEDHETH
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TFaJVF R
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1.7 [RIFERZhG, — B
TFaJVF R

1 RERDS—EX
TT 2 Z)VF RO HEERFOEE I RIT TEBE R REE IS8T A IS WINERE D] T

bV HEIGEGRERE OMKIEE U TR 2% I BB ORI R\ [RIF R 1372
Uy,



1

2

2.1

2.2

2.2.1

222

3

3.1

32

4

4.1

4.1.1

4.2

4.2.1

422

43

43.1

432

44

44.1

442

4.5

4.5.1

452

4.6

ERAMOBIXE=ZBIHTEH L

BX
TRITICUEE (Z2) oottt sttt 3
IHRE ST (B2) OV DFLTEARIL ..ot 10
BIREITINIRE (B2) oot 10
SNRE SUTZNIR DFETEARIL oot 10
NI AE TR 2 B & UT2RBR oo 11
NIRRT 2 0B & LT3R o 12
FEROHE (2) KOEDFZTEARML oo 14
FAIEJLOVHE (B2) oot 14
FIE ROV B D FETEARIL ..ottt e 14
A EOTHE () KO DFRTEARIL oo 17
OO PO PO PO PO PP P ORI 17
EEIE () oottt 17
BRI DR TEFRIL ..o 17
HHE SUTZD AT BITHEE T D TETE oottt 17
HRE SUTZNRATEIE T DTETL (Z2) oottt 17
SIRE ST AN AT BT DT DRRTEARIL oo 17
FAE B OVF BT BIIE T D TETR oottt 18
FAER O EIZBIE T DTEE (22) ettt 18
FIE R O BT B D TR DR IEARIL ..ot 18
FEERFEARIITETE oottt 18
FEZRFEARTITEE (Z2) ottt 18
FERFEARRITERE DFETEARIL .ottt 20
FEE D R AT DB T T DTEE et 20
FEDEREAT HEFICET IEE () vessssisessssssssesssssssseeen 20
FrE DY R a AT 2BEIZET DIEBEDFLERIL oo 21
FHEAEF oot 22



4.6.1

462

4.7

4.7.1

4.7.2

4.8

4.8.1

4.8.2

4.9

49.1

492

FHEAEF (Z2) oottt ettt ettt et e e e ee s e eaeeaeas 22

FHEAEF DFETEARIL .ottt 22
FIIVEF ottt 22
FITER] (Z2) ettt 22
BIVEF DFETERRHL ..ot 23
T LD TETE oot 23
T EOTEE (Z2) ettt 23
W EOVER DFETEARIL .ottt 24
D MLODTETT oot 24
ZDMDTET (Z2) ettt sttt 24
ZDMDTEF DFETEFRIL ..ottt sttt 24



1 BREAXE ()
B CE (B) ZREICHM LI,



£ AR G
B - BRfE AT, 25°CLUT O A

AR - 447

GLP-2 77 7 i)
TTa1TNLF R (BEFHEBRZ) ETERAEA

BAGERRDEES

872499

LARX T4 TETER 3. 8mg

REVESTIVE 3. 8mg

RIS« BIEE, sk,
) EE-EMSEOLLECIVERTSZ L

for S.C. Injection

ARES -

AR5TRAA -

2. BE (ROBEIZIFERE LGNNI L)

2.1 RAID S5 U CGRIBUE OBEERE O & 2 BE

2.2 BG, HFIRE R U S 2 A3 A 8.1, 8.2, 9. 1. 1
Z ]

2.3 @BE S FELNIC, B, FPIEE R IR N o BEE I
HHHEE [8.1, 8.2, 9.1.1 BR]

3. ARk - MR
3.1 #HRk
LARZAT ¢ TR TN 3. 8mg 13, RO EEET 5., JHRAREL
THWAERBAICH D,
AR5E4 LT 4 7K S, Smg
N LA T v
TR | S a g b GEETEL) © g
1A T
D<= h—/ 15mg, .-t AF > 3.88mg. U
I figkE—F N U AR 2. 29mg, U UBKFE
h FRU T LATKF 0.76mg, VR TAKFEF Y Y
L—7KF¥) 0.43mg, VU UEEIKFET KU KT
0. 24mg, pHAAHEA
b 1) o
INRTERE | g v ko, 5m

1) AANTAS AR BN L 0 RiGE 2 AW CibE s b,
HE2) L A TANSERGARERT T 2 7 VF R G - z) 04383, Smg[14. 1.4

2]

3.2 HEDHERK

HR5E44 LA_AT 4 7R FHA 3. 8mg

Vailbig WA ONA T )
F €8, 0D 93 AR D Rt i s B

[ERIN AFN e UV TR 5 & & IR O & 72
Do

pH 6.9~7.9®

12T 1 (A RAEMESHER T D) P

1) IATEIRR TR L= L &

4. FEEXITHR
RREIRR

5. MEEXIIHBICEEET HEE

5.1 ARANIHE ONUS B A% T, RERIREE B LK OHiRENZ T L
oo BDWVIFENLL KI5 2 & A WREE b S o B ok S
THIZ L,

5.2 (EIEAW 4 » HRWGOERE x5 & LIzBRRBRILER L TR 5
T EEEHER S R, [9.7.1 2]

6. AERUAE
WH, T/ VF R (Ea L) L LC1 A 1[E 0. 05mg/ke
TN 5,

1. BERUVRAEICEET 5EE

1.1 KA OB ISR ST Z ST 2 2 Lo [RATIL 12 % A
MO L THUEENRD DR WEEITIE, B 5Hk D02 % i
T2, MNRTIIERE 6 » BRICEZIEEZ TN LR 5k 2%
PMER TS 5 2 &, AAHE G PICRERIRRE D RIEIZ 2R o o
IZRWTIE, % DEBEFE ORI A B E 2 TR O Gflkie o 2 EPE
ERET L L,

7.2 HEEEL FOBMERERSE (7 LT F =22 U T T 2 A 50mL/min A
i) HRE T, AFOMFREN EFTLZE00, 1EbEZYO
5 B3 0.025mg/kg 52 L, [9.2.1, 16.6.1 &[]

1.3 BEAENEZHEICIE., KRSWEHEATELICERETLZE, -
2L, 1 BiC2EOEEIFIThRWI &,

8. BEEREAMEE

8.1 IR BRICB W T, KGR —7 Bl snTnd, AT,
AHIOR 5BAARTD 6 7 B LAPNIC KIS ARSE IR A 3 fth O W G
SREML, KGR Y —7 2RO = 5A 3R 5 BERNC O 2 i
s, AR LFEND 2FOMIC, RBNHSTRE T
M OBEBRRAESEIC L RHABERT 2 L nEE LV, KIBRY —
TOY AT DEVERETIE, BRESLTZO% Y 5 EUNE Hig
WICKRIBNSIRE AT Z & KGRV —7 2RO 1A%, &
FORY =T OIWRIRICET DN A R T4 V5% BBIEY e L E %
119 2 &, KB L B SNIHEICI, #5521k L) i
1Ok,

L&A Eo/NECIE, ARFI OB G- BAARTI AR MRAE 21T Z L.
JRARHOW MR BTG A I IT R IGNAESI R X 3 fth o i
ML 2TV, KGR Y —7 2R 2 5AIC 3% 5 BGanc Ok %
Ratd 2 2 & B IR CRIK A OB M 2588 S v/ NE T,
AFNEEHFTA 1 FIOFHE CEBMREZIT) 2 & LA D/N
WCiE, FEhErTaett b &8 U 7= L TR 5-BRART O E MR & VR
NSRS 2 £ T 2 2 &, 2 TO/hRT, KAEG P Ixks
BRAE 1 4R, FNLIRBIZ S AT 8 K OUFRARH OMLE H M 2378
O HNTHEAITIE. RIBNRSTRE IO BB ESEZIT. K
AR =T OFEAERERT DI ENEE LV, KIBRY —7 T K
W 2RO TG AT e B AT H 2 &,

ARHIEEGH T 4T MBI CCEE MR & ORI R SRS %
FEhEdTHZ L, [2.2, 2.3, 11.1.1 BH]

8.2 AANDOIEER K OFERARBER AR  O . B /M. IFIRER K



o

(o]

o=}

(o]

.6 AHNOEERRIGIZ ST TiE, E¥E

OWEIRIZ R U — 7B L3R BV D AIEENR B 5 DT, K
FlOLEG-BRAAHT, #5-Hh R OB G T HITBE OREL Ho8s L,
B, MG, IS R ST B IS 3D S =581, #&
L&k L, WYRREETOZ L, B . FILE R SRR
IZ BYEOREE D N HA I, UIBRE BT 55, MR
BE2ITH>Z L, [2.2, 2.3, 9.1.1 BH]

3R, WERKOCIHAENRD LD I ENHDHDT, KA1
5-BR bR K O G-I ESRIC TR R E (B L ALP %)
REGEEEZITO 2L, [11.1.3 3R]

CABPERESE . AERER . BEE DA, QT ORIRENR D bbb s

ZEWH D DT, A BIAGHT M OB G- T3 R IR e A
(V=8 7I7—F%) LEEREZITI 2 &, (11 1L.4Z]R]

5 RAMB G R Y TMEE S DRI S DK AL, R R

MEREIE R S oML ARERSEDbND Z ERH D, —H T,
FEHE RO BEIBAEIZ 22 0 09 W 72d . ARFIE G PRk
RERELTEEMHEST D Z L, FICARRIOE LGB S50 A,
HPUERE, BB N v ARKRIRENET T 28T H 5%
G Wik, Y, BPHZE, IR (i, EMRE AT v A LOKRIR
BOWREBEZREBRBIET LI, £, RURIRERIN, BEE<
TREDVENE, W R EES 858 S - AiE, ERICHZET 5 &
SBHE I ZFOFRICHE ST B 2 L, b, BRRBRICHBWT, #&
5-BRkA 4 M F CERIK R ORI EVEE TR Oz, [11L 1.5
2]
BIZBWT, BPEAIC X
L, EMOEBEOEEOL L TREEITIZE, o, LLTOMR
WCHEETLZE,
HEBGOMAIC W T, ERiAZ OS2 EEICRF L.
TR BE IR E FEf LTz b, RFIE G X D falr: & ki
EIZOWTEBRE UIEOFENBE L, BH XUXT OFEEI
RIEETEH 2 MR LI ET, BERi0OFEFEDL LT
EfTHrZ L, Fho, #@H%. FRICK2EHERAR DD

AR H TG ORGSR BRI & 72 5 ATREMED B 2 53113,

EbICHEKRGEMIEsE, EMOFET CEEICBET L2
LY LB 2T Z L,

BeRGzEHAT 258103, EREAROER & O 2
FEA LWL S ICBE T ZOFRIER AR L, 2 ToH
HORZEIRREFEIRNT 285217 5 LRI, #HFERD
TSR R O SR e BT D AR a it T 2 &,

. REDEREARILEFICHI IR
1 ABHE - BIEEFOH S EE
A1 Bia. FEERRUVERUMBEMESEEY 58E

1B EOBFIWIENERMEE BB D & S D aIc DR 5T
5 L, FERRARRBRICIWV T, BB, FFIEIE R K OISO HE R MRS
ERRBO LN TND LD FERABRICB N T, BARY — 70558
HHENTWS Y, [2.2, 2.3, 8.1, 8.2, 11.1.1 ZMR]

A2 DFRERUVBNEZEODNEREDBREFEDSH S EE

FRZEEBAGAD By ARIIRIREOREZ EERSBET S 2
Lo WRIBUK D BEOBEINZ LY, 9 oL AREDOY A7 NEmEdDE
FnnHbH, [8.5. 9.8, 11.1.5 BHH]

2 BREEEEE
2.1 REELEOEHERESE (VLTFZUIUTIUR

50mL/min Ri&)
BEEEZPLEICTSH I, BEECKR TN U T, mMHREN L5

9.

9.

9.
9.

9.

9.

THBENRD D, [7.2, 9.7.2, 16.6.1 ]

5 1147

0 SUTEEHR L CW 2 ATREME D & 5 Lotk id, 1R LR iEN &
Ktk LA 2 L HWr SN DBEICORB T D2 L,

T UARDRT v OBAFHRBRICBW T, ENENEKAED
45. T{5LL B0 9. 8 5L L OMR R 7 C 2 AR EE L 7= /6. BB,
JFAESE % M O OO HEFEMEZEAL 2858 Hivi= 2, — 7, AEFER AT
PERERIZ N T, 7 v S OREMWICERIR RO 219 {5 OB & T
B 6~17 H F TR LI-HER, BEM R OIR & HICRF TR b
AY/ESY

6 ZELIR

BRI LN ENZEFE LW,

Ty MZBOT, P ~OBITAER S TS Y, v ZAKD
7 v NOBABFPERBRICE W T, ZRENERARED 45. 1 %20 E
KON, 8 (BLL EOIREE & T 2 MR Lo, BHi5. IFIRER K
OV OB ZAL AR Sz P, — ., AR A EERARICE
WT, 7 v hOREMWICERR RO 500 (GOS8 CHRE 7 BH~%
Wpt% 20 A TIREE L7oRER, HEMROR L b ICREF IO 6N
ooz, ©

7 INR

1.1 BEIEEAE 4 » ARMOBE~OREITHER S e, EIEA
4 ARMORE 205 L U BRABRITE/R L T,

7.2 AANL 0. bmg RO G- BEAFHEECE VW=, LUFTORBEIC
[ESEE LAY AN

- {KH 10kg A

- KT 20kg RIGOHEEL, LOBHREREERE (VL7 F=021
7 7 v A 50mL/min ) PEELL EOB RS RS CIIk =
ZHRICTALENGH L2 [9.2.1 BR]

8 SiE

EIRE T VAR OMRREDIRIEZ R ER B LR HIEEIC
Behd 22 b, BHESCOEREMETLTCWSZ ERHY | Bikic
X DR E AR EOBRENC LB 9 > M OTREERH 5 bh
LZBENBH D, [8.5, 9.1.2, 11.1.5, 16.6.3 BH]

10. HE#%EA

11
11

—_
—_

11

AFIOIBEVENZ LV | DT 2R N AI ORI % & 5 FTREMEN &
L, BEOREZEFEHERBEL, LEIOSCTIFAT &N
FOBGREZRET D Z &, B, RG2S L SUXIREE A IR
WEARE AT 2858 I 3EET D 2 L,

. BlYEA

WORWERNH Lo d ZENHDHOT, BEEHHITITV, B
NERD BB G2 P I+ 52 PR MEEZITH 2 L,
1 EXGEMER

A BBRY—F (1.7%)

KGRV =7 + 8GR —7ZOBR ) —TRbbbhbd Z L
NHsn, [8.15MH]

1.2 [SEAZE, HILER F—TDEAE (3.0%)

FEREIRAE  NBIRAEEDORFIAZE, LB A F—~ DBENRDH & bh
LI ENDHD,

.1.3 BE - BEEE (1. 7%)

fRFESe, 2AMEIRgER, RE %K. BRAESONE - LERERD Hb
N ERNH5, [8.3 5]

1.4 BERE (0.9%)



BYERES, BERER . BEEIZE, BRI SORRER S b D
Lnbn, [8.4ZH]

11.1.5 (K& (4. 3%)
RIEATREIZ L 0 | 9 oA OLARE (0. 4% BNHHbNDZ ERD D,
[8.5, 9.1.2, 9.8 &#]

11.2 ZOtDEIER

10%L4 E 5~10%A | HU%ATH

A

\;
J

T R

GlzZlE%S N NI, | B

L, MEE

—fk - 2y
MER L

TS SOS (H
HTERALACBE, VRS
O 5450 EALIERR . T
WARYINi= AL SE)

Gy Rl HEUE

A7 | SIHGE
Ny | KAV
HUE PR | 7
s b

HEEA h—~
BOHE (R h—~
YA AOWER, A
b —=FLEH A
A DIRE)

. hE
Bloa
fE A PRAE

s &
S

5=
=

BRI

-

it R SRR

==4

R RHRAE

LT N ] LA
LieSP30)
ikl

14, BRALOEE

14.1 EFIFRAHEFOEE

1411 3 7OV OARHN & FAT O VNG 0. 5ml CHIFRAME L CHW
2o

14.1. 2 RANCEFRIRZ N2 T2t NA TV EEIZEHRATER L, 20
BRELHPICIERESEDLZE, MLIEEI LRI )

14.1.3 8%, BY | B, SRR DN LA ITIEEHR L2
Wz &,

1414 1A TAHT- D ERITE Z21HKIZ0.380l THY, 7T =
INF R (BB OB G R 3. 8ng ICHY T 5,

14.1.5 FHRBITELHICE L5 2 &, FANTREAZEG L TR
Wiz, %L 3 REFIDINICE T2 2 & REASIIREET D
Zk,

14.1. 6 FHKITHFE SRV &,

14.2 EFBRSEHDOIE

14.2.1 B2 FEEgHE, BEE, RBEEESUT EBEEICAT 5 2 &0 B G
BeHAICETT 52 &,

14.2.2 BRFEDWBURIREL, RIGIZRE OO DN (. BB, FIR.
EARESE) 1T E LW &,

14.2.3 AANZ 1 EEHORAITHY | FEHA LRV &,

15. ZothoFE

15.1 EREREAICE D < 1&#R
ANTF RRFI TSR 2R 2 ENmbh TR Y, AAI G
KO PURRRBLT D REMEN & 5, SN OBRRERCIX 1 B 1 [BIAR
7 0. 05mg/kg & K2 R4 L7c g o\ ¢, LB 3 » A% T
3% (2/60 B1) . 6 » AT 17% (13/7761) . 12 » H1% T 24% (16/67
B) . 24 H A% T33% (11/3361) . 30 » H# T 48% (14/29 )
BT T 2 VT REUROFR B RS S vz, EN OGRS CI%
1 A 1[EIAA] 0. 05mg/kg % 2 F#h: LI #RE BT, & 5004
6 » A% T 1/6 4, 39 # A% T 2/5 BlCHLT T = 7 LT RHUERDF
BRI NT, 17T = 7T RHURO R BN MR S - gk
IZBWTC, BREMICIIE L 72 2 22O R, SR OWE TRy
BIE~ORBIRBO LN AR,

16. ZE#EhaE

16.1 MAEE

16.1.1 BE@E%kE
TRRRIRR R & B & 972 AR NS IE (G £ 7 1 2 KPR IR
#10. 05mg/kg % B[Rz TG L7=BeoimfEth 55 = 7V F REREEH#HE
BROEYBNHRE T A—Z I TO LR ThoTlo ¥,

o]
=]

B (ng/mL)
g

g
=

40 A

20 A

M5 2 7 ILF FE

0 2 4 6 8 10 12
(B5fED

HAI G- O i PR EEHER, (T HE R )

AF 0. 05mg/kg Z BRI THRGRFOEYTFE T A —F

Chax (ng/mL) 741 49.5+16. 43

Tha () 7451 3.6+1.64

AUCq-ins (ng-h/mL) 6 1 252+85. 37

tye (h) 6 {51 1.1+0.21

CL/F/weight (nL/h/kg) 6 1 229+101. 4

V,/F/weight (mL/kg) 6 fi 356189, 2

R+ AR U 2
16.1.2 R1EH®RE
16.1.2.1 BA

FRFR RIS & B & T 2 iR BIHE BRI AR 12 B % R RIS AH
0.03~0. 15mg/kg & 1 H 1[8]21 AL F#5 LR KB < Z
A—XZI%Day 1 L O'Day 21 THELL TRV, HFFEMHEITERD b
Motz, F7z, 0.03~0. 15mg/kg OHIFH T HELLBIPENTRD Sz
D GEAT—H)

) AFIOAGRHEIX 1 A 18] 0. 05mg/kg TH D,



ARH0.03~0. 15mg/kg & 1 H 1 BN L TG RO ERE T 2

—X
0. 03mg/kg 0. 10mg/kg 0. 15mg/kg
(3 i) (5 1) (4 f51)
Day 1 | Day21 | Day 1 | Day21 | Day 1 | Day 21
(o 39.7 43.4 | 122.5 | 111.9 | 179.4 | 138.5
(ng/mL) + + + + + +
16.9 10.5 64. 6 30.5 | 119.9 | 70.9
T o 3.3 2.7 3.1 2.7 3.3 3.5
(h) =+ + + + + +
2.3 0.3 0.7 0.6 0.6 0.7
AUCo-ine 236.9 - 565. 6 - 825.0 -
(ng-h/mL) ED + +
296. 5 204.5
AUC . 139.7 | 148.5 | 539.0 | 533.0 | 792.3 | 698.8
(ng-h/mL) + + + + + +
86. 1 42.8 | 286.7 | 197.9 | 217.4 | 261.7
tis 2. 0% 1.2 1.6 1.2 2.0 1.5
(h) + =+ + =+ +
0.9 0.9 0.1 0.7 |0.1%2
S+ EE R
WD 1 EofEIfE
w2) 34

16.1.2.2 IR
IEIEA W 4 # A LLL 15 BEBAF OEEIRAHE % BT LT 5 B AN
WA (R B A R RUCAH 0. 05me /e % S BLRE T 5 L 720D e
T F 2 /AT FRERUFO LB Thotz 0

A 0. 05mg/ke & 1 A 1 EIKKER FHREROMIFRT 7 2 7 LF K
I (ng/mL)

MELLTEHEN L LT ZEpmmg i) GHEAT
—%) .

16.6 HENDERETHTHESE

16.6. 1 BHeEEERE
PP R OV TR R B RE R S ORI R 20 BB (2 AH 10mg %
BRI TG LR e 7 7 2 7 VT RIEEED AUC) 1 K Y
Coax 13, BHEREREEDQBEIELNEVIEEEM L 720 | o B HhE
R 55 & ORI RO BF TR IEH & & LB L C AUC, 1, 28
FNENLEERD2.6 %, Coy BENENLE6HERD2.15TH
oW GMEAT—%) . F7o. REENSRYBIRRART ORI, 8%
JERREREREE O B A NBFE TO CL/F K ONVe/F OSEEIEIT B E
WOHARNBE TOM L DFEN 10N TH > 7253, b
EE O BANBEE TIIBHEIETE R O B ARANBE & g LT CL/F &
ONVe/F BENEI 3ThI O 24K o729, [7.2, 9.2.1 &]

16.6.2 AFigeEfEEEE
FPAEEEATAERERE S (Child-Pugh 233, 77 L — K B) (ZAHI 20mg
Z WA TG L2 RE O MEH T 7 2 7 F RIBEE D Cp & OYAUC
IE VN EEOEEZ2E T 2HRED TS AHEREFE LV b 10%
~15%E o729 REAT—4)

16.6.3 S
AF| 10mg % HEIEZ F#E Lo Mg 77 = 7 VT RIEED
Coax MOV AUC 13, 65 BEATH DPEFEHIRE & 65 L L O GEREAERE
TRRBECThHo Y GEAT—%) . [9.8 2]

16. 6. 4 BHEEEZEYIEHREARMT
SAE A ERERR AT QN B A L O E A O IGE R RS (A K&
OU/NR) (478 B) oAb EhT T o V7 VF RRET — 4
(6,775 ARA v b) & AWTRERSEY TR 21T 272 AARA
BN B OV N I e A A IO A4 0. 0Bmg/kg 2 1 H 1 [RIRAE R
TG LTz & & ORE RIS REMNT ORI IE S HEE L7 38
WEIRE ST A —ZZLLF D LR Thotz 1019,

HARNBEMEGI BE T F1T 245 0. 05mg/kg 2 1 H 1 WIKHER
TRGREOHEE KM ERE T A —F

1Ll b (6 i) L iR (2 B1)

Day 1 | #5548 18 | 23.7+12.8(641) | 63.7%Y (2 i)
Behith 6 Rl | 6.124.6 (4 f1) 3.6%Y (1)

Week 4 | 544 2 KR | 26.2£9.1 (641) | 31.2%Y (2 4i)
Behitg 4 W | 18.3E£12.4(6 1) | 7.2%Y (2 i)

S+ IR
ED 2 FI0EHE
W 2) 1 EofEBIfE
16.2 DRUR
AHN % R K TR G5 ORI NS A AT _A T8 U T 412 87. 1%
TholV GHEAT—%) .
16.3
16.3.1 EAfEEE

TT a7 VF RO bR ARG RIIMRET U7 R P (25, 100,

1000 & TR 10000ng/mL) T. 79. 2%~93.5% Cd 7= (invitro) 2
16. 4 38
TT 2 ZNF FIERRA GLP-2 (F NI T AER_TF F-2) LIalkk
ARG L AR E 2T, XTF RReT7 I JBIChfisnb &
Exbhb,
T a7 VF R MNFlRF CLETH Y, TR 5%
BHRIGIZ RN AR ENTZ (in vitro) ¥,
16.5 HEit
TEFEALBRE & 3t G AR HN Z FARNIR 554D 2 U 7 7 o 213
123mL/h/kg THRERIKAMEE (GFR) IIZFHELL, 7T a7 AF R

18 mELAE (146 | 18 5N (11 1)
Cuax,ss (ng/mL) 46.3+11.0 32.2+11.9
AUC.. (ng-h/mL) 232+52.9 102+31. 1
tie (h) 1.10+0. 304 0.890+0. 294
CL/F/weight (L/h/kg) 0. 228+0. 0520 0.512+0. 164
Ve/F/weight (L/kg) 0. 348+0. 0760 0.619+0. 156

S & FE AR

16.7 EMHEEER

WY AAER & et LRI E R S T, 77 2 71
F RILCYPA50 DFRE K O E A 5| S 2 S/ 2 L aniz (in
vitro) ¥ . E£7. TF 2 ZVF Rid P-gp DIELHER TIXZAR W
R ENT (in vitro) V9,

17. BRIRRLHE

17.1 BHERVREMEICET 558
1711 BAEREGRESEEXMRE L-FEMARR
(1) ERFIERER (EEETFHEFAR
FERIRR S 2 o B & 972 16 1L oo B AR NEIBIEGIEEE 7 6%




STEITAFAN 0. 05mg/kg % 1 A 1 [a] 24 1
RER T, &E 8 HEEORERY R —
DOREFFIRY R — 2B LHIE 0%,
ESNTo, Flo, HBREN B OB G HIEEBEG Uiz & IR Y =
R S 7o %Iic, B OGS EFE Lz, &5 20 & O 24 WO
ﬁﬁfﬁ%ﬁﬁ%x%%@«~174/#6@ﬁ¢m2muk%
% L 7= R OEIA X 57. 1% (4/7TH)) Thotz, 24 WK Hill
MIRHIRERRDON—Z T 1 b O bR CEHE -+ EYEFE)
&UEM$(¥%Ei@$%%)i%3+3muﬁﬁw
—25.6£25.52% Th o7, AR PITHREIRKE DS OTELREN A
R LR Wb%n&#ot24kﬁu@LW%%Mx%m
TREDOR—AF A b O LA S CEHMEEEERE) |
-0.5+1.2 H/HTH -7,
BIVEFREBSAIL L, 57. 1% (4/7B) TH Y,
iit 28.6% (2/7#l) TH-7=2Y,
(2) BNEMHERER (C—EERLEEREAR)
FRER IR & T & 2 18 kL O BIGEEIERFE 86 B & X1
AF10.05mg/kg 2 1 H1[ElE L7 T vREZ R FHE L, 223,
AFERTIL, &E 8 MM OREENRY R — SR, 4~8 i o
FRHIRY AR — N2 EAL BRI KO8 24 T O IR BRI 5 HARKI 2SR E &
Moo Fio, HERE N A CEGI7EEZ 815 LTz & IE5RE Y EEAf ]
Wi Siothic, B OB b2 3850 Uiz, #4520 K& O 24 I8 O RS R
THREIREE BDON— R T A IS ORD DS 20%Lh F & Ak L
ToHRE OFIEI1TAA] 0. 05mg/keg #ET 62.8% (27/4341) . Ik
AHET 30.2% (13/43 ) TH Y. AH0.05mg/kg HED T 7w AR
Kﬂfé%%#%ﬁﬁ%ﬁ%ént(fom&
Cochran-Mantel-Haenszel FiE) 22, BT AR BRIk
%@N~X§4V#6@“m$ﬂ¥ﬁ+ﬁﬁﬁ%ﬂﬂ}4&M¥
PIE RS 13, AH 0. 05mg/kg ET-4. 4+3. 8L/ Jx O
-32.4+18.9%, 7T BREET-2. 312 TL/AKR V21, 3+£25. 4% Th
of“),$ﬁ%¢_/#WA%#b@%$%M%§mLK%%%
PO BT o 7o, 24 IR W CEBIRE IR IS /1T H £k
X74 VD 1 LD BB SN TR OEIA X, AH
0. 05mg/kg B C 53.8% (21/39 %) . 7" Z&AEET 23. 1% (9/39 i)
Tholm?,
EIERFS B X, 54.8% (23/42 B) Th o7, ERBEWERIL, H
(LA h—~<O0OHE 23.8% (10/42 f)) | MMM, 18R, B
FNEN16.T% (7/42 ) ThHo7=2 ,
17.1.2 NREREERFEEZRR E LI-F AR
(1) BERNFEIMERER (BEFERER)
BRI L T 2EEAR 4 » H~15 5 E TORARANK
FREERE RS 106 URE 8B (1~155%) KOFLIE 2 ] (4~12
H A HREE) ) At BT AH] 0. 05mg/kg & 1 F 1 [\ 24 JER K T 5
L7z, 728, BEBRE DS A O 5 51528 L L IR EEAfL K]
WrShicthic, Ao EG%2Eh Uiz, Mirage L-8 4l (N6
B, FLIE 2 61) 2o T, BERHIRREZRO X=X T4 b D
P 20%LA b % R U 7o R O BIA 13/ N RS C 66. 7% (4/6
B) | FLUAHEERE C50.0% (1/26) Thoto, BHKTRICET
HIREIRFEBEDON—RA T A UL OB (R 1R R )
&w%m%(@ﬂﬁi%@ﬁ%)m\¢mw%%’ﬁwf
—14.5%8. 03mL/kg/ H % (8-35. 7+33. 18%, FLITHERHE BT
—26. 2+ 13. 61nL/kg/ H K 1~26. 7+ 15. 14%'C$b/>f_ NIRRT 1
BN T, REENREE O OFERBEN 2 R LT, FLEESE B
CRRERIRETE 2> B O FERBENL & R L 7 R 1R o b vk o

B TG LTz, 7B, K
I B AL R O 4~8 T8 ]
24 ] OIS 51 25 3%

TRWERIZ, I

7220 NERRERE TR U B R G T R 0SB IR ERIIR A AR M4 T H %Kk
DR—=AT A b OELHE CEEE R ) 13-1. 212, 86
H/RTH -7 JLIRHERE IR EIREEMET B 0w 3 s
Shiginotz

BIERRBAEE X, /NETT75.0% (6/861]) . FLIETO0% (0/2 f1)
Thoto, EREWER CNR) X, EFHPACALBE 37. 5% (3/8 1) |
JE%E 25. 0% (2/8 ffil) TH-7=2,

(2) BHAETHEFR (CETHRLRSR)

18.
18.

19.

REIREE 2 VLB L 35 1~17 i £ COEGEGERERE 59 6% )
GUTAFH) 0. 025mg/kg™ T 0. 05mg/kg 2 1 B 1 FEZ F#EH L<
IR 2 SRR I & 24 BT o 72, 7ok, WBRENE OB ETT
%8 Uz LIRS Y =R LRI S o %1c, B O 54 =L
Too BEHETRHZB W CTHBRBEIREE EOX—2F 1 )b O
A8 20% 8L | % FERR L 7= MR E O EIG 1T AH 0. 05me/ke BE T 69. 2%
(18/26 i) | HEUEEHEAET 11. 1% (1/9 ) ThoT-, FEHKTHE
BT AREIREERDON—Z T A b OE LR (LA
W72 RO bR CEAMEEEERAE) (3. AHA) 0. 05mg/kg BET
-23.30£17. 50mL/kg/ H } O8-41. 57 £28. 90%, IEUEILHRRET
-6.03+4. 55mL/kg/ H 2 U~10. 21 £13. 59% T~ 7=, HHHE T E
WZARAN 0. 05mg/kg BEOD 11. 5% (3/26 1) MRRERIRGETE DD D5ES
FHERE, 2 221 U 7 AR YETEHRIE CIIRRFRARE AR > D D SE RN 2 221k
L7 R 13780 B AL Dy o 7o, AA 0. 05mg/kg FEIZ I 1T 2 B h-#%
THED B FIRRE IR E T B O_R—A T 4 L in b OEL B (OF
Wﬁ+ﬁ§ﬁ%)143Mﬂ24mLf%oto%$%%ﬁfm
T R ERIRE R MAT B BT Lino e 2,
BIVE A& BBE S 13, AH 0. 05me/ke BET 26.9% (7/26 f5) T -7=

26)

o

1) AR OAGEARIT 1 A 18 0. 05mg/kg TH D,

EEE

1 e~

TT 2 NVF RITELG T2 e h A AT F R-2
(GLP-2) %A TH D, GLP-2 iﬁ BN G (L) 255
WS, 38 5 ORI S QN I KGR O #E R X OMERIC F G- L
TW5, GLP-2125 Y GLP-2 % ﬁW#@$m¢7&ﬁWWmﬁ77
=Y Vg (cAMP) 2 EH L, A > 2 U VRN -1, 7T
F 7 A N IERER -5 OHEBEIK - 0 43k A BT A O Ny
TR BRI L SN B T

.2 In vitroiEtE

cAMP ZHRfE L L7z b b GLP-2 S BRRIZHKI -5 50%H ZhREIL, 77
= 7 VF K (0. 5nmol /L) & K&t K GLP-2 (0. 7nmol/L) THHELL
TUNT= 8239 R

3 BREICHT R

FFaINF RIE, v T ARTT v MTBNT,
BRUES, HEmkOBRHE.

TN R VKR D T
&8 B K ONDNA & B A N &

/W, Fo Ty bHULERREEE (TPN) SBRMEMIERA2E T
WZHRWT, BEEEW Y X7 ERODNA & &4 FIE S,

B L O IR R A B S e %)

A ICET S EEEMAMR
— W& T T 2 I NVF R GBIz ) (Teduglutide [Genetical
(JAN)
5777 ¢ CraaHos2Naa 0558
Gy & 0 3,752.08

Recombination] )



AE 7T 27 NF R, Bz e N7 IURERTF R

-2 (GLP-2) A THY, 2FHBD Ala B Gly ICEHR SN TV D,
TT aNF R, 3B3EOT IV BEENSRDHXTF RTH D,

21, ABEH

211 [EEE ) 2 7 G 2 RED B, WONCHERT D Z L,

21.2 ENCTORBIEFI DD TIRHATND Z &b, BERER,
—EROIEFNIR D T — 2 BE SN2 ETOMIT, IEF 25
IR 2 R 5 Z Lok 0, REIEHEE DG REHRE
T 5 & L bio. RROLERMEROCEIEICET 57 — % % B
IR L. AFI ORI BB A D 2 L,

22, @
LA TV (BREFAKO LAY T Y P 1T ARAKRONSL TAT
277 —1 8RR
T 7 (BREFHAO0.50L AD 2V P TR, TAT
A7 5 —T mRA)

23. EEx

1) 77 2/ NF FORERG IR (205X 4 XX A XX HAGE,
CTD2.6.6.3)  (#hINEH})

2) FF 2/ NTF RONRAJEHERER (20X 4 XX A XX B KGR,
CTD2.6.6.5) (*EPNEREL

3) TTaNTF FOBEFSL (20XX 4 XX A XX HAR,
CTD2.7.4.2.1.5.2) (L&D

4) FFaTAFROT v MK - JRIEIEAETRMERER (20XX 4 XX A XX
F7&z8, CTD2.6.6.6.2.1)  ((ENEED

5) 77 2/ VF FOfpkimin L OFLIHEAT (20XX 4F XX A XX B KGR,
CTD2.6.4.4.4) (F:NEHL

6) 7T 2 NTF RDT  MHAR AR O R AN CN RHABEREIC
B9 235 (20XX 4 XX H XX H7&FR. CTD2.6.6.6.3.1) (FhN&E¥})

) FF 2 7T OGS EME (205X 45 XX XX H7&ZE, CTD2. 7. 2. 4. 1)
(FEPNERE)

8) 7T =/ NTF ROIEYEHREFERAED (20XX 4F XX A XX B7K#,
CTD2.7.2.2.2.3.1.2.2) ((:N&kEDH

9) 7T 2 7 NTF FOEYEREERAAED (20XX 4 XX A XX H7&KE.
CTD2.7.2.2.2.3.1.1.1) (+:N&kH

10) 77 2 7 F FOEYBHRERBRAATG (20XX 4 XX A XX HA&GR,
CTD2.7.2.2.2.3.2.2.1)  (+EPNEHEL

11) 77 2 7T RORYBHIERBRSED (20XX 4 XX A XX H &R,
CTD2.7.1.2.1.1)  ((ENEED

12) 77 a7 VF ROMEEAMKEE (20XX 4 XX A XX B7&.,
CTD2.6.4.4.3) (F:NEHRD

13) 77 2 7 F ROMRBLEE (20XX 42 XX A XX H &G,
CTD2.6.4.5.1.1)  (FEN&EHH

14) 77 2 7 VF ROEYBRERBRAEG (20XX 4 XX H XX B &R,
CTD2.7.2.2.2.2.2) (ENEED

15) 77 2 7 v F R OREFIEY B REARHTD (20XX 4= XX A XX H7KGE,
CTD2.7.2.3.3.2)  (+EPNEED

16) 77 2 7 F R OEYBRERBLAL® (20XX 4 XX A XX HA#GE,
CTD2.7.2.2.2.2.1)  (EPNEED

1) 77 2 7 T R OREF B EARHTO (20XX 4 XX H XX A&GE,
CTD2.7.2.3.2) (#:INEHE)

18) 77 2 7 VT K ORAERIFEY B REAFAT @) (20XX 4= XX A XX A 7KGE,

CTD2.7.2.3.3.4) (f+ENEED

19) 77 2 ZVF ROIEYTREFHISEMF FA/EA (20XX 4 XX A XX H
KRB, CTD2.6.4.7)  (RENEED

20) 77 2 7 VT ROENE IR RBAED (20XX 4 XX H XX A
HK#, CTD2.7.3.2)  (FENEED

21) 77 27 NF FOEWNEIFHERREAMFED (20XX 4 XX A XX H
&8, CTD2.7.6.16)  (RENEED

22) 77T 2 J VT RO E AR R B RGO (20XX 4 XX A XX H
KB, CTD2.7.6.13)  (#:NEED

23) 7T = 7 VT R OWESE A EG R ABRAGES (20XX 4 XX H XX H
HKF, CTD2.7.3.3)  (FENEED

24) 77 2 7 NVF ROENE MR RBAES (20XX 4 XX A XX A
&8, CTD2.7.6.23) (RENEED

25) 77 a7 VT ROENE AR RBEED (20XX4FE XX A XX A
KRR, CTD2.7.3.3)  (RENEED

26) 7T = 7 VT K OUESE ARG R AR AGES (20XX 4 XX H XX H
K78, CTD2.7.6.18) (FENEED

27) Cheeseman CI, et al.:Am J Physiol. 1996;271:G477-G482.

28) Cottrell JJ, et al.:Am J Physiol Gastrointest Liver
Physiol. 2006;290:G293-G300

29) Dubé PE, et al.:Am J Physiol Endocrinol Metab.

20075293 :E460-E465.

30) Orskov C, et al.:Regul Pept. 2005;124:105-112.

31) Yusta B, et al.:J Biol Chem. 1999;274:30459-30467

32) Demchyshyn LL, et al.:Gastroenterology. 1999;116 suppl.
2:A545.

33) Demchyshyn LL, et al.:Gastroenterology. 2001;120
suppl. 1:A509.

34) TT 2 VNVT ROMGERBIEME. HERE Y 7 & ORI 3
Z/ER (20XX 4= XX A XX H7&FR, C1D2.6.2.2.4, 2.6.2.2.5) (fk
PR

35) 77 2 /' /VF R TPN FRMERGI AT T 53 5205 (20XX
FEXX A XX AR, CTD2.6.2.2.6) ((EPNEEL

24, XHEBERERVEWEDLEE
RIS LRSS < MHEg=E
T103-8668 HURASH X HAKGEAR —TH 1% 1%
7Y —XA¥/N 0120-566-587
ZAHEE 9:00~17:30 (HAMLA - BARIER 2BR<)

26. WERFTEESE
26.1 HERFET
IS T3S
T540-8645 KRERATHRKEMBEITINTH 1 & 15



2 MEEXIEIHR () RUVZDHRERM
21 PEXIEIHR ()
S E R

2.2 FHEEXIIZNE D TEIRR

TTaZNF R (LT, KA X, RRAEe N7 0B I URRATF K2 OFHE s iz 7
FTuarThsb, B NI TURERTTF N2 ILEICEIG RO B oW S b X7 F KT, /)
AL TN B O 2R 1) K OB RERIFE A PE A T T~ 5, AFNE, 33 D7 I VBN 5XTF R
T, NKIG 2 DT T =0 N7 U P ATEBR SN TWD R TRRE e N7V A RRRTF R-2
LIRS,

KR e N TNV AT T R2 0%, EICEIG &R OFEIZ04 3 5 B8 N WeHiAa L ARz
No BEENONEYIZOE L TR SND, THbDOEMII Mm% Lifldid, i MGT
RBRDEUNIRIN SN TWDNEANT 5, B T AT I ART T R2 13RI 57 505 E
FACIXEEERET, & 7 h T o_TF R2 ZRMITEIC BT OMRRHESEIAE & APt
FRAMIEIZ IR L CRBLL TV D, b OMIEIE, A v AV UERER T, EbB U W K, 7
T F A MR- MEERERGE T F R EOXEIERRT 7 Y v TP E W
Be ZOMBEMR AN =ALZEY & NI AH T UREAT T K2 deiasaiedE, R
TR b= AL RS U R R b, EHEHDERER T BER WA, K OB LA EE N e
EDEMZRT,

AFNIRI e N TNV T T AT F R2 LRI OZFRICHES L, KRB e N7V 28
NRTF K2 LEREOR I R OEREZ RS, KNI ~TTFONXTF X —EA4 I L DHEAD
FRAVEIWTIZ I ME 2 7”372 oD . T (RS T 2 Wefd). A NFEIBIEBRERE T 1.3 By
W) DR ST AT T AT TF 2 (K757) K0 bRV, ZORER. X0 RWAEDIEHE
BRI ZEZLY . BYIBREOGE NS Z I S, NMEOBIRI AN Y THREZ LS5, T
T a7 VF RIZLDIREIE. BERNROBRMICEROS IUEL O L, ZHEAL, B
1R DTz > TRHGEFTREZR PS RFEE DR T, B 1 LR OMHPEO I, KON PS i
TR 2 4 7 A OHE, I ONCIREIE D [ELRED FIREMEICEN D LB X BT\ 5,

[ T B IBE R E B DI ENENS 2 AR 3 2 SRR IR T, AR ENEGERE S OB
TR IBRIRIC e VS5 B 2, BREIToT,

AR OEEXNTNE () ZFAHT 2 F 3 BRE & U<, FEEREEE 2 55 & L2 R
AR D EKI A LTS R T,

10



221 ABAEBEERBEEZNRE LI-HER

2211 #8451 5E 3 HHER (CL0600-020 FHER)

CL0600-020 BRI, FREIRFTE 2 M & 3 DN O RGIEGE R 2 /5T, A

0.05 mg/kg/ H DA ZIE R N2t Z2 Mt 5 24 B, EEAL, “EHEEHR, 77 RS8R, I
TR Ch 5, ARBRIT, A7V —= 7 0kBe, REIRCE RoB IR, RREIRE TR 22 e
NS b 2T — 1 LEEGHIETHD AT —V 2 THIR SN, ABRoOA R 53 E B
X, 520 8 B R ORG24 1 B O S TR R LIRS (VAR F—) OBIG L L
7o ZN EITHEBREERREEE D= T A 5 20%~100%0 325 2 & LEFR LT,
FEFHEEE ThH D L AR X —OEIGIIARFIFED 77 B R BRI KT 2 B DS REE S L7,
F7o. RIRFHIEE O 1 > Th 2 HEREHFIREERDN—2 T A4 b OEKIZIBN T S ARAIRE
X7 7 B RS U CREFEICE B RV 2R Uiz, E£7-, BBRFHMEEBE D 1 2L LT, B
MR EDNA A~ —H—ThHHIMIEF S bV ARENHIE S, X—AF A b O EFEIA
RN T 72 RBEE ERlo 7, fER Y bV Y AREO ERIIGM &N Z 7R,
R U CABIORRETREFTHY . RREICHBEIZA N1,

2212 ERNE 3 8548 (SHP633-306 HER)

SHP633-306 iABRIL, MEEFIRCEE 2 LB & LTV D B AR NEIBIEGERERE & 682, AHA
0.05 mg/kg/ H DM, AMELOSEYBiRe 4 Etd 2 24 ., HFERABRTH S, AR
. S & RE IR B i LI, M ORFIR R L ECIIR, KOt 24 B8 O F 5 W1 )
B0 JERREIRE S R, EEREIREEET A, MR VY RS A H M ORI
HA L LTCEMLZ,
&5% H RO 524 8 B O TR 2R LTSRS OFIA1X57.1% @76 Th
R E BT G 24 B TR—A T A V15 25.6%0 L7z, Mg vy g
4%@»&<x54>4p%um3%¢§itto

SHP633-306 #BR TD L AR X —DEIGIE, CL0600-020 FERD 77 EARHEL Y b &<,
CLO0600-020 55k DOARKIRE & K & 7@ X720 o> 72, SHP633-306 kB O Fe 524 3 B2 81T %
R IRAE B OB L 8 M OVE(LRIT, CL0600-020 FABR DAFIRE & Kk & 225 0 E 72 < . CLO600-
020 FRERD 77 B ARBEL Vb K& o 72, SHP633-306 iABR D5 24 3 B (23317 2 W BRIk
EEOE(LFRIL, CL0600-020 FABRDAFIFEIZ F61F 5 2R D 95%(EFIXH LR & [FERTH -
7o SHP633-306 B DML > LY R EE O Z b K O LER1E, CL0600-020 7R O A AIHE
ERIERTH D . CL0600-020 FERD 77 B AREL U HRE D o 72, SHP633-306 55k I JIE B2 A3 R
LNTNDHDD, RERE T—EOBRIEITA NI EEZ BILD,

Flo. WTNORER G B H TR G T %ISR ~BAT FEE Tdh o 72, CL0600-020 FER
DRI T, AH %k 30 # ARG Lo gBRE bAAET 220, HREIEERE, L AR
UHE—HROMIEF S RV Y REEEITR T D AR O RITHMER TR T D Z E RS, %

11



FrIRAEE D> D 52 2B 9 2 9B B R8s B L7z, SHP633-306 ikBR OfkFiitER (SHP633-307) (2
BWTH, HEREFICRE RO BB FEICRERTT OB DR T, ARG L D%
B OB R e L TRO LTS, F£72, Wkt s bICERMIIRGTHY | ©e
PEICHER 2N E BRI NLTND

VI DGR RBR AL 6 %%fﬁﬁ BT DARKNOF ML E NS C—E ORI fesE
. BetE7e 7 7y A VBHEEL TV,

222 INREBERBEEEENRELEHR

2221 By 3 1HEER (TED-C14-006 3X5%)

Hmcmmmﬁ%iﬁﬁm%%%%%kﬁé1ﬁ%if@ﬁ%@@%ﬁ@ﬁmm$%%ﬁ%

. AH0.025 mg/kg/ H & TN 0.05 mg/kg/ H D724, HhWE, KOS E2 MG 2 24 R,
Egﬁﬁ%f&éoxﬁ%i\xi)—:/7%%\§5%%\&UL%ﬁﬁﬁﬁﬂ%ﬁéoﬁ
PP EERHEE E Ch 55/ TR OB BRRFFIRREE RN N—Z T A D5 20%LL B L7o#k
B OEIGIE, AFRT O T O IEEREE 2 LRl > 72, BIKAIREEE B T & 28 MR ErRke
HOPRD PR BV, EOEALEIFAFIFED T OIEMEGREZ BRlo 72, £, RS
DD DSERBENL % TR L7 R (I AAIRED A TR B LTz, Eh s b U IREEIIARAFIRE T
R UTen, R CIIE bR o T,

R R OARKNOBEMEIRIFTH Y | ZRMICHBEIZA LN T, 871 7 7 A VI
NEHEGERERE BT 2R LA CThH o T,

2222 ERNE 3 #8548 (SHP633-302 FHER)

SHP633-302 #BRI%, RFARKEEALE L THEEAM 4 » A5 15 WD H AR NFLGIE BEHE ]
R 2 R80T, AFK0.05 mg/kg/ B D222, Ak, 35 R OSRMERE 2 Mist3 2 24 1@
W, FERRBRTHL, ARkBRIT, 27 ) —=r 7B LR OEGHMN S 228 ThH 0 . #HR
FIIAA 0.05 mg/kg/ B Db %52 )72, FEHE TR ORBEFREFHIEZE RN N—Z T A4 1D 20%
VLB L= B8 1%, NS 66.7% (4/6 1) ROELIEWERE (1 5ATm) 50.0%
(1241 THY ., &G TIRROBEBREHIRERIIN—Z T A INDZENEI35.7% KT
26.7%i80 LT, /NRBEERE CHRIE SNt v AREIZR—Z T A 00D 46.9% L 5-
L7z,

SHP633-302 #ik & U TED-C14-006 sABR D W I DFRERIZISVT H ., AHAl 0.05 mg/kg/ H 5
L7 TR —RA T A U B GRK THEE TR E R O B 5 R H IR B O
DB BTz, WRIEHIRER BN RN— 2T A U LEGHET % T2 20%LL LB Ui o
BB EREBR THLL L Tz, £72. SHP633-302 iR TAHKIDOF 5% 52 1) 7=/ Nk B o

12



16.7% (1/6 1)) KX TED-C14-006 #BR D AF] 0.05 mg/kg/ H & #5- L= E D 11.5% (3/26
B RGO BAEME A S L=, LEX Y, BB T E0EEIA LN EEZBND,

£, WIFNORER S HERE 13T T RIS~ BT IRE Th o 7o, ks, 1St Ok
BEERBR CIIAROR SR LY | ANEERE RO T h BRI R R, I BRI
Hm ) —h, EMREIRCREEIT AL RO A&7 ) ORERIREE A TR BRI B R
b OWLBBO B, BEMETRETHY . REMICHBEN 2V & bRENTHD (EPkit
R ORERITF AL P IR 2),

UL E OB ARRBRBAE D . FIBEGREC 31T 2 AFI O DML EINS T —E DO FUMED e
., ZEMET v 7 7 A VBFEEL T,

PLEX D o AFIOMRESUIZR (R) & TEIGEGRE ) LiE LT,
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3 RERUVRAE (¥) RUZORERML
3.1 RERUVAE (V)

W, TT7a VTR BEFERZ) L LT H1E0.05mgke K TiHERT 5,

3.2 RERUVRAEDRERN

(1) RANERERBRSE

WA 2 FE T ERETEER (ALX-0600-92001 58R) Tid. AANFEIGIEMEREERE 17 B2 X RICK
#10.03, 0.10, 0.15mg/kg % 1 H 1[04 53212 0.05 1 L <X 0.075 mgkg % 1 H 2 A% 5925 A
BMHET A V& v, IR CREOMSRESE ST D ARIOEM 2 Et Uiz 21 BB, 9F
B, sk dtn, HERERBRTh o7, AANTH = 0.03~0.15 mg/kg/ H OHiFH T H &= AFIHY
IORIERI 2 BN E 7 0 7 7 A VAR Lz, 21 A A 8 513ARAI O R BhRE T A — X
R RIS Mo To, 1 H L EFRGRE 1B 2 [BF 5RFOIREE B4 & CHIE L THR L7
FEEL 1 H 2 ERGEEORBENDTNITED S T8, WERE DD 720 12 12 O AR 7 ki
T2 L IIRETH - 7o, FMPEBEREOIEIRCENGIE R B (2317 D51 O A B IAA| D IEY)
EREICREE L 2o T,

ARANOFE A ZFERICE L CiE, 21 BRHESC X 0 IBKEOBEIES (TR R OEmED
AR ZMRE) 2ME U2, AF0.10 KT 0.15 mg/kg/ B 0O TR G T FHTHK 800~
1000 mL/ H & U 5 YHALE K WIEO KitE7Ze (5K 30%ICH 4T %) R B HT7h,
0.03 mg/kg/ H TIEFRD B2 -7, 0.10 mgkg/ HEEE 0.15 mg/kg/ HEE & ORIZZEITRED Bz
Mo TN, PBRE B DIEFIE N DI o 7o tow, WA BRIERREELS Z L IIRATRETH
277,

ALX-0600-92001 FRXER O£ G4& THREZ, 0.10 & TY0.15 mg/kg/ H OHETIHALE K53 WU E D K
MR 72 BEINSFR 8 - DN MBERNZ ZZD R D vz o7e Z & £72, 0.03 mgkg/H TIXiHILE K
I E D IMAFED IR -T2 Z b, WA 3 AR (CL0600-004 7AkR) Tld,

0.10 mg/kg/ H Z @ HEREE LTRETH &L HIT, 010 mgkg/H L0 H1K< 0.03 mgkg/H L0 %
EWHARE TORNEOA A MW 5728 0.05 mg/kg/ B 2 KHAEREE LCERE L7z, CL0600-
004 FABR CTIIAHA] 0.10 mg/kg/ A B 5-OFZHMEN 0.05 mg/kg/ H G- & L U THER L 720 SR E
HAL7z, CL0600-004 75k TAA 0.10 mgkg/ HHE & 77 B ARBEL OB TR GITRT TN A a7
Jo O Week 20, 24 Otiig S CEEIRINICE RO & D B0 & s LIRS (VAR X —) OFIG%
g% &0 WL S AH 0.10 mg/kg/ HEEDS BV, MEEHFARICHE 22RO b o7z,
AENID 2 At e IR S & 2 & 3 2 B IGTEERE AT ORRFRIRAC R (A7 & D SR R
SR LT HHRMIC LM AT L ERO O D EMTNE LN, 0.05 mgke/HEEE LT
0.10 mg/kg/ HBED & 5 72 B ERRAOA FMEIZRE O HiL7e - 7= DT, #HME 3 #1788k CL0600-020
AR CII G HE L LT 0.05 mg/kg/ H AR L7-, CL0600-020 7R TiX 0.05 mg/kg/ HEED L A
R H—DEIEN 62.8%E 7T BREED 302%|Z el L CREFHAMIICAHEIZE < (p=0.002) .
Week 24 @ 0.05 mg/kg/ A BEIZ I 1T 2 HFRFHIRRE &I X—A T 4 b 44 LA LT,
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CL0600-020 3B & O CL0600-004 BRIV T, IRERIRGE 2 3 & 3 5 i N\ S e
[ZAF 0.05 mg/kg/ H 24535 Z LI XV, K EEROH DR EIREIRFEE OB TR H
iz, MR & . Week 20, 24 Ol S CRERIICE RO & 2 Toh & LI #RE OFIEI1L,
AH 0.05 mg/kg/ HEEN 7T B AR UFEGEHEICEBEIZE o T2, AMEICET 5% < ORIk
FIRERE B I8\ ThH, AK 0.05 mgkg/ HRE L 77 BARREE OMICER EERNH 0 HH 2z
LHEBRZENZD LTz, CL0600-020 55k & U8 CLO600-004 FX5ER D fk FL I3 AAK DA 20 BE R
REMITEE 2D EE BT, HRERERR ALX-0600-92001 3k CHE LN BT — X DIEL
SEHERTDHLDThH-T,

ENE 3 AR (SHP633-306 #iR) Tid, MERREZ LE L LTV D B ARNFENGIERBRE S
B2 XGAT, AH0.05 mgke/ H DLEVE, A RMEKR O ENEZ FRET L72, SHP633-306 75k T
DLV AR Z—DEIEIE, CL0600-020 ik D7 7 v AREEL Y HE <, CL0600-020 75k D ASHIRE:
& REIEWT/e o T2, SHP633-306 ikBRD 1 5- 24 18 H 1236 1) 2 BRI E RO L& &
OZEAL=1E, CL0600-020 FER DAHIHE & K& 72380 X722 <. CL0600-020 FERD 7 7 £ AHE L Y
HR&E o7z, SHP633-306 ikBRO#5- 24 # B (28 1) 2 B EIREE R ORI, CLO600-
020 FRBR D AFIFEZ I61F 5 2R D 95%(EFIX[H LR & [FEk Tdh o7z, SHP633-306 5k 0 M4
Y RV Y RO LR R OV 1T, CL0600-020 35k DO AFIRE L [FEETH Y . CLO600-020
REBEOT T EREELY L K& D572, SHP633-306 sBRITIEFIF RSN TWD OO, Rk
T—EOHELET AN LB BND,

(2) NREREREERE

WAV 3 FH/NFERER TED-C14-006 38R T, ARMEEHE & ik Lo e, /NREEGRE B
IR U CAR A G LToRER, ARG R &, EMREIRRED 0 ) —& BRI E
AT HE KOV H &7 0 ORRERIREE I TR I BRI ER O H 2D B8 bz, @
BAERNC Dz » TREFIRFEE A LB L L WIS bbb b, KAIZHR G LI iE ko
10%1Z35 T 24 T LINIC R O B APE RS S v7e, AFIBEGICE Y, EN&, EN e ) —
g, LOMSER Y hv Y RE Y ER U772, 0.025 mg/ke/HREEE 0.05 mg/kg/ B REE O CHZME
DEFTDT N TH o7, 2 TOFIE T A —2 2B L THE 0.05 mgkg/ H DZhER—EH L T
BENTWD Z ERRD L,

EHOE OEREZSH L, /NEEIEGEREEE T 2 8RR Z2 BT 5720, AFIORE
MR pEhREfT 2 326 L=, ¥ 2 2 b—3a VORER, /NEWERE (1~171%) OEHEIREICE
J D ARBN DR B MBEHIRE (Cnax) 1 FRAERIRETH D Z EXRBEINT, ZD—FT, EHR
WRIBIZ IS 1T DR — #hf T AT (AUC) 13RI E > TRESERD . HAND 1~2 %D/
WAEEWPME T35 & & BITR2 D LT,

CL0600-004 55k D PK/PD fEHTIZ L > T AUC IZUSHE LB L 722N Z & RSN THEY | il
IRT =2 KO Coax (I Ko TARAIDO HERIRZE T ONDHLEEZ BN, £ T, CoaxlTESS
Wk 52 SO AT 22 S fiie L B AN B OVINR O B IE (B RE R L2k U TR & 24 EFIC o720 3 H
THRELIESGAICRIT 5, AHRER L BRI ERD =T A b DR L OREFR
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R U7z, 7eds. BELUSIIT 2 FEhii T D12 h 20 . IR EIIEGEREEE & /N RIGE R
FHEOMTRBED Y 7RISR RD 5D EE LT, I ORRIREESRITIC L -
T, /NRERGIE BT I H & 0.05 mg/kg OARFNZ G- L1255 D Cuax D F-EE  (34.6 ng/mL)
X 50% IR (ECso) %59 40% L[R5 = & AR S v, /NREIEGERERE O HiE R OH &
() & L T0.05mgkg #XFrT DRERNG AL,

EN/NRES 3 FH3ER  (SHP633-302 3BR) Tl el EZ NI L T HEEAN4 » AD
15 5D A A NFENGREBRE N BT 2 180T, &K 0.05 mgkg/ H D22tk A2, 7RO
SENRE 2 Mt L7, FLEABE 25T SHP633-302 3B K OVINE 2 %4 & L 7= TED-C14-006 75k
DNWTHORERIZEBNTEH, AHF0.05 mgkg/ H 25 LI-WRE TIEIRN—A T4 Vb EGHT
ik CTICHRRANICE RO H 5l MR HIREE B OB R bz, BEMREIREEREN -
T A NG T E TIZ 20%LL B Lo gEERE OFIS XM CHEEI L T\ e, E72,
SHP633-302 #ER CAKI D G- % 52 F 7=/ NEERTE D 16.7% (1/6 #i) & O* TED-C14-006 7k DA
%1 0.05 mg/kg/ A % Be 5 U=/ NEBEERE D 11.5% (3/26 f51]) 2358%A50 AAMEZ 5 Lz, DlEX
v, BB CT—EOEUMITA LN EBEZLND,

N CHRREINTZ2TOETOARBIORAKLOVNNE (1 L) O F¥E R OH £i1X 0.05 mg/kg/
HThD, MNEEROVNLEE Z x5 & U ENERR BRI IV THENRBR & OFRIPED 2 &
Nz Loz, ERAORAKROVNET —4 (BRRER 1738 2HTET Y v 7&V 3
2 b—ya RO REMRYEREfRT 2 5 L, AFE (HARN vs FERARN) 1XWRIGHE E
# (Ka), AT Eoely 7 V752 (CLF) KORMNTOHGIEFE (Ve/F) ITRELRWT
EPREINTVWD,

PUbko, AROHELROCHE (B) % [T7270F 8 Glfarfliez) LLT1H1IE
0.05mg/kg # & FiERNT 5.1 & L7,
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4 FRALOIE (F) RUZDHRERN
41 EE

411  ER (B

2. BR (ROBEFITITHBELHENI &)

2.1 RFNDOp A% U CRBEUE OBEERE D & % B

22 BIG. IFREIE R SR S 2 A 2 8 (8.1, 8.2, 9.1.1 ]

23 WESELINIC, B, TFILE R SO IR MRS OB RO & 5 3 (8.1, 8.2,
9.1.1 ]

412 HEEBORERN

2.1 FEYEEO—FERIE UTERE LT,
2.2, 2.3 FILME K OB BR COFT RN S . ARANZ X 0 HEW %2 & et 2 b 2 8155
BEARHALZENHEE LT,

42 FHEEXITHRICEET HIE

421  HEXEFIHREICEET HEIE ()

5. SBERIEHRICEET HEE

5.1 ARANIIHE ONESHIM 28T, BRERE &R OCHRENZE LTz, &5 WIEERLL K
BT 52 ENREEL WS- BEICREGT 52 &,

52 EIEAHN 4 » ARMOBRF 23R L LRRBUIER L Tl b3, &R sz
v, [9.7.1 Z]

422 REXITHRICEET HEEDHRTERM

5.1 EWNAEERABR OIGERT A AZHKSEHE LT,
52 197 /WA OEZ,
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43 RERUVRAEICEEY HIE

431 RERVHAEICEHEY SIE ()

7. AERUVAEICEET 5EE

7.1 RFN OB TG AN A IEZ R T2 2 &0 BRATIE 12 5 AR OFE THEENR
D HAIRWG AR, BEMREOMNEIE G2 2 &, NERTIERS 6 » ARICAERME
Z R U GARGE D LBV ARG 5 2 & ARG ISR EIRRE N R EIC R o T BH
IZBWTIE, fx ORFOREEE 2 TRBIOR Sk 0 LEIEEZ G252 &,

72 FEEL EOBKERE (7 L7 F =27 U T 72 A 50mL/min Ajifi) BETIX, AFO
MAFREEN EFTEZ 00, 1 HBZY OFG5E1T0.025mgkg 352 &, [9.2.1,
16.6.1 2]

73 BHEAZSNZGAICE, [KOWEREECTELICEET L2, 72720, 1 HIZ2EO#EE
I TN &

432 RERUVAEICEEY 2 IEDORERNL

7.1 ARHFNEE G- ORKGER e A NEREM IOV T, EWNAMERRBRIC S & | IR OHE
B ORKN O R GRS O B 2 Rat T DRER A 3RE L, £z, ARG HICREEIREE
RENZ 72 5 T2 BE BV TIE, l 4 DBE ORI A B F 2 TARR O Gk D L FME 2 1
T EEHE LT,

72 1921 FEEL FoOBEEREERE (ZF V7 F=27 U7 7 A 50mL/min Kiii) | DIH
2,

7.3 RFNOBG 2SN HEOxGE I L, S HIEAFOBERG 20 LT 28805
O, T ReT 7 U AOMRF XD TR E LT,

44 EBEELGEXRNIE

441 EEGEXRIE (B)

8. EELERMIEE

8.1 RAREBRIZEB W T, KR Y — 7B iE SN T b, AT, AFIOEGBLERTD 6 %
A PRI KIGNR SR A I OB GRS 2 T L, KIBR Y — 7 280 56 103
GRMAATCOIBRZ a4 5 2 &, & EGBME 1 4F 5 2 FOMIC, RIBNHERA I3
DOHEGREEIC L VRBEZBIET L ENLEE L, KIBRY =T DV 27 OEWEET
X, BEIE L TZEOHR S 5SEUNE BRICKIBNRSIRE 2175 2 &, KGR —7%
ROTEEITIE, BEFOR Y =T OIRRIZBET 2414 R 7 A V2 BB Y R ILE 21T
5T, K BB SN GA1CIE, &G 2PIE Ll RLELRTTS 2 L,
1% PL EO/NE TR, AAIOFBEGBRAFNER IR EZIT S 2 & RERAHOEMmATRD
NG EIII RGN RS A IO BEBREFEZ1TV, KGR Y =7 2RDIGE(C
134 G- BRAARTICYIBRZ MG 2 2 &, EEMRE CFERAH OB AR bz /ML T

18



X, ARFIE G-I 1 BIOMEE CEBMREZITO 2 &, 1AM O/NL T, S hE
P B L7z ECTEREBMEITOEE MMRAE L KGN ESIRESE 2 T 52 &, 2TO
NIRRT ARG IR G BRMG 1 BE, ERLBRIE S BT L. ROYRRABH O (LA i
WD BT HAE IR, KIBNRSTRE It OB BRESE 21TV, KIBR Y —7 0f
EWERTHZENEE L, KIERY — 7 UI K& RO 255 130 2 L@@ 2175 2
&

AENF AT HITMEN S U TEB MR X ORISR A S 2 Eii T2 2 L. [2.2,
23, 11.1.1 &#]

8.2 AFNDIEFNEM K OFIEEGIRGRBRAAE D D H . /D, JIFILE R & ORI AR ) — 7" oHg 5l
PEZALATRD HIVD FREMEN D 2 DT, RFIOEEGBAART, $b- T R O G54 THRIZES
OREEZ HoBlE L. H. /NG, FFIE R SRR R 2R DTG AT, &
HBaqik U, @O0 E 1T Z & B /MG TFILE R SUIENRIC BYEDOIE 3890 &
NI AT, UIREZRE T 2%, @URAEEZITH Z L, [2.2, 23, 9.1.1 ]

8.3 IRFE, MERKLONAIEN D Hbd Z LN D DT, AFIEEGBILAR & O 513 E
NI RER A (B Y v ALP %) RCEBRELITS 2 &, [11.1.3 2]

8.4 MBVEES, SRR, MBI, S ORREBRH Hond Z ER3H DD T, AHKI#
GBMAET L O G- R EMIRI R e (U ~—E8, 77 —8F) CHgHREEIT O
Z &, [11.14 28]

8.5 AAIFEIT LV | WLE N ORI SN DK ESEEIM L, RIRERTRI & 720 5 o1k
DARENRSLDLNDZ N D, —FH T, FBEEROBE IBAEIZ 2D 09 W,
AFNBE G IR B R A EERSET 5 2 & FRCARAIOE G-BbE 5o A,
bRy, SURICEME N T  ARRIREPET T 28200 & 256 (K, Y, M
ZE. INTRSE) 12X, EREANT AR OREEDREZTEERSBIE T 2L, £, &
WL REBEIN, B TR OVRIE, FPREEEEAGTR O b 5G 12, EMICHRT 2 &
O BEIEOFRITIEET 52 L, 7ol BIKRBRIZIWT, #5546 4 BRH% £ TR
HEEOWFIS EVEE TRRO b, [11.1.5 2]

8.6 AFNIOB GBI H T2 »> T, EFMHICH VT, LFEMICK 50, ERO RO EE
Db ETREEITOZ L, o, UTFORICERTDHI &,

H OGS O@EMAIZOWTIX, BN OZLME A EEICRT L, o285 IE I L
=06, KHPREAT X D fERPE & SHLEIZ DWW TEE UTE DOFENBR L, BE T2
DFWEDERICEGTEX L 2R LT LT, EMOFEFEDO S L THEETHZ &,
Fio, #WH%. AANC K DRWERR DI D560 B OG- Oflkle s R 7R & 725 7T
BEMEND DHAICIE, EbICHCEGZPIESE, EMOEHT CEEICHET IR LE
BB AT H 2 &

HOES2#AT 25500, BHEOEHG L O 2 FHEH Lk 5 IcBE X
X FOFRICER R L, £ COMEORERBEETIECET 284475 LREFRC, i
REHOWER G R OES g2 BT 2R et 22 &,
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442 EBEQGERMIEORERL

8.1 HEHH M N OB BR COFT AL G ARFNZ XL 0 HAEM S 0L 2 HBLT 582
Wb s, £, BRRBRICEWTRERY —70NiEsnTns Z &b, ENIMERR
RERDOIRBRT A NS EFRE LT,

8.2 FEPRVLME N O\ Wil C o pir R ONZHEAMIG IR BR IC 3 1 D B . ARANT L0 Bk
R L A R BT 2B ENNH L LD RE LT,

8.3 MHNEHME N OB TORT RIS, AANC & 0 HEE K OHE ORI N Z Utk H
NEH MG OFE R, B EHADY X7 2@ 5N S D, £, 7V IO N
WAL, M9 oW & ONEFER O Y R 7 O¥EINNE N ABSE DO iFE) % [HE 3 5 Al gEMED &
%, HRREBRICBW T, JHFE, HERERENHREINTNDLZENDORE LR,

8.4 MHNEMEN S MHHEMEORM R, W LAY 27 2@, RS ONRBRZ RIS
LRENDRD D, Fo, KEIOVVKERGHEERBRIZBW T, FE OB IRD bl
T3, BRRBRICBVN TS, WREBHREINTVD ZENLEELE,

8.5 AHIBEGATLE S K EOBRNC LV . 9 >l OAR &S X RN H 5, WS
KERBRIZHBWNTH, ) o MPELARERNHRME SN TNDLZ ENDORE LT, o, B,
AGIEAGRE D BB X AIE IS 72 0 09 < | BRICAHITR GBRAAIE, P RS L OV FE AR N
T UARIKNEEDEIN T HBENDRHLLGEITIEENLETHDL Z ENORRIE LT,

8.6 AANIEE IIEDOFKIZL DB OGP ITOND Z ENOLRE LT,

45 BEDNDERZAILHEERICHTHIE

451 RBEDERZHRIIBHICHILIIEE (B)

9. FENEREZETHEBICRHTHIE

9.1 BHHE - MERZEDHLHESE

9.1.1 Bfa. FFEEERRUERUNCESEBESEZETHEE
160 EOFIENERMEE BB D Sl S 58 oA T2 2 L, FEHRRRRICE
W, BE. FFIRTE R K& OV O BEFEME AL 3R BTV b, F - EREBRICB VT,
FEARY =7 DFRH i TWb, [22, 23, 8.1, 82, 11.1.1 &H]

9.12 DAERUENEZEDOLDNEREOBRFTEDHDEE
Rl B - BRtA D S 4 A MIIRIREOREZ EEREBIET 5 2 &, WIUKEOHINIC
L0, oML AREDY R BNEEDLBENDRH S, [8.5, 9.8, 11.1.5 HH]

9.2 BieEEERE

BE (VLT7F=20 U F7Z2A50 mL/min XiE)

BB FRICT AL, BHEECETIISU T, MPREN LRSI 8ENRH 5,

[7.2. 972, 16.6.1 Z#]

9.5 1Ei%
HE b AR LT 2 ATREME D & 5 otEITiE, 1R OIS fEtEE RRl 5 &l &
NGB OREETH T L,
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~ 7 AKOT v NOPRAFHERBRIZIS N T, TSR ED 45.1 5L ER V9.8 i%
L b OiRTE T 2 FMIREE L7oRE R, TG, ATFREIE R K OV O a8 b2 38D B i
Too —H. AR AEERRIZBN T, 7y NORBEMWICERRHED 219 {5 OIRERE T
BB 6~17 H £ CTIREE L7RER, BEW L OV & HICEFITERO b ol

9.6 1ZELIF
ALV ENREF LU,
Z v MZEWT, HHF~OBITHHER SN TWND, v T AR T v FOBAJFHERERIC
BWT, ZNENEERHED 45.1 (5L ROV 9.8 (HLL FoogE & C 2 A Mg L7k 3.
B, FFRRIE R K ORI O B AL 338 B iz, — 5, Al mtERBRic BV,
7 v N OREIZ BRSO 500 5O 58 TR 7 B ~/0iftk 20 B £ CIRER L 7ok R,
BN e VR & B IR TR b ho T,

9.7 INR

9.7.1 fETEH S 4 » ARG D BE ~OEGIFHESE S e, [EIEA M 4 » AR OBH & x4
& U BRARRBRIT 3 LTV 7Ruy,

9.7.2 AANZ 0.5mg Kl OG- BEEZFIETE e, LFOBFITITHNRN &,
- {KE 10kg AT
- {KH 20kg Ri O FEELL EOBHEREERE (7 LT F=2 U7 7 A 50mL/min £
i)« HEEEL EO B EERE CIIR R LRICTOXLENRD L7 [9.2.1 B

9.8 EkEE
BIFE N T o A KRR EDIREZ EER B L RPN OEEICRET 5 2 L, BEES
DHERERME T L TWA 2 End Y, BiKIZE 2 BHRERESE, REEOBREIZEL S 5 itk
DARRERHLDLNLIBENLH D, [85, 9.1.2, 11.1.5, 16.63 B ]

452 HBENDERZATIFEEICHT IEIEDHRERML

9.1.1 ik LY FEGEM L OERBR COF RS, RANC X 0 HiEY 28 feghuitZs
EERBTHLEZNNHD 2 EPHBRE LT,

9.12 HkD LBV | AANZ LV RIUKGESIEINL, 5 > MELAEDY 27 REmE HB%E
NRBHDZEMNBHRE L, FRCEBRNLE I 2R Lz,

9.2.1 BHERERE LR 2 X5 & L7 FEENREER (CL0600-018 #BR) 25, AHID AUC) it
O Crax (X, BHEREREFEOTEENFVIIEEIE & /20 | PEEB RS X ORHE AR
BEE TITBHEREIER & & i LT AUC it EAVEIL LS fE KRN 2.6 5. Coa D ENE
N6 EMO21ETH T, LIcii> T, PHEELUEOBEAERE BE ~O 5T
o8 i 5 el RV RN D it

9.5 RANIIEIRF DT v F R ORTHFIZBNT, WIBEBE~DEEITRD N2> Tc b D

O, R XTEERE L TV A RO & D etk xR & LRI ER L Tk b3, &
EVEITHENL L TV N2 EMBRRE LT,

9.6 7 v MIBWTAH 25 mg/kg HEIZ FGRHIZRK 2.9%DFITH~DOBATHFRD HAL T

bo £lo, ~UAKROT v MBS 2 FERIB AR TH A % & Te b sibE 4
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b ZFBLT 5 AIREME R STV D, AR Z x5 & U7 lARRBRITFEM L T\ 2n g
DD, AFNOHHHDRA~DEENREINDT2DRE LT,

9.7.1 IEIEAMR 4 % ARMO/NEZ R L U BRRBRITIEM L TR 59, BRI IR
W2 EMBERE LT,

9.7.2 AHNE 0.5 mg KifiOFEG BAFETE RN DRE LT,

9.8 HIRRBRIZBW\ T, @inEE L IEEimEE L oM TRtk AT 52 iEn
K ORISR T B SIS DEWTERD LI TWARWHL OO, & Tk, BREREC/OERE DS
BT L TWDEBENMFEL, BKIZ K2 BHERE, (KKEOBRIC XD 5 -t OoRE
ENHLONDIBENND D Z EMBRE LT,

46 MEEHA

461 MEMAER ()

10. AEER
AFIOFEFERNC L0 . PFT 28 A ORI & 5D 5 ATREMED B 5 720 BB DREZ
HEERCBIE L, LEIISCUTHATRAAORGEEZMEST 52 &, FrZ, WS
PGB TIR RIS R A A 2 OFH T 25 8 I3EET5 2 &,

462 FHEFRADORERNL

ARFEFT & 0 BERITRED L5 L, BRI 2 8 1AW 2 B S 2 FTREME DS B 5 = &
MHRE LT,

47 EIERA

471  BMEA ()

11. BlEA
ROBWERRHHONDZ LD HDH DT, BEE 32TV, BEDRO ONTHEITIE
B G a2 pId 57 EHEb e E AT O 2 &,
11.1 EXEER
11.1.1 R —7 (1.7%)
KGRV =7, +Z58ER ) —7EOBRY) —7TR"bhbbbind Z &b b, [8.1 &
11.1.2 BZEAE, JHLEX F—TDEAE (3.0%)
FEIEEZE . INBIRAELE DOIGIAZE, HILEA F—~OHENHLDOND I ERH 5,
11.1.3 fB% - [BEHRE (1.7%)
JHFEZ, SWEMEER, BER, IBAESONEE - JHEREEROLDNDS Z ERH D, [83
Z ]
11.1.4 BERE (0.9%)
TBPERESR . AR, BEE A, MBS OFREDNH HLbhd Z L nb 5, [84 BH]
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11.1.5 RRETE (4.3%)
RIRETREIZ XL 0 |
iy

112 ZDODEIER

) oI LARE (04%) DHLDONDZ ENH D, [85. 912, 98&

10%24 5~10%ATi5 5%A i BN
B Wl & WA . | S
FLD, MR

—f - EHEER L | HEHENEON (F
O G DR AE FHEACRLBE, 115+

ERALAERR, TR

AZSLEY)
S RbEE W BUIE
JRYWER L OV A7y | RIHFEL. A
JiE PR R N UY
B FEBIOW | HILEA b—~8&
& A PHE PHE (A h——~

A ZDHR, A b

—<HIAYT A XD

P RAE)
B L O E BAEER
PR R bR GIEpL
T ARHRSE
Rk gR. FEls KON MK
HERR I &

472 EIERADEREIRRL

RN OVNRBE xS & LT EWNAMIRRERBR BRI HE D S ROE L7e, FEM L 7o B R AR
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Teduglutide is a recombinant human glucagon like peptide-2 (GLP-2) analog in which Ala at
position 2 is substituted by Gly. Teduglutide is a peptide consisting of 33 amino acid residues.
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Teduglutide is a recombinant human glucagon like peptide-2 (GLP-2) analog in which Ala at position 2 is substituted
by Gly. Teduglutide is a peptide consisting of 33 amino acid residues.
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3.3.38 Summary | 10000337 - - - -
3.3.39 Summary | 10000335 - - - -
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3.3.40 Summary | 10000410 - - - -
3.341 CoC_syringe - - - -
3.3.42 CoA_syringe - - - -
3.3.43 BSE_TSE_syringe - - - -
3.3.44 CoC_Stopper jjjill_new - - - -
3.345 CoA_stopper - - - -
3.3.46 BSE TSE stopper - - - -
3.3.47 BSE_TSE_foil - - - -
3.3.48 CoC_Tip Cap ] _new - - - -
3.3.49 CoA 1IN - - - -
3.3.50 3.2.A.1 JP Facilities and Equipment_|jjj Site Map - - - -
3.3.51 3.2.A.1 JP Facilities and Equipment_ |jjj Personnel Flow - - - -
3.3.52 3.2.A.1 JP Facilities and Equipment_|jjj Material Flow - - - -
3.3.53 3.2.A.1 JP Facilities and Equipment_|Jjj Waste Flow Diagram - - - -
3.3.54 3.2.A.1 JP Facilities and Equipment |l Site Map - - - -
3.3.55 3.2.A.1 JP Facilities and Equipment |l Material Flow - Sterile Area - - - -
3.3.56 3.2.A.1 JP Facilities and Equipment il Personnel Flow - - - -
3.3.57 3.2.A.1 JP Facilities and Equipment |l Classification area - sterile area 3 - - - -
3.3.58 1.3.01.02.002 VLA Ground floor layout plan - - - -
3.3.59 1.3.23.10.001 VLA CR3 production area - - - -
3.3.60 1.3.23.12.001 VLA CR3 area plan - - - -
3.3.61 1.3.23.14.002 VLA CR3 material flow syringes empty - - - -
3.3.62 1.3.23.14.005 VLA CR3 material flow stoppers - - - -
3.3.63 1.3.23.14.007 VLA CR3 material flow closure components - - - -
3.3.64 1.3.23.15.001 VLA CR3 personnel flow - - - -
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3.3.65 BSE-TSE Statement for ALX-0600 Drug Substance - - B -
3.3.66 BSE-TSE Compliance Certificate for the Syringe - - - -
3.3.67 BSE-TSE Compliance Certificate for Rubber Stopper - - - -
3.3.68 BSE-TSE Compliance Certificate for || I N EEEEGEE - - - -
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42 SR
4.2.1 AR
42.1.1 2073 % TAS T 5 7R
42.1.1.1 Proliferative Effects of GLP-2 and ALX-0600 Elicited on Small OEF1A~1'MF1H ] TZAN A
Intestinal Epithelial Cells (ALX0600-10212-R) [ ]
|
I UK
42.1.1.2 Teduglutide (ALX-0600), a glucagon-like peptide-2 (GLP-2) analogue ~20l 0 A ] HEF+ P =
inhibits contractility in the colon (SP08-002-0600) I USA
42.1.13 Effects of teduglutide (ALX-0600) on motor activity in the canine ~20l =1 A I V4N HE
gastrointestinal tract (SP09-001-0600) I - Canada
421.14 Pharmacodynamic Studies of ALX-0600 in Mice (ALX0600-10202-R) ~1ME 1A ] s+ A
I C:nada
421.15 Mechanistic Studies of GLP-2 and Analogues (PH02-002) Ol A3~ 20001 H I Ak A
]
I
I UK
4.2.1.1.6 A 14 Day Comparative Pharmacology Study of ALX-0600 2000 A~ 2001 A I 99 SEAT
Administered by Continuous Intravenous Infusion or Subcutaneous I Canada
Injection in Female Rats (PH04-024)
42.1.1.7 A 14-Day Comparative Study on the Effects of Teduglutide (ALX- 2050 A ~20@ 51 A I - A
0600) Administered by Continuous Subcutaneous Infusion or I
Subcutaneous Injection on the Gastrointestinal Tract of the Female Rat I Canada
(SP06-008-0600)
42.1.1.8 Intestinotrophic Effects of teduglutide (ALX-0600) in ferrets (SP10- ~20 =0 A I AN A
001-0600) B USA
42.1.1.9 Intestinotrophic Effects of ALX-0600 in Dogs (PH02-003) ~20M 0 A ] S+ G
I UsA
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4.2.1.1.10 In vivo Studies: Direct Effects of GLP-2 and ALX-0600 on Epithelial I B BEIC EA B I M99 SEAM
Function in CD-1 Mice (ALX0600-10204-R) e
I - Cnada
42.1.1.11 ALX-0600 Treatment on Intestinotrophy and D-Xylose Absorption in I ER PRl KX B I N TT4N SEAM
Rats (ALX0600-10201-R) I - Canada
42.1.1.12 A 14-Day Subcutaneous Injection Pharmacology Study of ALX-0600 I ES BRIt ES B I T4 A
in the Beagle Dog (88626) I Canada
4.2.1.1.13 A 14-Day Subcutaneous Injection Pharmacology study of ALX-0600 in I B Rl kX B I NTT4N SEAM
the Cynomolgus Monkey (88627) I Canada
42.1.1.14 The Preventative Effects of GLP-2 and ALX-0600 on TPN-Induced O+l A ~20l %=1 A I s+ A
Hypoplasia in Rats (ALX0600-10205-R) [ ]
I USA
4.2.1.1.15 A Dose-Response Study of ALX-0600 on TPN-Induced Hypoplasia in Ol +“1 7~ 200414 ] 799 Rl
Rats (ALX0600-10206-R) .
I USA
42.1.1.16 The Restorative Effects of GLP-2 and ALX-0600 on TPN-Induced 198 4= 1 A ~20M = 1 /1 T s A
Hypoplasia in Rats (ALX0600-10207-R) .
I USA
42.1.1.17 The Preventative Effects of GLP-2 and ALX-0600 on TPN-Induced oM+~ A5 ~20M 501 A7 I WS- A
Hypoplasia in Tumor-Bearing Rats (ALX0600-10208-R) [ ]
I USA
42.1.1.18 Effects of ALX-0600 on Adaptation & Recovery Following Massive ~20l 51 A [ NIT99S Rl
Intestinal Resection (PH02-001) USA
4.2.1.1.19 Effects of teduglutide (ALX-0600) on small and large intestinal ~200 =01 A I NIT99S B
adaptation in a neonatal piglet model of short bowel syndrome (SP10- I
002-0600) ]
B USA
42.1.1.20 Evaluation of the effect of teduglutide, a recombinant GLP-2 receptor ~20F 0 A ] S+ P =
agonist, on intestinal function and morphology in short bowel-resected B Dcnmark
piglets (1777)
42.1.1.21 Establishment of a CHO cell line transfected with the porcine GLP2 ~20 &0 A I [rance NTvYN B

receptor and determination of the functional and binding activities of a
compound (19498)
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42.1.1.22 Effect of ALX-0600 on NSAID-Induced Intestinal Damage in the Rat 401 A ~20 =1 A ] M99 SEAM
(PHO4-001) I
I Canada
42.1.1.23 Effect of ALX-0600 on Intestinal Permeability in a TNBS-Induced OB ~20M 1A I AN A
Ileitis Guinea Pig Model (PH04-002) I
I C:nada
4.2.1.1.24 ALX-0600, an Analogue of Glucagon-Like Peptide 2, Reduces ~20l 501 A I YAk ST
Intestinal Permeability and Ameliorates Enterocolitis in IL-10 Deficient ]
Mice (ALX0600-10214-R) I Canada
4.2.1.1.25 Effect of ALX-0600 on Radiation-Induced Intestinal Damage in the Rat I ES Rl SN B I 799 Rl
(ALX0600-10209-R) .
I Canada
4.2.1.1.26 Effects of ALX-0600 on Small Intestinal Epithelium Following I ES RN ES P ] o SEAM
Irradiation (PH03-001) ]
I UK
42.12 RIR B KRB
42.12.1 Cross reactivity screening of teduglutide (ALX-0600) against G-protein ~200l =01 A ] A+ HE
coupled receptors (SP08-001-0600) I USA
42122 Effect of ALX-0600 in a Rat Growth and Body Composition Model Ol “E01A~20M4 A [ ] s+ B i
(PH03-008) B UsA
4213 VSR
42.13.1 Neuropharmacological Profile (NPP) of Teduglutide (ALX-0600) in 20 =0 A ~20 =1 A YN A
Rats (0200RN12.001) I USA
42132 Effects of ALX-0600 on Cloned hERG Channels Expressed in 200 &= A ~200 =1 A 99 SEAT
Mammalian Cells (031203.0QQ) B USA
42133 Effects of ALX-0600 on Cloned hERG Potassium Channels Expressed o\ ES RN ES B MgaN SEAM
in Human Embryonic Kidney Cells (070320.0QQ) B USA
42134 Effects of ALX-0600 on Action Potentials in Isolated Canine Cardiac 20 5 ~20 51 A MgaN SEAM
Purkinje Fibers (031202.0QQ) B USA
42135 Evaluation of the Effect of Teduglutide (ALX-0600) on Cardiac Action o\ E RN X PE MgaN SEAT
Potential Parameters Measured in Isolated Canine Purkinje Fibers B USA

(1150-002)
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4.2.13.6 ALX-0600: Cardiovascular and Respiratory Effects in the I ES RS B B I M99 SEAM
Anaesthetized Dog Following Intravenous Administration (1621/009- I UK
D6146)

42.1.4 TR FE AR FLAT AR

— B L — — — —
42.15 Z DD FEFRABR
— L — - — -

422 S REAER

4221 IHHERONY F—v a s E

42211 Validation Report for an Enzyme-Linked Immunosorbent Assay I E3 RPN B B . MvaN S
(ELISA) for the Detection and Quantitation of ALX-0600 in CD-1 I - Canada
Mouse Plasma (I R cv.00)

42212 Validation of an Enzyme-Linked Immunosorbent Assay (ELISA) for I ES RSl S BE I YN S
the Quantitation of ALX-0600 in Cynomolgus (Macaca Fascicularis) I Canada
and Mouse (Mus Musculus) Plasma (43886)

42213 Validation Report for an Enzyme-Linked Immunosorbent Assay I E3 Rt kS B . M vaN SEAM
(ELISA) for the Detection and Quantitation of ALX-0600 in Rat I - Canada
Plasma Using Method I (I
Rev.00)

42214 Validation Report for the Analytical Method: Validation of an Enzyme- | 20004l 7 ~20l %1 A ] s EREi
Linked Immunosorbent Assay (ELISA) for the Quantitation of ALX- I - Canada
0600 in NZW Rabbit Plasma, INEEEEE . Rev. 00 (M
I Rcv.00)

42215 Validation Report for the Analytical Method: Detection and ~20 &0 A ] YN A
Quantitation of ALX-0600 in Biological (Cynomolgus Monkey I - Canada
Plasma) Samples by Enzyme-Linked Immunosorbent Assay, | N
I Rev. 02 (I - cv.00)

422.1.6 Validation of an Enzyme-Linked Immunosorbent Assay (ELISA) for 200 A ~20 1 A I M vaN SEAM

the Quantitation of ALX-0600 in Minipig Plasma ([
Rev.00)

I C:naa
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422.1.7 Validation of an LC-MS/MS Method for the Determination of ALX- 20017~ 20 =1 A N Tv4N HE
0600 in Rat Plasma (PMSF-Treated, KsEDTA) (I N B USA
422.1.8 Validation of an LC-MS/MS Method for the Determination of ALX- o\ ES RN ES B MPaN HE
0600 in Rat Plasma (K;EDTA) (N B USA
42219 Validation of an LC-MS/MS Method for the Determination of ALX- 20 = A ~200 =1 A N Tv4N HE
0600 in Rabbit, Cynomolgus Monkey, and Gottingen Minipig Plasma B USA
(EDTA) (I
4.22.1.10 Validation of an LC-MS/MS Method for the Determination of ALX- 20015 ~20 =R A I NiT99N HE
0600 in Mouse Plasma (EDTA) (I NN B USA
4.2.2.1.11 Teduglutide Bioanalytical Method Comparison Study in CD-1 Mice 2001 A~ 2051 H NTY4N SEAM
(6852-178) B USA
4.2.2.1.12 Teduglutide Bioanalytical Method Comparison Study in Rats (6852- 2001 A~ 20501 H V4N SEAM
179) I USA
422.1.13 Validation Report for the Analytical Method: Detection and 20 = A ~20l =17 I s+ A
Quantitation of ALX-0600 in Biological (Sprague-Dawley Rat Milk) I - Canada
Samples by Enzyme-Linked Immunosorbent Assay ([l NN
I Rcv.00)
422.1.14 Validation Report for the Analytical Method: Detection of Antibodies 20 =0 A ~20 =1 A ] YN A
to ALX-0600 in Preclinical (Rat) Biological Samples by Direct I - Canada
Enzyme Linked Immunosorbent Assay (ELISA), I
(N, R cv.00)
422.1.15 Validation Report for the Analytical Method: Detection of Antibodies 20 =0 A ~20 =1 A ] YN A
to ALX-0600 in Preclinical Biological Samples by Direct Enzyme- I - Canada
Linked Immunosorbent Assay (ELISA), N - R<v-00
(N R cv.00)
4.22.1.16 Validation of Analytical Method for Detecting of Antibodies to ALX- 20040 A ~20 1A I NIT99S Rl
0600 (Teduglutide) in Mouse Serum by Meso Scale Discovery B USA
Electrochemiluminescence Assay ([ N
422.1.17 Validation of Analytical Method for Detection of Neutralizing 20040 ~20 =01 A M99 SEAM
Antibodies to ALX-0600 (Teduglutide) in Mouse Serum by an in vitro B USA
Cell Based Bioassay (I )
4222 Wy Y
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42221 Bioavailability of ALX-0600 Following Administration of Intravenous 20017~ 20 =1 A M99 SEAM
and Subcutaneous Doses to Mice (7203-107) B USA

42222 Preliminary Pharmacokinetics of ALX-0600: Estimation of ~20l =1 A I M99 SEAM
Pharmacokinetic Parameters After Single Intravenous or Subcutaneous I - Canada
Bolus Doses of ALX-0600 to Male and Female Sprague-Dawley Rats
(ALX0600-10101-R)

42223 Pharmacokinetics of ALX-0600 in Plasma Following Single 20 &0 A ~20l 41 A I s+ A
Subcutaneous Administration of ALX-0600 to the Rat (800759) I Canada

42224 Bioavailability of ALX-0600 Following Administration of Intravenous 2001 A~ 2051 H NiT99N SEAf
and Subcutaneous Doses to Rabbits (7203-105) B USA

42225 ALX-0600: Pharmacokinetic Study in Juvenile Minipigs (51170) 20 50 A ~20M =1 A I 74N ST

I Dcnmark

42226 Bioavailability of ALX-0600 Following Administration of Intravenous 2001 A~ 20501 H NiT99N SEAf
and Subcutaneous Doses to Cynomolgus Monkeys (7203-106) B USA

4223 axiil

4223.1 Pharmacokinetics, Distribution, Metabolism, and Excretion of 'C- 20 =01 A ~20lFE=1 A sk A
Teduglutide Following Subcutaneous Administration to Male and B USA
Female Rats (8248957)

42232 The in vitro Plasma Protein Binding and Blood-to-Plasma Partitioning 200 A ~20M &1 A M vaN S
of 14C-Teduglutide for Mouse, Rat, Rabbit, Minipig, Monkey, and B USA
Human (8248958)

42233 Lacteal Excretion and Placental Transfer of ALX-0600 Following 20 = 5 ~200 51 A MigaN SEAT
Administration of Subcutaneous Doses to Lactating Rats and Pregnant B USA
Rabbits (7203-104)

42234 Determination of ALX-0600 Concentrations in Cerebrospinal Fluid and ~19l =R A I M vaN SEAM
Plasma Following Subcutaneous Bolus Doses to Male Sprague-Dawley I - Canada
Rats (ALX0600-10102-R)

4224 Rt

42.2.4.1 Stability of ALX-0600 (Teduglutide) in Human Hepatocytes (Il ~20 WA HEA A
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4225 Yt

4225.1 WL - ) _ ,

4226 B REAHEMFR BAER GERRR)

422.6.1 ALX-0600: Determination of Potential to Inhibit Cytochrome P450 ~20l &= A ] 7994 &
Activity (PK0600-E-011) . USsA

4.2.2.6.2 In Vitro Assessment of Human Liver Cytochrome P450 Inhibition 200 H ~20 R A [ MvaN B
Potential of Teduglutide (ALX-0600) (P10-001) B USA

4.2.2.6.3 In Vitro Assessment of the Induction Potential of Teduglutide (ALX- 20 =0 H ~20 A I WAk S
0600) in Primary Cultures of Human Hepatocytes (P10-002) B USA

42264 P-gp Substrate and Inhibitor Assessment of Teduglutide (ALX-0600) ~20 =1 A YN S
(P10-005) B USA

422.6.5 In vitro evaluation of the Substrate and Inhibitor Potential of ~20 1A YN S
teduglutide for Efflux and Uptake Transporters (V7674M-SHP633) B USA

4227 Z Ot >y B REER

- MM L - - - -

423 PR

4231 EAGIE Soa v

423.1.1 An Acute Subcutaneous Injection Toxicity Study of ALX-0600 in the O+ ~98 1A ] YN A
Mouse (88614) I Canada

4232 BAE $ 5w AR

42321 A 14-Day Subcutaneous Injection Toxicity Study of ALX-0600 in the Ol 1A ~200 1A ] A+ ST
Mouse (88617) I Canada

42322 A One Month Subcutaneous Injection Toxicity Study of ALX-0600 O+ 01 A3 ~200+ 17 I - A
with a One Month Recovery in the Mouse (88730) I Canada

42323 A 90-Day Subcutaneous Toxicity Study of ALX-0600 in Mice 20 ER A ~ 2050 A MgaN SEAM
(0470MN12.001) PA USA

42324 26-Week Subcutaneous Injection Chronic Toxicity and Toxicokinetic 20 5 ~200 =1 A MgaN SEAM
Study with ALX-0600 in Mice with an 8-Week Recovery Period (7203- WI USA

112)

19




1.12 RAFER—&
7‘5“‘\1 TILF R

nNTER = = . A o 1B = 5 3T
RAEH 54 k1L (HBES) BRI BRI 1577 wm |
42325 ALX-0600: A 14-Day Subcutaneous Toxicity Study in Rats (02-2776) | 200 A~ 20 W A I WS- A
I USA
42326 ALX-0600: Comparator Toxicity and Toxicokinetic Study in the Wistar | 20l 15 ~20l 4l 7 | I iz FEATh
Han, Fischer-344 and Sprague Dawley CD® Rat Following Twice I Canada
Daily Administration by Subcutaneous Injection for 14 Days (800869)
42327 ALX-0600: A 13 Week Subcutaneous Injection Study in the CD Rat 2050 A ~20 51 A I T4 A
with Dietary Optimization (800069) I Canada
42328 A Three Day Preliminary Subcutaneous Injection Toxicity Study of I B Rl kX B I NTT4N SEAM
ALX-0600 in the Cynomolgus Monkey (88616) I Canada
42329 A 14-Day Subcutaneous Injection Toxicity Study of ALX-0600 in the Ol 417 ~20 1A I T4 A
Cynomolgus Monkey (88619) I Canada
423.2.10 A One Month Subcutaneous Injection Toxicity Study of ALX-0600 19 01 5 ~200 501 A ] sk A
with a One Month Recovery Period in the Cynomolgus Monkey I Canada
(88729)
4232.11 13-Week Subcutaneous Toxicity and Toxicokinetic Study with ALX- 20 40 A ~20l 1 A I s+ A
0600 in Cynomolgus Monkeys Followed by a 30-Day Recovery Period . USA
(7203-100)
423212 A 1-Year Toxicity Study of ALX-0600 Administered by Subcutaneous 2000 A~ 2001 A I A+ ST
Injection Twice Daily to Cynomolgus Monkeys, with a 13-Week I
Recovery Period (1368-100) . ]
I USA
4233 BinmEERER
42331 In vitro RBR
4233.1.1 Bacterial Reverse Mutation Assay (88665) OEELII~AE=17 | ST
USA
4233.1.2 In vitro mammalian Chromosome Aberration Test (88666) It ES BRI E3 B I MgaN SEAM
USA
42332 In vivo R
423321 Mammalian Erythrocyte Micronucleus Test (AA65WK.123.BTL) o\ ES RN ES B I NTvYN St
I USA
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4234 D3 A SRR

42341 Fe W28 /SRR ER

4234.1.1 104-Week Subcutaneous Injection Carcinogenicity Study with 204 7 ~20 51 A I NiT99YN SEAM
Teduglutide (ALX-0600) in Mice (8214171) . USA

4234.12 ALX-0600: A 104 Week Subcutaneous Injection Carcinogenicity Study | 20 4= 1 A ~200 4= 1 A ] st P
in the Wistar Han IGS Rat (800070) I

I - Cn2da
42342 B S 2N AU AR R
— L : : : :
42343 Z DOt FER
: 7 L - - : -

4235 A gl A R

4235.1 ZHHE R OHIR £ COPIMNERE BT 2 M

4235.1.1 ALX-0600: A Fertility Study of ALX-0600 Administered Twice Daily 200 F0 A~ A ] A A
by Subcutaneous Injection in the Rat (98357) B Canada

42352 & - BRIR TSR3 5 bR

423521 ALX-0600: Rat Subcutaneous Embryo/Fetal Development Toxicity 200501 A ~20 A ] NIT99S Rl
Study with Toxicokinetics (7203-117) . USA

423522 ALX-0600: A Subcutaneous Rabbit Embryo/Fetal Development Study 2000 ~20 1A I NIT99S Rl
with Toxicokinetic Analysis (JJl-487001) B USA

42353 HHAE AT B OV ZE B2 O F8 A4 00 N RER OB REIZ BE 3 2 34k

42353.1 ALX-0600: Subcutaneous Development and Perinatal/Postnatal o\ ES BRSNS BE I YN A
Reproduction Toxicity Study in Rats, Including a Postnatal T
Behavioral/Functional evaluation ([ Illll00008) USA

42354 A & A TR

423.5.4.1 2-Week Subcutaneous Range-Finding Toxicity Study with ALX-0600 20+ 0 A ~20MF 1A | sk 2%
in Juvenile Rabbits (7203-109) . USA
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423542 Chronic Toxicity Study in Juvenile Rabbits of ALX-0600 When 20 50 A ~20 51 A M998 S
Administered Twice-Daily for 26 Weeks by Subcutaneous Injection Il USA
With a 4-Week Recovery Period (7203-110)
423543 ALX-0600: Preliminary study in juvenile minipigs (51153) 20 &0 A ~20 4 M A [ HEA LA
I Dcnmark
423.54.4 ALX-0600 (teduglutide): A 90-Day Toxicity Study in Juvenile 20~ A ~200 =1 A I WSk S Aff
Minipigs with a 13-Week Recovery Period Twice Daily Subcutaneous I Dcnmark
Dosing (66585)
4.23.6 R BT R BR
4.2.3.6.1 Acute Intravenous/Perivenous/Intraarterial Tolerance Study with ALX- 2001 A~ 20501 H I NTY4N SEAM
0600 in Rabbits (7203-101) . USA
423.62 13-Day Subcutaneous Injection Toxicity Study with ALX-0600 in 20 =01 A ~20l =1 A I s+ A
Minipigs (6852-175) Il USA
423.7 Z OO FMERER
423.7.1 PR MR
423.7.1.1 Induction of Delayed-Type Hypersensitivity (DTH) Response by a Test It Ex3 BRI KR B I YN A
Article (0711XA27.001) I
I USA
423.7.1.2 Immunogenicity of ALX-0600 in the New-Zealand White Rabbit I8 BN RN EX B I - A
(47063) I - C2n2da
423.72 o T R ER
: B L — - — —
423.73 FEMEIEBL OB B 2 3Bk
— i L : : : —
42374 A R
: 7L — : — :
42375 R D FEEER
- w7 L - - - -
4.2.3.7.6 Al D FAEFER
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423.7.7

Z DA ORI

423.7.7.1

Hemolytic Potential and Blood Compatibility of ALX-0600 (7203-102)

20 03 ~20M 0 A

. USA

=
=

423.7.7.2

Teduglutide: Follow Up Exploratory Mechanistic Toxicity Study in
Cynomolgus Monkeys on the Potential Increase of C-Reactive Protein
(519157)

20l 4 Il A ~20M 1 A

I UK

43

S5 3R

43.1

Baggio LL, Drucker DJ. Glucagon-like peptide-1 and glucagon-like
peptide-2. Best Pract. Res. Clin Endocrinol Metab. 2004;18(4):531-54.

432

Banerjee M, Lowenstine LJ, Munn RJ. Gastric stromal tumors in two
rhesus macaques (Macaca mulatta). Vet Pathol 1991; 28(1):30-6.

433

Bartholome AL, Albin DM, Baker DH, Holst JJ, Tappenden KA.
Supplementation of total parenteral nutrition with butyrate acutely
increases structural aspects of intestinal adaptation after an 80%
jejunoileal resection in neonatal piglets. J Parenter Enteral Nutr 2004:
28:210-22.

434

Benjamin MA, McKay DM, Yang P-C, Cameron H, Perdue, MH.
Glucagon-like peptide-2 enhances intestinal epithelial barrier function of
both transcellular and paracellular pathways in the mouse. Gut
2000;47:112-9.

435

Bjerknes M, Cheng H. Modulation of specific intestinal epithelial
progenitors by enteric neurons. Proc Natl Acad Sci USA2001;98:12497-
502.

4.3.6

Boushey RP, Yusta B, Drucker DJ. Glucagon-like peptide (GLP)-2
reduces chemotherapy-associated mortality and enhances survival in
cells expressing a transfected GLP-2 receptor. Cancer Res 2001;61:687-
93.

437

Boushey RP, Yusta B, Drucker DJ. Glucagon-like peptide 2 decreases
mortality and reduces the severity of indomethacin-induced murine
enteritis. Am J Physiol 1999;277:E937-47.
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4338

Bremholm L, Hornum M, Henriksen BM, Holst JJ. Glucagon-like
peptide-2 increases mesenteric blood flow in humans. Scand J
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53.14.31 CL0600-015 LC-MS/MS METHOD FOR THE DETERMINATION | 20l 40 A ~20 4 M A . sk B Fiid
OF ALX-0600 IN HUMAN PLASMA (K:EDTA) B USA
(CL0600-015)

5.3.1.4.31 CL0600-015 Analysis of ALX-0600 Levels in Human Plasma ~20 50 H I HEA B e
Samples by Enzyme-Linked Immunosorbent Assay
(ELISA) to Support Clinical Protocol CL0600-015.
(CL0600-015)

5.3.1.4.31 CL0600-015 A Comparison of Bioanalytical Methods (CL0600-015) ~20l 0 A HEF+ P = piia

I USA

5.3.1.4.32 CL0600-017 LC-MS/MS Method for the Determination of ALX- 204+ A~20l45 1A s+ S Fiis
0600 in Human Plasma (Heparin) (CL0600-017) B USA

5.3.1.4.33 CL0600-020 Detection of Antibodies to ALX-0600 (Teduglutide) 20 A ~20l =1 H HEA BE piia
and Process Specific E. coli Protein (ECP) in Support B USA
of NPS Pharmaceuticals Study CL0600-020 (CL0600-
020)

5.3.1.4.33 CL0600-020 DETERMINATION OF L-CITRULLINE IN HUMAN | 20l 40 A ~20 1 A ] st 2% BiS
PLASMA SAMPLES FROM PROTOCOL CL0600- B USA
020 (CL0600-020)

53.1.4.34 CL0600-022 SAMPLE ANALYSIS FOR PROTOCOL CL0600-022, | 20l 4= I 5 ~20M 1 A I SN 2E i3
A DOUBLE BLIND MULTI-DOSE TOLERABILITY B USA
AND PHARMACOKINETIC STUDY OF
TEDUGLUTIDE (CL0600-022)

5.3.1.4.35 C10-003 LC-MS/MS Determination of Teduglutide in Human 2000 A ~20@ 1A I st 2% BiS
Plasma (EDTA) (C10-003) USA

5.3.1.4.35 C10-003 LC-MS/MS Determination of Acetaminophen in 20 =l A ~20M =1 A I st 2% BiS
Human Plasma (Heparin) (C10-003) USA

5.3.1.4.36 B | Detcction and Quantitation of ALX-0600 in Biological ~20l 51 A ] HE B A

[ ] Samples by Enzyme-Linked Immunosorbent Assay

(ELISA) (NN

5.3.1.4.37 I Validation of an Analytical Method for the Detection of | 20l 40 A ~20 51 A I RS- BE A
Neutralizing Antibodies to ALX-0600 (Teduglutide) in B USA

Human Plasma by an in vitro Cell Based Bioassay

____J
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5.3.1.4.38 I Validation of an MSD Method for Detection of 20047 ~20 17 I HEA- B fiiS
Antibodies to Process Specific E. coli Proteins in B USA
Human EDTA Plasma (Il N
5.3.1.4.39 I Detection of Antibodies to ALX-0600 (Teduglutide) 20 01 A~20M 41 A I HEA B fis
and Process Specific E. coli Protein (ECP) in Support B USA
of NPS Pharmaceuticals Study CL0600-021 (N
)
5.3.1.4.40 I Detection of Antibodies to ALX-0600 (Teduglutide) in 20 =0 A~20M 1A I iZ4S %% 3
Support of NPS Pharmaceuticals Study CL0600-004 B USA
{ )
5.3.1.4.41 I Detection of Antibodies to ALX-0600 (Teduglutide) in 20+ 1 A ~20M + 1 A I iZ4S %% i3
Human Plasma in Support of NPS Pharmaceuticals B USA
Study TED-C11-001 ()
5.3.1.4.42 . LC-MS/MS Determination of ALX-0600 in Human 200 A~20M+FlA [ B Z4s 2% e
— Plasma (KsEDTA) () USA
5.3.1.4.43 . DETERMINATION OF CITRULLINE IN HUMAN 20l FIA~ 20 FH 5 | st 2% BiS
] PLASMA SAMPLES FROM PROTOCOL TED-C14- [ P
006 (NG UsAa
5.3.1.4.44 . Detection of Antibodies to ALX-0600 (Teduglutide) 20l 4= 0 ~20M £ 1 A ] | 25 il
I and Neutralizing Antibodies to ALX-0600 !
(Teduglutide) in Human Plasma by Meso-Scale USA
Discovery (MSD) Electrochemiluminescence (ECL) in
Support of NPS Pharmaceuticals Clinical Protocol
Number TED-C14-006 ()
5.3.1.4.45 I Detection of Antibodies to ALX-0600 (Teduglutide) 20M 4+ 1 A ~20 =11 A ] s | 5% B
I and Neutralizing Antibodies to ALX-0600 !
(Teduglutide) in Human Plasma by Meso-Scale USA

Discovery (MSD) Electrochemiluminescence (ECL) in
Support of Clinical Protocol Number SHP633-304

(N
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5.3.1.4.46 . Detection of Antibodies to ALX-0600 (Teduglutide) 20 =M A ~20M 17 | s | 5% T
] and Neutralizing Antibodies to ALX-0600 P
(Teduglutide) in Human Plasma by Meso-Scale USA
Discovery (MSD) Electrochemiluminescence (ECL) in
Support of NPS Pharmaceuticals Clinical Protocol
Number SHP633-303
5.3.1.4.47 [ DETERMINATION OF CITRULLINE IN HUMAN 20 1A ~204 1A ] s 5% i
I PLASMA SAMPLES FROM PROTOCOL TED-C14- Il USA
004
5.3.1.4.48 . LC-MS/MS Determination of ALX-0600 (Teduglutide) | 200l 4= A ~20 41 A [ B Z4s 2% e
] in Human Plasma (K3EDTA) USA
5.3.1.4.49 I Analysis of Human Plasma Samples for Anti-SHP633 20+l A~20l =11 ] s 2% pii3
[ ] (Teduglutide) Antibody and Neutralizing Anti-SHP633 I USA
(Teduglutide) Antibody by MSD or Cell-Based Assay
in Support of TED-C14-004
5.3.1.4.50 I DETERMINATION OF CITRULLINE IN HUMAN 20+l A~20lF15 | . | S 2% e
] PLASMA SAMPLES FROM PROTOCOL SHP633- Il USA
306
5.3.1.4.51 I LC-MS/MS Determination of ALX-0600 in Human 20l =0 H~200 =1 A I st 2% BiS
[ ] Plasma (K2EDTA) USA
5.3.1.4.52 I Analysis of Human Plasma Samples for Anti- SHP633 20l A~20l 511 ] s+ 5% piiz
I (Teduglutide) Antibody and Neutralizing Anti-SHP633 I USA
(Teduglutide) Antibody by MSD or Cell-Based Assay
in Support of SHP633-306
5.3.1.4.53 [ DETERMINATION OF CITRULLINE IN KsEDTA 20+l A ~20lF 14 | s 2% i3
I HUMAN PLASMA SAMPLES FROM PROTOCOL Il USA
SHP633-302
53.1.4.54 . LC-MS/MS Determination of ALX-0600 in Human 20l 1 A ~20l+ 1A ] 248 %% 3
[ ] Plasma (K2EDTA) USA
5.3.1.4.55 I Analysis of Human Plasma Samples for Anti- SHP633 20+l A ~20l 41 A ] AN %% 3
[ ] (Teduglutide) Antibody and Neutralizing Anti-SHP633 I USA

(Teduglutide) Antibody by MSD or Cell-Based Assay
in Support of SHP633-302
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5.3.1.4.56 I Detection of Antibodies to ALX-0600 (teduglutide) and 205 A ] AN 5E 4
[ Native GLP-2 in Human Plasma by Meso-Scale I
Discovery (MSD) Electrochemiluminescence (ECL) USA
and the Evaluation of Neutralizing Antibodies by an in
vitro Cell Based Bioassay with Luminescence
Detection in Support of NPS Pharmaceuticals Study
SHP633-302
5.3.1.4.57 I DETERMINATION OF CITRULLINE IN HUMAN 20l FHA~20lF15 | . | 2% e
] PLASMA SAMPLES FROM PROTOCOL SHP633- Il USA
307
5.3.1.4.58 . LC-MS/MS Determination of ALX-0600 in Human 20 A~20lF 1A [ B Z4s 2% e
[ ] Plasma (K2EDTA) USA
5.3.1.4.59 I LC-MS/MS Determination of ALX-0600 in Human 20 =0 H~20 =1 A [ B Z4s 2% e
Plasma (K3EDTA) USA
5.3.1.4.60 I DETERMINATION OF CITRULLINE IN HUMAN 200+l A~ 20lF15 | I Z4s 2% e
PLASMA SAMPLES FROM PROTOCOL TED-C13- B
003 USA
5.3.1.4.61 I Detection of Antibodies to ALX-0600 (Teduglutide), 20 =0 A ~20 50 A ] A 55 fia
I Neutralizing Antibodies to ALX- 0600 (Teduglutide) Il USA
and Process Specific E. coli Protein (ECP) in Human
Plasma by Meso-Scale Discovery (MSD)
Electrochemiluminescence (ECL) in Support of NPS
Pharmaceuticals Study TED-C13-003
5.3.1.4.62 I Analysis of Human Plasma Samples for Anti-SHP633 20+l A ~20l 5l I s 2% i3
[ ] (Teduglutide) Antibodies and Neutralizing Anti- A B
SHP633 (Teduglutide) Antibodies by MSD or Cell- USA
Based Assay in Support of SHP633-303
5.3.1.4.63 I Analysis of Human Plasma Samples for Anti-SHP633 200 =01 A ~20M=1A I AN %5 3
[ ] (Teduglutide) Antibody and Neutralizing Anti-SHP633 B
(Teduglutide) Antibody by ECL or Cell-Based Assay in USA
Support of SHP633-301
532 b MERGEH 7o S5 B RE B 0O BB S
53.2.1 1 E AR A AR T
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533 BB RE (PK) ABRES &
53.3.1 TR 12 351T 5 PK K WIS PR B i i
5.33.1.1 1621/13 ALX-0600-A Phase 1, Single-Blind, Placebo- IOEFEIA~9R 4R | I | S | A Bl
Controlled Study in Healthy Male Subjects to B UK
Investigate the Safety, Tolerability and
Pharmacokinetics of Ascending Single Subcutaneous
Doses (1621/13)
533.1.2 CL0600-022 A Double-Blind Multi—dose Tolerability and 2006 49 A ~2007 4 4 A Northwest Kinetics, Ltd., NTo4N FEAM 4
Pharmacokinetic Study of Teduglutide (CL0600-022) USA
5332 BB D PK K ORI A A i i
- - 47 L — — : : :
5333 IR ZEIR 2 f et L 7z PK B &
5.3.3.3.1 CL0600-017 Pharmacokinetics of 20 mg Teduglutide in Subjects 2007 & 7 A ~2007 4 8 H University of Miami 99 HE At
With Moderate Hepatic Impairment Compared to Department of Clinical
Healthy Subjects (CL0600-017) Pharmacology, USA
53.33.2 CL0600-018 Pharmacokinetics of 10 mg Teduglutide in Subjects 2009 4 10 A ~2010 41 A [ ] st 2% i
with Renal Impairment Compared to Healthy Subjects B
with Normal Renal Function. (CL0600-018) Germany
5334 SMRIPEZE R 2 it L7z PKOARBR &
- - WL - - - - -
5335 RE a2l —v a3 PKRBRs &
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53.3.5.1

SHIR-CSC-129-
Japanese

POPULATION PK MODELING TO SUPPORT
DOSING RATIONALE OF TEDUGLUTIDE IN
JAPANESE PATIENTS WITH SHORT BOWEL
SYNDROME WHO ARE DEPENDENT ON
PARENTERAL SUPPORT

(INCLUDING DATA FROM STUDIES SHP633-302,
SHP633-306 AND SHP633-307) (SHIR-CSC-129-
Japanese)

200 03 ~20M 0 A

s+

REA

53352

SHIR-CSC-148
amend 1

POPULATION PK MODELING TO SUPPORT
DOSING RATIONALE OF TEDUGLUTIDE IN
PEDIATRIC PATIENTS WITH PARENTERAL
NUTRITION-DEPENDENT SHORT BOWEL
SYNDROME

(INCLUDING DATA FROM STUDY TED-C14-006)
(SHIR-CSC-148 amend 1)

~20l F 1 H

5

FEi

53.4

IR (PD

) ARBR

5.3.4.1

TEREPBRAE 12 B

+ % PD 3Bk K Of PK/PD SRR &

53.4.1.1

C09-001

A Randomised, 4-Period, Placebo and Active-
Controlled, Single-Dose, Changeover Trial to Evaluate
the Effects of Teduglutide on Cardiac Repolarisation
and Conduction in Healthy Male and Female Volunteers
(C09-001)

2009 4F 11 H~2010 42 A

.
I
I Germany

A

53.4.1.2

C10-003

A Randomized, Double-Blind, Placebo-Controlled,
Multiple Dosing, Parallel Group Study to Assess the
Effects of Teduglutide (ALX-0600) on Gastric
Emptying in Healthy Subjects (C10-003)

2010 49 H~2010 411 H

Cetero Research, USA

53.4.13

TED-C10-004

Effects of Teduglutide on Postprandial Gallbladder
Motility and Biliary Luminal Diameters in Healthy
Volunteers (TED-C10-004)

20 =0 A ~20l 1 A

5

5342

BEIZBIT 5 PD B K O PK/PD B 5 E
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53.42.1 ALX-0600- Open-Label, Multicenter, Dose-Ranging, Pilot Study to | 2000 A ~20 W H | 5 fiik CRKER YT v~ HEA- B g s
92001 Examine the Safety, Tolerability and Effect of a 21 Day, —7)
Ascending, Multidose Subcutaneous Treatment with
ALX-0600 in Patients with Short Bowel Syndrome
(ALX-0600-92001)
53422 SHIR-CSC-129- | POPULATION PK/PD AND EXPOSURE-RESPONSE | 20l 4= 7 ~20M0 4= I A I Mgk | A A
Japanese ANALYSES TO SUPPORT DOSING OF I
TEDUGLUTIDE IN JAPANESE PATIENTS WITH
SHORT BOWEL SYNDROME WHO ARE
DEPENDENT ON PARENTERAL SUPPORT (SHIR-
CSC-129-Japanese)
53.423 SHIR-CSC-148- | Exploratory Exposure-Response Analysis of ~20l 501 A [ ] 799 B fliiz
ER Teduglutide in Adult [
and Pediatric Patients with Parenteral Nutrition-
Dependent Short
Bowel Syndrome (SHIR-CSC-148-ER)
53.5 BME R OV B £
53.5.1 HEET 2 M IE 2 BT 2 Fhisot ReakBi 5
5.3.5.1.1 CL0600-004 A Study of the Efficacy and Safety of Teduglutide in 2004 4= 5 A ~2007 4F 7 A 32 My CRE. B sk =T H
Subjects with Parenteral Nutrition-Dependent Short B YL — F o
Bowel Syndrome (CL0600-004) — KA. TS5
A, wE, AT H
R—=F )
5.3.5.1.2 CL0600-020 A 24-Week Study of the Efficacy and Safety of 2008 4% 11 H~2011 41 A 27 fEE CKE. h) sk =4 H
Teduglutide in Subjects with Parenteral Nutrition- 2OR—=F R FA
Dependent Short Bowel Syndrome (CL0600-020) VoA BYT. TSy
A AL v HE
FTrow—T, AT
)
5352 FExt PR
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Efficacy Study of Teduglutide in Pediatric Patients with
Short Bowel Syndrome Who Completed TED-C14-006
(SHP633-304)

—. BFF, EE, 7
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53521 CL0600-005 A Study of the Safety and Efficacy of Teduglutide in 2005 4£ 1 A ~2008 4% 1 H 24 gy CKE. BT HEA- AT 5
Subjects with Parenteral Nutrition-Dependent Short 2 BRMNEEE)
Bowel Syndrome who Completed Protocol CL0600-
004 (CL0600-005)
53522 CL0600-021 A Long-term, Open-label Study with Teduglutide for 2009 49 A ~201341 A 25 gk (R—F v K. RS- SEAT e
Subjects with Parenteral Nutrition Dependent Short KE, Fr~—2r . A
Bowel Syndrome: Final Report (CL0600-021) ZUT . HFE. KA
V., TTUA ANRA
v, E)
53523 SHP633-306 PEE R 2 LB & 5 AR NENGEBREE % | 2018 427 H~2019 428 A 5HtiRx (AA) = RA &l
G L Lic, 7T a VT RO 24 B DR,
AINE e OSSR B REAR T R
53.52.4 TED-C13-003 A 12-Week Pharmacokinetic, Safety, and 2013 4% 11 A~20154 1 A 19 fitigk CKE. J5<H) T4 A e
Pharmacodynamic Study of Teduglutide in Pediatric
Subjects Aged 1 Year through 17 Years, with Short
Bowel Syndrome who are Dependent on Parenteral
Support (TED-C13-003)
53.52.5 TED-C14-006 A 24-week Double-blind, Safety, Efficacy, and 2016 4 6 A ~2017 4 8 A 27 s CRE, ~r sk SLAL H
Pharmacodynamic Study Investigating Two Doses of — X, WEH, 7
Teduglutide in Pediatric Subjects Through 17 Years of S4VSUR. FAYER
Age with Short Bowel Syndrome who are Dependent VA ZUT)
on Parenteral Support (TED-C14-006)
5.3.5.2.6 SHP633-303 A Retrospective and Prospective, Open-label, Long- 2016 4 12 H~2020 4 7 H 11 fg% CRE., J2E) T4 A H
term Safety and Efficacy Study of Teduglutide in
Pediatric Subjects with Short Bowel Syndrome Who
Completed TED-C13-003 (SHP633-303)
53527 SHP633-304 A Prospective, Open-label, Long-term Safety and 2017 4% 1 H~2020 4~ 11 A 23 Mgk CEE. ~Lx ik SEAIG H
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53.5.2.8

TED-C14-004

FRERIRAE S K ORI AR AE T 2 H A N EME B RE
BT 5 teduglutide 5 (A OMEERS) @
LM, BN O hRE 2 MGt 2 2 sk 3t
[, FEEMH, 4 27—k

2014 4F 12 H ~2018 4F 11
H

5 MR (AA)

=P

55

53529

TED-C11-001

A One-year, Open-label Study with Teduglutide for
Subjects with Parenteral Nutrition-dependent Short
Bowel Syndrome who Completed Study CL0600-
021(TED-C11-001)

2012 /-5 H~2013 4F 7 H

5 ek CKIE)

5.3.5.2.10

SHP633-302

RERE B EZVNEE T2 A4 » ADD 15D
AARNELE R NUBE 23R L Lz,
teduglutide @ 24 I DL, Aok, FKI1FK
OB RE AR 3BR

2017 4E 1 A~2020 41 H

6 figx (HA)

[N

FE

5.3.5.2.11

SHP633-307

SHP633-306 75k T 24 D% 5.3 1% TED-C14-
004 FRER A H T U7z B A N GIE Rt FB s 2 b5
L LT T 2 7T ROIEE Bk 5 R R

2018 4£ 7 A ~#EfTR

5 g (HAS)

53.5.2.12

SHP633-301

A Randomized, Open-label, 24-Week Safety, Efficacy,
and Pharmacokinetic Study of Teduglutide in Infants 4
to 12 Months of Age with Short Bowel Syndrome Who
are Dependent on Parenteral Support (SHP633-301)

2018 4= 8 H~2020 49 H

9fiizt (747 R,
TITUAAFXVT R
[6)%/:%ES))

5.3.5.2.13

SHP633-305

SHP633-302 aklik & T L7 A A NI WA/ N
BEEXRL LI, 77 270F FofimE,
B, R et OV 2 PR

2017 = 8 A~

6 fagx (HA)

[N

AEl

5353

RO & PR TRRAT L 72 s

53.5.3.1

Adult ISE

Integrated Summary of Efficacy Data (Adult)

53532

Adult ISS

Integrated Summary of Safety Data (Adult)

=)

53533

Pediatric ISS

Integrated Summary of Safety Data (Pediatrics)

5354

ZF OO FER R  E
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53.5.4.1 CL0600-008 A Pilot Study of the Safety and Efficacy of ALX-0600 | 2003 4 11 H ~2005 47 A 33 Mg CKE, U7 st 2%
in Subjects with Moderately Active Crohn’s Disease (A )
randomized, double-blind, placebo-controlled,
multicenter, Phase 2 study comparing 8-week treatment
with teduglutide 0.05, 0.10, and 0.20 mg/kg/day and
placebo) (CL0600-008)

53.5.42 CL0600-009 An Open-Label Extension Study of the Safety and 2004 4F 3 4 ~20054F 11 A | 25 Jtigk CKEKER DT sk B
Efficacy of ALX-0600 in Subjects with Crohn’s )
Disease Who Completed the Pilot Study Protocol
CL0600-008 (CL0600-009)

5.3.6 TR OB RRERIC B4 2 s

5.3.6.1 - Periodic Safety Update Report (Reporting Period: Il 2001 A ~20 =1 H - NiT99N BE
I 20l through [N 20MD

5.3.6.1 Periodic Benefit-Risk Evaluation Report for 20 A1 A ~20 1A NiT99N BE
Teduglutide

5.3.6.2 TED-R13-002 A Prospective, Multi-center Registry for Patients with 2014 A5 2 DU ~HES T - YN S
Short Bowel Syndrome (TED-R13-002)

537 BHET —Z — R OYEFIFL I

53.7.1 - AL i - ) _

5372 - FEHE SN 7o 2T ORIV CTRITEH 2 8 42 - - - -
SNTIEFIDO—ER

5373 - Fhs SN2 2 TORKRBRICB W CEERAHS - - - -
SRR E N O—ER

5374 - Fhifs S 724 T OERRRBR I B WV TR MR AT 2 - - - -
WEBMPBIE SNISER O—ER

53.75 - ML - - . .

5.4 S 3R
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5.4.1 -

American Gastroenterological A. American
Gastroenterological Association medical position
statement: short bowel syndrome and intestinal
transplantation. Gastroenterology. 2003;124(4):1105-
10.

542 -

Amiot A, Messing B, Corcos O, Panis Y, Joly F.
Determinants of home parenteral nutrition dependence
and survival of 268 patients with non-malignant short
bowel syndrome. Clin Nutr. 2013;32(3):368-74.

543 -

Avitzur Y, Courtney-Martin G. Enteral approaches in
malabsorption. Best Pract Res Clin Gastroenterol.
2016;30(2):295-307.

544 -

Bakker H, Bozzetti F, Staun M, Leon-Sanz M,
Hebuterne X, Pertkiewicz M, et al. Home parenteral
nutrition in adults: a european multicentre survey in
1997. ESPEN-Home Artificial Nutrition Working
Group. Clin Nutr. 1999;18(3):135-40.

545 -

Belza C, Fitzgerald K, de Silva N, Avitzur Y, Steinberg
K, Courtney-Martin G, et al. Predicting Intestinal
Adaptation in Pediatric Intestinal Failure: A
Retrospective Cohort Study. Ann Surg.
2017;269(5):988-93.

5.4.6 -

Benjamin MA, McKay DM, Yang PC, Cameron H,
Perdue MH. Glucagon-like peptide-2 enhances
intestinal epithelial barrier function of both transcellular
and paracellular pathways in the mouse. Gut.
2000;47(1):112-9.

5.4.7 -

Bines JE. Intestinal failure: A new era in clinical
management. J Gastroenterol Hepatol. 2009;24 Suppl
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5.4.8 -
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Holst JJ. Glucagon-like peptide-2 increases mesenteric
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549 -

Brubaker PL. Glucagon-like Peptide-2 and the
Regulation of Intestinal Growth and Function. Compr
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5.4.10 -

Buchman AL, Scolapio J, Fryer J. AGA technical
review on short bowel syndrome and intestinal
transplantation. Gastroenterology. 2003;124(4):1111-
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5.4.11 -

Buchman AL. Short-bowel syndrome. Clin
Gastroenterol Hepatol. 2005;3(11):1066-70.

5.4.12 -
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signaling pathways involved in intestinal cell survival
and proliferation in neonatal piglets. Am J Physiol
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5.4.13 -
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5.4.14 -
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Crenn P, Coudray—Lucas C, Thuillier F, Cynober L,
Messing B. Postabsorptive plasma citrulline
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