) X EE 0.25mg
ICEET 5&H

REMICERESNEFERICRIENRVRNBOERFITRATS
ARERAEHICHEEISLOTHY, SXIFHREZEEFERALL
NOEFBMICHHAT A LIETEFEEA,

T AT I ARERARA
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BXx
1.5 R R I E R DRI R U BB DR AR oo e 2
1.5.1 P A S = RO =5 = AR SRR 2
15,2 BB DRI oo s 8
(T 2 N b b Yo ) USSR 16
T O = ==Ly A X = SRR RRSRRR 18
155 ERIZEIT B ARFIDEE IREILE AT 1T oo e 18
1.5.6  FhEE - TR (), BB » A (BE) oo 19
TN 4 TR USRS 19
=

3 1.5-1 BB IR B D TR e 3
F21.5-2 A EBITE D IBS DB EE oo 4
32 1.5-3  IRTEERE D BB E R I B oottt 17
K 1.5-1 BEEBEEHOREEAEZMRE ROMEIN KYSBIA) e 3
K 15-2 IBS#ZWioO—Fv— b (EEEMEHIEEREZENA K542 2014 —BE

TERRREIREE (IBS) U B ) oo et 4
K 15-3 IBSAEIJO—Fv— b (EEMHEHIEEREZENA K542 2014 —i@EE

TERGIEIREE (IBS) U B ) oo et 6
O T - G ) R 9
B 1.5 5 FREEB (2/2) oo e ettt 10
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1.5 EEXEFEROEEZERUVFEFEDRER
1.5.1 EEXIIFEEORZRE

1.5.1.1 &R

U727 vJ KiX, Ironwood Pharmaceuticals,Inc. (LA T, Ironwood #1:) 2AFR.HE L7 14fHOT I
Wb b_XTF NMeEmTh 5,

Ironwood (%, V27 v F RRIGEOFEREIAFMES D77 =Nk 7 7—F C (GC-C) %
FRIRZEIEML L, MIEANY A2 U v 27 GMP (cGMP) REZHEMEIELZ xRN L, £,
ARIENRT v P RO~ T RZBNT, BESWKR OB E SR EET 5 2 & WO KR R
ZIHT 52 2O LT,

INHDZ LG, IBS-C {RREOHT- /BRI U TARSEEZBIRT 2 Z LT+ DICERNH D
CpIT L, ERIARERER A B 4G L7,

1.51.2 HEEHMSRVRELE

IBS |3Z DIER AT LIS 2 8 EREREZ DT, 18 - B e ERE 2 Rk L,
Z IO EEER S R IR U < I3 - B L M0 KT RERMEE TH 5 [Longstreth,
20061, ¥£7z, IBS TiX, ZDERIC L VITEINFIR SN D Z & THEMFEHIIFEZ K L, Quality
oflife (QOL) 1ZF LMK T 252 LMAMEINTIEY [Gralnek, 2000; Kaji, 20107, 7 H B s £8.
FOBERIF B 1T T IBS HE O QOL TRV & D#iiE & % [Gralnek, 2000], & 512, QOL
NEHEIND Z LT, ZORFRK L EBHTERWHIZAT S Z EBALMNTRs TS L
HIE 2 - IR K74, 2006],

IBS DT R B REA B2 A IR0 DD, ORI BLZIXE L& EBME O &
A, IR, MIBTEBI O R, BASH - BREEAVEER, G OBRIERE, R r RS A 2
RERNBEE LTS EEZHBN TS (K 1.5-1) [Longstreth, 2006],

T AT T AR 2
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X 1.5-1 @EMUBEEEORELEPMRG  (ROME I & Y3IHE)

Acute
gastroenteritis
~=Gastrointestinal =——
motor
disturbances

Food

—Visceral

Genetic hypersensitivity

factors Symptoms

Environment
—Abnormal

central
processing of
sensations

Stress

Abuse

history | - k=psychological =—
disturbances

Other v

recipitatin .
’ fa(r:’tors y Consultation

1.5.1.3 W

IBS OZ Wi %E|T Manning OFZ Wik [Manning, 1978] 2B S TLLK, £ < OB MEEN
FRMB STRTZAY, 1984 TP SN EHBHILER TR TOIBS DY VARV T LA e ik L L,
IBS (2B 2W - 10T A T4 COEREES R E Y, EERHRY =% 77— kY
1989 41 Rome J:#E [Thompson, 1989] 2328 S4L7z, D%, HEREMETHILE EEFOKITKH
HfREr~&L ¥R L, Romell [Thompson, 1999], Rome Il [Longstreth, 2006] & C&FT S AUBEREMETH
L EREEOEEM W E L L CRSFIHESN D L9 Ic7ko T,

7 1.5- 112 Rome [T (251 % IBS S k&2 7s L7,

x1.5-1 BHEGERBEODMEE®

WEIBAOMIZ 1 AAHEY 3 AU EICh > TER-CIESARE "2 K LEZ Y,
TROIH2HEAL ERNH D

1. BHEIC X > TERDLET D

2. FIERHCHHESEZE DL B D

3. FIERHIERAR OMBD) OB D

a:6 WAL LRI DIERNRDH Y, Hali 3 W AT EROEEZR- LWL L
b : PRI A & RBLS R OARRIRER 2 8K 5

F 72, Rome HI CTITAFZECIEARRER IZ I W CTEBICESDWZEBEORISEAZEEBE L CTBY, %
< DEEHRRBRITFER 1.5-2 OREHELZSE (TR SEN R STV D

T AT T AR 3
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£15-2 EHEBEICKS IBS DEIHEE

1. {HEFEAR IBS (IBS-C) : fH{E UL RIDIRGE * 23 25%LL EdH D, #R{E (JelRfE) Xidokek
18 ° 23 25% RGO H D ©

2. T IBS (IBS-D) : #f# (JRuUR{HE) SUIABEM ° 2% 25%LL B v, FlfE SRR
1582 23 25% A D B D ©

3. IRAMIBS (IBS-M) : BEE SITRAIRGE * 23 25%LL Ed 0, #fE (JefR{E) SU3KER
2 25%LL LD °

4. SPFEARRETLIBS : ERIREE OFEYEN IBS-C, D, M OWTH LIS o ¢

a: 7 UAMUEIRA S —1~2 (anao LeRERO HHEREEZR) E30TY —B— RO ME)

b: 7 VA RNUETIRA r—L 6~7 EADIESNTZSIT2 ST ORERO/NTE, JRIROME T KEET,

B % & F 7R RAR O 8)

¢t LSRR FAIZ A L TOARVES

[El N T 2002 4RIZIZ AT BYE OWFEBEC L 0 DLEIE - W16 A BT 1 I BRIESH,
2006 AFIZELET 2172, IBS IZDW T OIS T LHONTEY, TOHTIBS OZWITA K
TAUBRENTND LLHIE  ZW - 18RI A R7 A4 2, 2006], 2014 F1213 B AT LR T
XV THRRIEELERERE BRI A RTA4 0 BAKRIN, IBSBZH7e—F v — VRS h
7o [BEBEMETHILE R BRI A R T4 2 2014 —BBUEBEMRERE (IBS), 2014], WA A KA v
D7 —F v — MIUIFEF K LIZNE L 25T 5D,

[ 1.5- 2 12 HARTELZRIR P2 MER LT IBS 2 7 v —F v — F &R LTz,

M1.5-2 IBSBMoO—Fv— b (BEEMEHEEERBZERTA FS54 2 2014 —BEIEGEGRE
(IBS) & Y35IA)

g+ A PR
o /X% ‘
[EBGE N

Y
IBS L44k> FGID*

*FEREVETH LA PR 8

T AT T ABK 4
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KA RTA - TlE, MR - A& E @R, &250IEZ0WTInns 3 7 A ORICH
RINZHET D0, BHLUFRT 2EBEN L7 AT XADOHEIGORZE STWb, F£-,
7oL Y XA A OB - MESERE I OWTIEB TO LB L EnTEY, T
Y XAIHE, W72, MAESIC L ENEBEZ IR Lz BT, FKA9IZ Rome 1T 2
FEEZ VT IBS ORW 2175 L ST 5,

I HCREEAR MR RE, BIRVE, M5, 6 5 DN O T 3 ke Ll EOKEIRD, B
FIKFTR (MRS, EHORE, ERE2IC LR, MROMNHS 24~

R LT DAENREBE RS DAEIR & 1%,

2. fEBRAF 50 KA L CORIEUTBE, Ripan BB OB SOIFRE, £, 8&FN
HILESERELZFET 2548,

3. FRRMAE - MiRA a4 5Te), REMERE, RIERJEL, TSH, JR—ARMRAE, (EE
MARA, BEEHM X M5 ED IBS OWMFMRAETH D, i, IBS OBWINA A~ —T—TWn
FIERRATHD, ZORNT, FHEFEMEGME, &l RRAWE, RIESEED VTN
D BHIVUZKIGNRBER AR L < IXKRGEEREEZIT O,

4. KGR « RBNEERER L ITRB X SmAE 2T, ERlofmk - #E - REEIOSC
T, KIBHEAR, EMMEENRESERES L <X B bE e, EEEss, #hiph
&, HMERE, EECT, MBS OO0 7RV NEEE, Sv— NS, MG, 8
MR, FLBFAMRBRENENBZK O DICKEII R D 2 Enb D, o, ERMAEEDS
B2, KIGEEDRE 2K T 95 colonic inertia CHEMFEHE NN 57> S 2 EIGILFIRESE & >
EHHMETH D, ok, K EOZERBBITHEUNIHET 2 DITHYEEOEE TH Y,
BN A BT A NI EIRBORNZRFET 5 H O TIEAR,

1514 &=

E NSO — N DK DA T, Lovell 5%, AV SN2l iR M7 K Ic bIKTF
T 5, IBS OFFREEK 11%EHE L TEY [Lovell, 20121, IBS A O @\ OEREMEH L
BThd, T, WHEOHEFRENBHEIZHEAR L6 5Em <, Ellc/e 513 E IBS OAFHRITMELN
LA S TE Y [Lovell, 2012], ZBLEB TOAFFRITHAE L D @y & 4TV 5 [Sperber, 20057,

ENIZEB W TIE, Kanazawa b OfEFEZWT=Z2H 2 x4 & L& CTlE, Rome I ZHEE W T
BIRRZFHMET 5 &, &%2H DK 14%78 IBS Th -7z & #iE SN TW5 [Kanazawa, 2004], £
72, Miwa 5 ® Rome I E#EZ FIW e — AN &kt Ge b LTz A % —% > MATIL, IBS OFH
RITK 13% Th o7 LG I TV 5 [Kubo, 2011; Miwa, 2008], MBI CH R % R 5 & Kanazawa
DOREZMIZ2HE xR E LIZiRE T, L0/ 16%, BHEOK) 13%23 IBS LSz &
#WE I TWD [Kanazawa, 2004], F£72, —fK AR ZxRE LIZfi&ETH IBS OFWRFIZHMEC
HARZHETHEIZEWY (1.76%) &S TEY [Kumano, 2004], FBRBIeLMEICHBHENENE
T2HNEOT — % LHE LTV 5D, Kubo & OREREZWIZZH X2 E LIREREN S, A

T AT T AR 5
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DOHARNIBITD2ZENENOHRFRLEE T 5 &, AN 2.9%, FHIRN 3.8%, IBATINN3.3%,
&U SHERBERIAN 3.6% Tdh - 72 [Kubo, 2011], F£7=, ERHOBEIIHFERBICHADN, LHENE
(2% <, BMI MK, BGEOHEE LIRVMEAIZH S Z & bHfE SN TS [Kubo, 20117,

1515 RE

2014 HEIC H AW LA T2 L0 BR SN HERBIEHLE R B OBIET A K74 - TiX, 2002
FAZEATEE OWFFRHIC LV RE, 2006 FICWET Sle LOHIE W - 16T R4 )
DR TRENTABFRDOTA BT A > & EARBZRIBROMAUIELL LTeNE L 72> T D [HEREME
HILEIREZWATA T4 2014 —EEGIERRE (IBS), 2014], X 1.5-3 [ZIERO 7 m—
F¥—hamrLT,

B11.5-3 IBSAEIO—Fv— b EEEMHILERBZENA K34 2 2014 —BEUIEIRAE R
(IBS) &Y35IH)

| | |
| F#I-IBS-D | B - IBS-M/U| | {ER - IBS-C |

( A - B A
BESHT A | ILPHERETI | e L P e 0K
TN FT 4 TR EHFEAE
b | fEUiE TH

TERRAERE -
HE KT

T AT T A 6
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\ J
gawsn |
R
IBS
%2 B
Yy
s
©
Yy
LI GhEE, MR, RATERE)
BiAR kY B
y
IBS LIS d ]
s Bust -
i P

ETHIDITIBS OFBAB A BE N TEX L2 FETHSITHIIL, M5E2H T, ZZ2FETO
WREICB W C R BE—EMBEREE-o TR ZENEETHY, £, HEOHENEREA
H ORI L 2IEREETH D Z AT SN TV, IBRICBW IR A2 DY, BF LA
IEEESEORE 1T o721, IBS OIREOE 1 BRI ONMEZ I, HDHWVIETH, 8
i, EROESERICE SO THILE FEROIRELZITH L I TnD, £7, HEE TR
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HHNIT BN, FTT 4 7 AFE L IEn FEAGRZRET 5, MR AR RE 22 A3
ERET 5, T2 ETHENRTNITIF S 5 WVITEBEIRIC RS A 2B L, ERRcI
THIZOEHT 225, T 87X VR THROFERITEET S, ZNOE2EMOHELZHELRND
4~8 WRkET, UEENRRITIVULE 2 BMICB L, 52 BB CIIELE EEROIRENRES TH -
e L HRBEE X, PAEREOTIEZ ETIREEIT ., 72720, H 1 BMEOIEMIRE & OO & AT
RBE SNTWD, 7r—F v — MIEVIRRIEZRIRL, REPETH 4~8 WH DGR ATV
ERROONRWGE, 8 3 BERFICE 5, 53 BT, EMRIEN I Tho 7o 2 L 2B E
ODHRIEZATD L SNTWD, b, KK LEEREARIETH D type2 7 2T 4 RAF U F v 3
Jv (CIC-2) RRIEHRITHES CTILX IBS-C 1T & 72> TV B2, [EPNTIE IBS B 532 fR:kRiiE
(ESAAN

72, IBHITEET D clinical question TiX, [IBS-C (ZHEMR R HEREAR AR I A 2 1 ORIV
2% LC, TIBS-C DIRFEEICHEIE M RE A R IIT AN Th 5, IBS-C (IR e e 28 5 3 4 ¢
BT Laftd o) LitdicsihiTng,

15.2 FEOEE
V7T ROBRBORMEEZK 1.5-4 127,

T AT T AR 8
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i i (@]

A AJRIE ©)

AR AR C

Bk (©]

Z Ol ©)

Bk (W)

)OO O

~
O

Bk GEgh) C

O

o

A: Astellas Pharma Inc.
I: Ironwood Pharmaceuticals, Inc
F: Forest (¥l Allergan)
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1.5.21 REBEICET HHER

UF 7 v F NFEEORK L ORER L, WRNTHER L FRIMEEIZ DWW T, Tronwood #1112 T
watzmn L, e L0 7 27 7 AR ST ORBE & L,

U7 v FFEEOZEMRBRIZOWTIE, FAk 15 4 6 A 3 HATEIREIT 0603001 =5 [Z7E
PERRER AT A BT A OYTEIZHOUVNT], WONTFRL 9 4F 5 A 28 AASREESS 442 75 DHTREE KX OV
sElOERBR T A K74 viconTy ks, [JEDS Lo BEMEERR, st
KOVHIERRER (GREE, JEHRA) % Ff L7z, RIIRGFRBROME, ARFEIKIT 48 W ALETH -1,

U F s uF REAEEEosEs & LCRRET sz s e L, ErsiEis e 8 ko
a2 BIA L, s TREE oz s sk, e kv EfLe. s
ZEMRBRICONWTIE, FERORERRBRIA FTA 0o, BEHRGERR, IERRE O
Wik GRE, mEkoveEs) # e R Lo i, Boearass e s
TE TP CTh 508, MEEBRAZE D, ZHETH LTV LIS T, KFIXEZET
ol

1.5.2.2 ZFERERICREY HEAER

15221 ZHIEGER

UF 7 v ROEHELHRELZ I ST 5 BT, RIED GC-C BRI X T 2 # A BRI,
TEVE(LAVE I R ONRPUE, N ONZ 8 0 WM EVE A R OV N is iR R, BEIZIER b L ARK
HFRIZ K- CHI&E Z S D KRR RIBBUI 3 2 BB ER 23 L7, & Of5 R, A%Ki%, GC-C
ZRWIZH L CTEWRESBIRMEZ /R L, IR cGMP 28N X W7, F£72, GC-C ZAFIRL
IDOZER, AT T v RN T o AR—F =2 LTI OBt RS o 72,
7 v MR~ U R % FW e invivo SBRERICISVN T, ARIEIE, B8 B ENIZ W S V2R O cGMP
BEZENSE, BEOWERET S L L6, PEEEEEEESE, B, 7y NEO=
U 2% WA R L2 L < IXKBRFFERGR EIREE 7 /W T, AR i S
HERLIE, —F, GC-CZEEK v 77 7 b~ U RATBWT, KIEIL cGMP REIIER, 5
EOTUMBEEIER, NGRS REIRENE R ORI BB E E R 2 R S e oo 2 &b, AR
DOFEBMERIL GC-C ZBEEZNM L TWVD B X b,

ARIEOTERBP TH D MM-419447 13, ARIE L [FFRE OFBEN: (GC-C ZAERICxT D H5A
BURME R ONEMEALAER, W ONC A 5 MR HE VR S OV MBS BEIR EEE ) 2R LTz,

LRMIEBRBRIZ BN T, (DIE R & ORI RIS D IERITRD b h o Tz,

1.5.2.2.2 IR, %, K#, BEHOHER
Vs aF rofkyiersricT a0, e 0 o sk 2R L CREie o3k

WERERBRE Efi L7z, ~ VA, Ty FROH=7 A PZENT, REXROEER# TH S

T AT T AR 11
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T v ok (MM-419447) OIE T MAEPRE ZRIE L, EYEiEok G &KmE, Mgk
FIZ X D ERNBNEA~DORBR O OEE LT L EOREOREANA AT XA TV T 4 ZREtL
Teo Flo, REZT v MG LI EOREROMT 0 o ARDIR, AN~ DR
vl w1, JIER o8O S oE A T in vitro MRETRER K ORI
FrEmLT, Bmee hoOMTORBT 17 7 AV ORELLE K OFHIE R Z I 52N Lz,
TORER, v TR, Ty MEOAD=TAFNVIIBITLIRANNFTT A Z 87 4 13 HREGEIC
L O TS TR, KEFEGICL2EMbiER SN2z, £, BiF v ks mighicix
EEAERHSNRPoT, Ty MIBWTAIEZFRNE G Lz & &, MiEF 500
U, RPICHR S LD Z L SR & T2, In vitro DR CARIKII LR F O _RTF A —F AL -
THTF 7 v ARICRE S, BISHEERNICHFET DN E T AU FEIZL DV ANLT 4 REEED
BIZL, WONZHE N 7V U HEOEBEANMRIERICE > TNTF RORBIT I 7 BRIZHSHMIC
RSz, AZEILe b CYP o FREOLEICIZ 6T, IHELROFEERGIZEA LRI Do
&b, B MIBWTCYP 20 LIz B/ ER 2RI e nEB 2 bivl,

1.5.2.2.3 HHHR

B sy, VI eTF ROFEBKRICKIT 228t i 572010, BiER SRR

(B PR ORIIRIN) B RE P G- EatBh, SRR, DS AJRIERRER, AR5 A4 SRR,
A BRI S ORI O B Rk 2 Sl L 72, 37X C O BEBEARMBIE GLP &R L L C, B
EARBERBIEN A T4 dH 5\ H K BU ERSHHTMERSE (ICH) A R A L IcHE
WLTHEm L, Tbs, &1 axRgmss (il =l o saERER, ik
BRI ORI O BRI % IR < TN TORMERRE M L, BARRBRBIAO 2 Y M2 R L=,
% 2 makmpiant (=10 (@ BAFRMRBER ORI O BB A M L, BB
Efio Ytz iR Lz, &3 masmss (il s Essge e L
77

TORER, KOS TR L2 BEARBIEASERT 5 Rl e B2 o,

1.5.23 ERIZH T DEEKREABRDER

1.5.2.3.1 5185

5 1 FHHL R 5308k [CL-0011] 1%, FEmlnfdia N B2 x4, U2 v FNARIK (0.109,
0.327, 1.09, 327 mg) # HEIR A& G L= & & Drett, ZAM, PK LKUPD IZOWTHE L7z,
UF7uF Rt TEENHY TH D MM-419447 MAEHIREX, T X TORSTER TR
(LLOQ) Kiifi T~ 7= (VU F 2 vF K LLOQ = 0.218 ng/mL, MM-419447 @ LLOQ = 2.0 ng/mL),
AR OFHEIEAE T D 7 U A FUEZIR A - — L (BSFS) A 2 714, 0.109 mg #f & O 0.327 mg
FETITINET, 78RR, 1.09mg BRI 327 mg BETITI LT, TOMMOREEIX, 75

AL I LT 1.09mg FEA TN 327 mg BECT R D R&EhoTe,

T AT T AR 12
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HEFRROFBEISX, 772K 0% (0/841), 0.109 mg # 0% (0/6 f51), 0.327 mg #f 16.7%
(1/6 f511), 1.09 mg % 66.7% (4/6 ), 3.27 mg & 50.0% (3/6 ) TH Y, 1.09 mg #EMK O 3.27 mg
BETIE, OB GHICHARREEENE N1, AFEFGL8HICH DI, TRTEERKRDHE
O EGREE [T @RE) 8619, MR 1E 1] THY, T XTOERNRHRIE L oM
ERESINRoT, AEFRIITNTRETHY, &5 4 HEH L TIZEENHER SN, KIE
BRC BB, EERAEFESRMOERTILICE - HEFRIIR -7, BERBEME, o1 21
YA v, EREERO 12 FELERFR TR, BRMICIELE 2523 A b ehoT,

%1 AE - B HREIRSEER [CL-0012] (X2 2D/ 3= k270, S— b 1 TiE, FEEmE
FERR A B Ot 2 %1502, V7 uTF R e e ERo&E (025, 1 mg XL 77 &R)
Uiz & & 0@atk, AR, PK XKOPD IZOWTHRET L7z, 23—k 2 TiX, JEmmtERER A Bt
M OLMEZ 50T, AFOBRGRHNCHOWTRATR G KO REZRE (025 mg) O 2 &ha 2 et
B OFET ) 2 FEARIC Hei L Tz,

IR R O O MM-419447 1%, T _XCOHERHE O © LLOQ AKiii Tdh -
72 (U2 85 Ko LLOQ =0.20 ng/mL, MM-419447 & LLOQ = 2.0 ng/mL),

BSFS 2 27 T3, PEEEMEBIZ S A & e U= PREEEREN 5 A M oZ g, KHIO
KAE G- COISF 2 BN Hivt-, £, PHEEEBE 5 B O JEEEEEAMRE S
HH] > BSFS A 2 7 A B2 8%, W], 5% (RS, RAHxE), B (B%RET
B, BAEITH) ZEEDR, HBREEZEEHRE L —BHRRESEET AV E AW THET L,
BSFS 2 a7 O FRMEO %= (RgEL — & HiH%E) (90%CD 1%, 0.68 (0.33-1.02) T
D, BATEGICH_TREEE T, HEtWICHEEZR BSFS 2 a7 O EANED biviz, BRYEE
(SBM) HHE, 5e2HRPEE (CSBM) MHEK NWEAHOTEEE AT T, AFOKERS T
DIET)FHIR AL TRO B L, TEFRMNTIE, BREGICHE_XTREER S T, Z{LENRKE -
7o PIEIPEE £ TORERIZ, ARFI O KE G TR LT,

HEREZOFRBESIT, S— 1T, 77 BREE87.5% (7/8 1), 0.25 mg Ff 75.0% (6/8 f),
1 mg & 75.0% (6/8 ) THV, X— 1k 2 TiL0.25 mg HEFFORFTRE T 722% (13/18 f#]), £
%BiHT85.0% (1720 #5l) Tholz, WITINOEEGH, HESLMETHIZFEFEROBHREEG TH -
2o WO EERE, BEEET2HILLEICALNEZAERSIE, TH RE2ET), EW,
B R OVEEB I T o 7o, FTRITR bEBBEELRSWAEFHERTHY, ~— 1 TOEBEEG
X, 7T AREE62.5% (5/8 1), 0.25mg & 50.0% (4/8 B), 1 mg#E75.0% (6/8 %) TH-7-,
R— k2 TOFRBFEGI, BAHRST61.1% (11/18 #), B#%#%ET85.0% (17204 THY,
BB EEG CTED T, AFEFRRORLETIE, /S— b2 OBRGEETTFHRNHRSLIZ | FI3 a5
CHIBT SN, EOMITTXTRETH 72, TIRICESTEAEFERIT, S—F 1 TEAHLA
T, N=bh2TEH20] (=T RAZA 2« N=TAVREGE, TR, £ 16 habi, =7
LAy e N=UANVAEGUIRETH Y, IpRIE L OREMIIEE SN, TR, THETH
D, 1RBRIE L OBEMEIIEE SN e o7, BIRRAEME, NA Z YA RORETIE, 1RBR3E
B EBITH B EBIA LN oo, 12 FFRLEMPFTRTIE, ~— 20 1 I CREREGR

T AT T AR 13
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(SLEMIAGRE A2 S TZR, OIS TERRIICEHE R BT IAbhRroTe, /A= h1
T3HE L7- QT #FMfiTiL, Bazett 2, Fridericia =, Framingham = CHH L 72 QTc [HFE 2% 450 msec
PBZ DR E LA LNT, X—=ATA B O QTe MIBRDO (L&A 30 msec & iR 2 HHERE
Y AWAYIENSY

15232 ExzINE ] Pl B =1F 8 E
2d B3 PRl EIMGoler || GGG s e ||
N >\ C Ak L7, AR R b

OB RZET, §2 /38 [CL-0021] A3 L7,

1.5.2.3.3 % 2 HAHE

75 2 /R [CL-0021] TIZ, IBS-C &3 559 il & x4z, U7 v REE (0.0625, 0.125, 0.25,
0.5mg) XiI77vR%E 2 #EMKROERE Lz &R, etk EYEREo RIS %R
L7z,

FEFHMBIEE TH 5 12 HFICIT D IBSIER O BRELEDN RO L AR X —F T, IR

7T/ ARREE AT 11.6%~155%E 0 - 7= (FEEHIICH E 272 L, Fisher’s exact f i€, Hochberg
ECHEEEZ T,

BIKEHEE R TH 5 12 BWRIZIH T 5 CSBM O L AR 2 —3 12 BWRIZIH T 5 SBM O L AR
E =R 12 BT D R MER RO L AR X — RO 12 BRI E T D IER - EE
APRBECENR DO VAR =T, WThOHERB S, 77 BREE & X TEIER TR 272,
CSBM D L AR U H—FTIXT 7 BAREEE iR LT, 0.25 mg BT 11.6%, 0.5 mg #C 19.9%5 <,
0.5 mg B CITFRIICAE B RN R BNz, £z, 77 REEL O BKFN 72 BEIME R 23
HONTZ, SBM DL AR F—RTIIT T HRBEL R LT, EIFET 10.7%~16.1%5 <,
0.125 mg #, 0.25 mg B O 0.5 mg BE CTIEHFHICA B ED A bvTe, EimkedcEN o L
Zﬁyﬁ~$ﬁﬁ7?ﬁﬁﬁkmﬁbf,%ﬁﬁTBQW%MMw<,TAT@%%ﬁfﬁﬁ%
CHBERZENS LIV, I8 - A RERSEE RO L AR X —RTII T 7R L LT,
%%ﬁfww«qm%%ﬁ(m@m%ﬁiouﬁ@ﬁ&mom@ﬁfﬁﬁﬂmt BEIRAED T
Hivz (W3 Fisher’s exact I7E) o HWEIZI1T 5 CSBM BEE O NEHEDOE( L& TIX, 7
T AREE & DFEDOFIIE G I FIIEIT O%%n@ﬁ#%ﬁ%@ﬁﬁﬁ%ﬂ/Oh@ﬁflui@#
DHBTZ, 12 EMICIIT D SBM BE OB FEHEOZEETIX, 77 R L OEDFIER
FRIEINE0.125 mg BELL B CTRIFREE DM Td o 7o, 12 I 1T 2 IR OB B O 2 & Tl
7T B AREE L DD TG BB BAERAFR R BB 23 2 S 4Tz, 12 HFIZ S iéw%#
DOEIEFE A 27 OE PO ETIX, 77 R L OO G I B FH 72K
AN B BT,
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HEFRGORBEIAL, 77 2R 36.3% (41/113 ) KT 0.0625 mg & 33.6% (39/116 ) T

FREETHY, ZNOOEGRIZH~T0.125 mg £ 50.5% (56/111 #1), 0.25 mg #f 41.1% (46/112
) 0.5 mg Bf 46.7% (50/107 ) TEd -7z, FRERNTIE, HEOHFEFEFRNIZEIC 3 F
(Ve oA 2B GR 1 E], TTHERERE 16, BER1H) o7, FOMIZPEED 29
B, BREEMN 159 FlTH o7z, BIHMENEE CTERVWEEFROBHEIS L, 77 BRBHIHERT
FIEBETRNoTe, HTHIIALNR D oo, EERAFEFZIIEEFHEO S HIZA LN, ZD
2L, TR L OBEMEN T E SN2 o TR 3 F] GEER 1 f, JF¥ERE 24) Tho
oo BEHILCEST-AERFROBBEEE, 772 RE 44% (5113 1), 0.0625 mg T 6.0%
(7/116 f511), 0.125 mg BET 6.3% (7/111 1), 0.25 mg #E T 2.7% (3/112 1)), 0.5 mg FET 4.7% (5/107
) CRIFRECTH o720, IKIRICE > To A HEFR TITEIRED 0.125 mg #, 0.25 mg #£ 4T 0.5 mg
BECEN-oT,

UFZ7aF RETHE, FTHARLBEEORWAEEFRTHY, TOREEFIEIE 0.0625 mg #T
6.9% (8/116 f5l), 0.125 mg BT 15.3% (17/111 f51), 0.25 mg #ET 17.9% (20/112 f51), 0.5 mg FET
14.0% (15/107 B) ([ZADHivlz, 7238, 77 vHREETIE, FHIX2.7% G113 86)) ([ZA b, &
FED THFINEA BT, O THIE, 0.0625 mg #T 1/116 41 (0.9%) , 0.125 mg #:C 3/111 1 (2.7%),
0.25 mg #£ T 3/112 # (2.7%) (ZH BTz,

BRRARAS TlE, AST K ONALT CTAYEE LR 3 500 LD 5723 0.0625 mg BED 1 il H i,
AST }e ONALT THVEE EIRD 3 {500 Eofe e Y L B L THAEME ER O 2501 Ed EF-H30.25 mg
HEO 1HIZALNT (WIS EERAEFS), W TOFERRLIBHHEIC TRE MR I N,
F72, ALT CTHRUEE RO 3 0L LD EF23 025 mg BED 1 FlicA By, IGBREIRERE ([0
WHER S NIz, ZOMIZIE, BERMICHEBEE 25— 7 A b OELITH LR T2,

IS BN A 12 FELER, QT #Hil A OMAE T b ERRANICITE & 72 52T A B e o
7=

U7 aF RORBCK KR O T ERBY MM-419447 O gL, V7 aF Fa&kb58h
T _RTORETEE TRAM CTH-o T,

15234 EzxsH]: CH sl =51 e
# 2 ek [cL-0021] o ExiEx, =LA |0 cEERs I
ClD =5, 1]\ C

kLT, FHRREIEICKTT DO E L2458, & 3 /iR [CL-0031] %3fE L7~

1.5.2.3.5 % 3 HAHE

55 3 MR [CL-0031] <ix, H1H (C“EHERW) FE UM GEam) 2%, H1HT
I IBS-C B 500 Bl 2%t 4i2 U F 27 aF REE0.Smg L7 7R %2 2 #EMEOEE L&D
HER O 22 RE Uz, BN CIEE 1252 T L2 IBS-C B 324 fil 2 xRz 7 1
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F K 0.5mg (025 mg ~DOED AIHE) % 40 B OEE L, EH&EE LIBEoZeMEE L bl
ﬁ%ﬁ%@ﬁb,%ﬁ%sﬁ@%if@ﬁ%ﬁ%%hto

AFRER T, FERHMIEA 2 2 HARE L, 12 BEIZRIT 5 IBS JEROBREED RO L AR
yﬁ~$mg7§ﬁﬁﬁfrm%,;%#fwwmlz AICE 1T D CSBM D L AR v & —R| T
7???%?1%%,%%ﬁT&M%T%D,w¢M®EEﬂﬁEE;%wf%ﬁﬁ%; a@%

&7z (Fisher’s exact i), F 7z, IBSIERDEMUGEDREOBEM L AR X —R KW
CSBM D L AR & —RITERVT, HIHIFEERETIE, & IHBITRLDIROMMIGITR <,
FDRNRIL 52 W F CHERF ST,

BIEHIEE Tdh 5 12 8EICI1T 5 SBM D L AR v #—FK fFEiik el E= R o L AR 2 —
RN O - EE AR EN RO L AR =R, 7T R L EEBEO R CHREICH
BIRRENRLI, FEEBEO VAR X =TT 7 vREEL Y &) -7 (Fisher’s exact f2i€) , CSBM
AEEE, SBM MHEE, IR, NV - MEEATEOBEEE X 27, MmO BEIEEL A 27 LW
X BOEEE A 2T OBEFEMEOE &L, T X COFHMERER T 7 2 AR L bl U CHEEHNIZ

BIRENRLN, BERBEOZBMRIIT 7 vREEL Y K& o7z G,

FBIWTORFEFZORBEIGIL, 77 8RHE259% (65251 ), FEHERE 31.3% (78/249 #1)
Thote, FIEBETHRELICAFEFGZOBREINL, BEOHEFGIIRL, PHEENQF, B&RE
DT0BFIThH o7, BEEMENEE TERWAERZRORBBIEIGIL, 77 BRI TEERETH
Mofe, FEEHNIAGIIRNo Tz, BEERAGEFQIIFELFO | H (EIPE) (ZhHLHh, TOHE
LUTIRPIE & OB N T E SN e hoTo, BEPIEICESTAFFREONREICE - HEF
BOFRBEEGIL, 7T BRI TEERE CE o, £io, S2HEE TEMICERS LIS
RET XTI BREOAFRFRITRD bR T,

AHNOIEIMERNZE S AEFRTHDL THPRDBHEDORWEEFERTHY, HIHTOR
BEIGIET 7 8RBT 04% (17251 ), FEIEHET 9.6% (24/249 f5l) Toh o7z, THRIOFRE TIX
7T RARRET 0.4% (1/251 f511), EHEFET 1.2% (3/249 i) NP EETH 72D, EOMITT T
BETHY, BEOTHIZIAONRN-To, Tz, S2HEFFE CICHERTRELEAEERLEL
TTIHPERLEL ADNTELOD, ZOIFEAENRRETHY, HEDO THIIA LT,

BRRARES, A XNV A U R OMRE T, BROICHEBEE 25— T A b OELITH S
otz

153 BB ITLFEFERRT

KETIE, 2011 48 A 9 HICHHAREHGE (NDA) % FDA (7 A U A &MERILE) 1270,
MR AT S BT R A S OVB MRS PSR ) A 2hRE - 2D 2R, 24 1 B 1151 0.29 mg, 0.145 mg
Z 18 1 Rz AL - HEL L, 201248 H 30 HIZARBEZRGL WD, /2, &
FH, AT ATBNTHREBEOAREET, BELBBLTWD,

RN TI, 2011 49 A 27 BICEEGRGEAGRHTE (MAA) %, EMA (RONEZEST) 12170,
[ A R | DOZhEE - 205, 1 H 1181029 mg, DGR Z 2012 45 11 A 26 HIZHUS
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ERXIEROZEBRUVRAFEDORZE

L7, BUE, #E, A—ZXA N7, ATz —F, 745K, Fo~—20, AXZV7T, T4
AT R, ALY, BILVRHADIED, NV Txe—, 530X THLIRFEBEL TS,
72, PECE | ER 5 ic TEREEEEEGRE) OERBEESTbI,
BUEMSN CHMiH O U 527 v F NICBE S 5 iR & & 1.5-3 1T LT,
£ 1.5-3 BEERED OB ERKAER
2| smws Tk | o
% = i i RERA T A S AREEM] Bk @3
o £
s aF ROBEE ;;i;%*ggﬁgg U F s aF R
LIN-PK-01 | ZF T\ ARLfnsk |- me . DGR % 1T S Hfi
I L " - AtV Fr7raF Kk o 6—8 4
DU, SRR | - D Ltk
=2 X -
Sf;f;?f% 1}:2 %T;%X )57 uF K 0.072 mg,
jp | MCP-103-309 | © o ﬁ{,ﬁﬁﬂ;‘ig 0.145 mg L7 T &R comE | 120051 | T o
kE | LT TR s s s o g et R O &
iR 77 W g
FIRER, B OIkERER "
FEEIEERIC L 0 A
A FiEREZIT T | UF 27 aF R 0.145mg
LIN-MD-40 | % OIC A& Zxfgt L L | Xix7/ 7 vAREELETD
25! T
W7 km | emienl, EER | LeMmROAaeR | OCEHE | 24001 [T
7T AR, WATEE | F
R, % 15
&A@B§C%ﬁit§0ﬂm@xmamm@%
Cm%ﬁkUTym%bszﬁ%ﬁmﬁﬁbbw
py | VINMD-I0 &g B LIREOR 150 o e e | BSC XS g0 gt
K IR 2 MR 5720 b B RN A B CIC B
@#%@-Eﬁféﬁiéﬁm =
Eﬁ A
6 MDD 175 E T/l
=) it e ER
gﬁﬁf%ﬁ%ﬁgﬁg4ﬁ%@ﬁuﬁﬁnié
LIN-MD-62 |, o>~ =07 V7w R oM | BT ERE e
Ib %E-ﬁ%ﬁ‘iﬁémﬁ?5§?®oﬁﬁgﬁwﬁ@ﬁ-ﬁé o 160 51 | F2i
F & AR BRI TRE R )
B
TG 17 % E TD/IN
HOIBS-CHREZ G L |4 BEoOROKEICLD
LIN-MD-63 | L7zt - Zettz| Vo7 uF FOoHEN .
IO | e - -5 | 249 5 7= DI AL, | RSt ROFIME - 24| (BOCEE | 260 ] [5RHH
—HER, 77 AR et
WA TRER B
a: SR B
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1.5.4 HRMERUEHH

INFETICEONTERRERGEN D, AFIOFRIX 1541 XX 7 4>, 1542 VAT D
EBVTHY, "X T 4w P RINRTURTIBIFEEZ BN, AFOFRMENHRESNZ, 72
B, O DR OH ATEDBILUZ SN TIZ 256 XX 7 4 v he U AZIZHETARERISRL
77,

1541 RxxT4v b

AFER 72 B IR OUEER RIS 1D,

IBS-C D FE /SR T 2 PREEE & OFREE O G EN DR S D,

IBS-C (2 9 MEHEER K OBEEIZPE S SR OSBRI S 2,

FHNCHRE S R ORI O S E R S D,

FHIB 5 TR OMETCRET X EBREOFEFLDNE D b,

AAIDFIEWIL S HL72\ & D SRR & 2 HIRTE IS < FEOBREIT D 70 2 &3
rsha,

IBS-C #BH D QOL Z#ih#HET 2 Z L IR S5,

1542 JRY
FEEMICHEES S TRIOREHDBBO BN D,

155 ERNIZHEITEHERFIOERKMIGIE T

PEREMEE LR B IR AT A R T4 2014 — WBHEIGEGAE (IBS) [BEREMETHILAE BB A
RZ A2 2014 —@BPEEMRRE (IBS), 2014] (28BS 5 IBS OIRE 7 7 —F v — N Tl L
FEHEREA AR FEIL IBS-C DR D —BIRFED—> & i, FH A FZ A > Clinical Question T
IBS-C DIRFEICIBWV TR RSB AR I 555 Z L AR ST D, ARANTRGIE - B pg
RRARKTHY, IBS-C BEITHT 268, LEMENENERKHERIC L > THZEIL TV,
FREEFRIITH TH S,

—J5, K EEBREARE CHH L ET A T, ENTOBINEIZIEMEERE (3FE W
FBIZL D2HEMERRLS) THY, AGREFE CTIZEM Sz EWNERRBRIZE T 5 IBS-C IZ%%
L RBEOREFBOMAANGRON TS, 7ok, KEIZBWT, IBS-C BAFIZBITH1rE 7R
A b v OAGEREITEMEERE GRERRBICEAERMERS) L0 bEWHETERE I T
Do Flo, WVETBARNAAZBITDERAEFRIITHEELTH D,

L723> T, UF 7 uF RI7KR S MAUTERAIO IBS-C eI O H —@REE L L TOALEN
FEHLSN T D EEZD,
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156 EE - DR (F), AiE- RE (V)
CNETITHEONRERAGE S, LUTOREE « 2R () KOMiE - & () TEHKHE
EHRTEAGEHFEZAT O

hEE - MR (F)
(AR MR RE i

Ri% - AE (F)
\E, ATV F7eF RELTO0Smg = 1 H 1E, Briicka&ksd 5,
728, JERIZE Y 0.25mg ([ZEET 5,

1.5.7 SEXH

Gralnek IM, Hays RD, Kilbourne A, Naliboft B, Mayer EA. The impact of irritable bowel syndrome on
health-related quality of life. Gastroenterol. 2000;119:654-60.

Kaji M, Fujiwara Y, Shiba M, Kohata Y, Yamagami H, Tanigawa T, et al. Prevalence of overlaps between
GERD, FD and IBS and impact on health-related quality of life. J Gastroenterol Hepatol.
2010;25:1151-6.

Kanazawa M, Endo Y, Whitehead WE, Kano M, Hongo M, Fukudo S. Patients and nonconsulters with
irritable bowel syndrome reporting a parental history of bowel problems have more impaired
psychological distress. Dig Dis Sci. 2004;49:1046-53.

Kubo M, Fujiwara Y, Shiba M, Kohata Y, Yamagami H, Tanigawa T, et al. Differences between risk factors
amonyg irritable bowel syndrome subtypes in Japanese adults. Neurogastroenterol Motil.
2011;23:249-54.

INETE, AT, R . DEIE W 18T A T A > 2006. R AL A4 2006;12-40.
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1.6 SNEICETSERRKEFICET 2EH

1.6.1  SEICE T HEARER

AFENL, KE, BINGEES (EU), AA R, BTH, AFxa, FEO 6 >OE L Hilsk CEEIZK
BESZIT TS (CFRk 28 4 8 HHILIE), EEENCHBIT 2 &RBIKMAEFE 1.6-1 TR T, £z, HH
WZERBWTIE, 2015 4 12 AR EBUSHE s SN Tun b,

£16-1 TEEHIZHBITHEEKR

4 Wr7e4n | 7KEERFAIH A - & hae - 2R, KOHE - H&
| LINZESS | 201248 H | 145 g, 290 ug # 7 &/L | IBS-C:290 pg (1 H 1 [@ « #&171)
CIC: 145 pg (1 H 1 18] - #&1)
EU Constella | 2012 4F 11 A | 290 ug 7 7 & v IBS-C: 290 pg (1 H 1 [=] « £ 1)
AL A Constella | 2013 4 6 A 145 g 1 7L IBS-C:290 ug (1 H 1[a] - £ 1)
A A A Axulta 20154510 A | 145ug 17 &V IBS-C:290 pg (1 H 1 [A] - #&M)

Vokuat 4 Constella | 2013 4212 | 145 ug,290 ug 7/ | IBS-C:290 ug (1 H 1 [F] - £ 11)
CIC: 145 pg (1 H 1[5l - #&11)

A% 2 | Constella | 2014 42 A 145 ng, 290 ug 7 7/ | IBS-C:290 ug (1 H 1 [=] - £&0)
CIC: 145 ug (1 H 1 [=] - £ 0)

ek LINZESS | 20154E 11 A | 145ug # 7€V IBS-C:290 pg (1 H 18 - &1

Ty ST, A ADED, KEH, A=A R T, AT 2—F, T4 TR, Frv—
7, ABVT, TAATUR, AL, RIVIHN, VT e— FIF704, ROLFEF—(C
THRFE SN TN D,

1.6.1.1 KEIZHITHEBKR

KETIX, Forest f1: (Allergan £E0D 7' /L—7"24k) 73 Ironwood #1: CK[E) & & £12 2011 4E 8 A
9 HICAANZKIT 2 [HAICI T D (EALEEIMEGEGEERE (IBS-C) K& OMEMEFFFIEMER (CIC)
DIEHE | OAGRES% HAE LT FDA 2% L C NDA #{T7-72, 201248 A 30 B, [Mj@EiEll
X UCHRR ARG L, KENZBWTIX 2012 4F 12 A L 0 k784 LINZESS & L CHREZBda L7,

1.6.1.2 EUIZHITHEZIKRR
EU T, 2011 4£ 9 A 27 BT Almirall £ (A1 ) (12 L0, KFNZx4 5 TR AIZEB T 5 IBS-C
DIERE] OARBEEZ B E LT, EMA IZX LT MAA 2MThbhi-, FoEa Uz kv 2012
11 A 26 BICERZ RS L, 2013 4E 2 H 1 Constella & U CHGEZ BASA L7z, BIfEIL Allergan (Z
KL VIRFTES N TVWD,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

LINZESS (linaclotide) capsules, for oral use
Initial U.S. Approval: 2012

WARNING: PEDIATRIC RISK
See full prescribing information for complete boxed
warning.

LINZESS is contraindicated in pediatric patients up to 6
years of age; linaclotide caused deaths due to
dehydration in young juvenile mice. Avoid use of
LINZESS in pediatric patients 6 through 17 years of age.
The safety and efficacy of LINZESS has not been
established in pediatric patients under 18 years of age (4,
5.1, 8.4, 13.2).

—————————————————————— RECENT MAJOR CHANGES
Dosage and Administration (2.3)

11/2015

-------------------------- INDICATIONS AND USAGE

LINZESS is a guanylate cyclase-C agonist indicated in adults for
treatment of:

. Irritable bowel syndrome with constipation (IBS-C) (1.1)

. Chronic idiopathic constipation (CIC) (1.2)

. IBS-C: Take 290 mcg orally once daily (2.1)
. CIC: Take 145 mcg orally once daily (2.2)

e  Take on empty stomach at least 30 minutes prior to first meal of the

day (2.1, 2.2)

e  For patients who have difficulty swallowing capsules or those with a
nasogastric or gastrostomy tube, see full prescribing information for

instructions for opening the capsule and administering with
applesauce or water.

Capsules: 145 mcg and 290 mcg (3)

CONTRAINDICATIONS
Pediatric patients under 6 years of age (4)

Patients with known or suspected mechanical gastrointestinal
obstruction (4)

Diarrhea: Patients may experience severe diarrhea. Hold or stop
LINZESS (5.2)

ADVERSE REACTIONS

Most common adverse reactions (incidence of at least 2%) reported in
IBS-C or CIC patients are diarrhea, abdominal pain, flatulence and
abdominal distension. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Allergan
at 1-800-433-8871 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 08/2016

FULL PRESCRIBING INFORMATION: CONTENTS*

WARNING: PEDIATRIC RISK
1 INDICATIONS AND USAGE
1.1 Irritable Bowel Syndrome with Constipation (IBS-C)
1.2 Chronic Idiopathic Constipation (CIC)
2 DOSAGE AND ADMINISTRATION
2.1 Irritable Bowel Syndrome with Constipation (IBS-C)
2.2 Chronic Idiopathic Constipation (CIC)
2.3 Important Administration Instructions
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
5.1 Pediatric Risk
5.2 Diarrhea
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7 DRUG INTERACTIONS
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g~ w

10

12

13

14

16
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8.1 Pregnancy

8.3 Nursing Mothers

8.4 Pediatric Use

8.5 Geriatric Use

8.6 Hepatic or Renal Impairment

OVERDOSAGE
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CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

12.2 Pharmacodynamics
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FULL PRESCRIBING INFORMATION

WARNING: PEDIATRIC RISK
LINZESS is contraindicated in pediatric patients up to 6 years of age; in nonclinical
studies, administration of a single, clinically relevant adult oral dose of linaclotide caused
deaths due to dehydration in young juvenile mice. Avoid use of LINZESS in pediatric
patients 6 through 17 years of age. The safety and efficacy of LINZESS has not been
established in pediatric patients under 18 years of age [see Contraindications (4),
Warnings and Precautions (5.1), Use in Specific Populations (8.4) and Nonclinical
Toxicology (13.2)].

1 INDICATIONS AND USAGE
1.1 Irritable Bowel Syndrome with Constipation (IBS-C)

LINZESS (linaclotide) is indicated in adults for the treatment of irritable bowel syndrome with constipation
(IBS-C).

1.2 Chronic Idiopathic Constipation (CIC)

LINZESS is indicated in adults for the treatment of chronic idiopathic constipation (CIC).
2 DOSAGE AND ADMINISTRATION

2.1 Irritable Bowel Syndrome with Constipation (IBS-C)

The recommended dose of LINZESS is 290 mcg taken orally once daily on an empty stomach, at least 30
minutes prior to the first meal of the day.

2.2 Chronic Idiopathic Constipation (CIC)

The recommended dose of LINZESS is 145 mcg taken orally once daily on an empty stomach, at least 30
minutes prior to the first meal of the day.

2.3 Important Administration Instructions

Do not crush or chew capsule or capsule contents. Swallow LINZESS capsule whole, or for adult
patients with swallowing difficulties, follow the instructions below for administration with applesauce or
water. Sprinkling of LINZESS beads on other soft foods or in other liquids has not been tested.

For administration in applesauce:

1. Place one teaspoonful of applesauce at room temperature into a clean container.

2. Open the capsule.

3. Sprinkle entire contents (beads) on applesauce.

4. Consume the entire contents immediately. Do not chew the beads. Do not store the applesauce and
beads for later use.

For administration in water:

Pour approximately 1 ounce (30 mL) of bottled water at room-temperature into a clean cup.
Open the capsule

Sprinkle entire contents (beads) into the water

Gently swirl beads and water for at least 10 seconds.

Swallow the entire mixture of beads and water immediately.

Add another 1 ounce of water to any beads remaining in cup, swirl for 10 seconds, and swallow
immediately.

Do not store the bead-water mixture for future use.

ogakrwnE

~
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Note: The drug is coated on the surface of the beads and will dissolve off the beads into the water. The
beads will remain visible and will not dissolve. Therefore, it is not necessary to consume all the beads to
deliver the complete dose.

For nasogastric or gastric feeding tube administration in water:

1. Open the capsule and empty the beads into a clean container with 1 ounce (30 mL) of room-
temperature bottled water.

2. Mix by gently swirling beads for at least 10 seconds

3. Draw-up the beads and water mixture to an appropriately sized catheter-tipped syringe and apply
rapid and steady pressure (10 mL/10 seconds) to dispense the syringe contents into the tube.

4. After administering the bead-water mixture, flush nasogastric/gastric tube with a minimum of 10
mL of water.

Note: It is not necessary to flush all the beads through to deliver the complete dose.

After dosing of linaclotide in either applesauce or water, the first meal of the day can be consumed 30
minutes later.

3 DOSAGE FORMS AND STRENGTHS

e 145 mcg capsules are white to off-white opaque with gray imprint “FL 145"
e 290 mcg capsules are white to off-white opaque with gray imprint “FL 290"

4 CONTRAINDICATIONS
LINZESS is contraindicated in:

e Pediatric patients under 6 years of age [see Warnings and Precautions (5.1), Use in Specific
Populations (8.4) and Nonclinical Toxicology (13.2)]
e Patients with known or suspected mechanical gastrointestinal obstruction

5 WARNINGS AND PRECAUTIONS
5.1 Pediatric Risk

LINZESS is contraindicated in children under 6 years of age. The safety and effectiveness of LINZESS in
pediatric patients under 18 years of age have not been established. In neonatal mice, increased fluid
secretion as a consequence of GC-C agonism resulted in mortality within the first 24 hours due to
dehydration. Due to increased intestinal expression of GC-C, children under 6 years of age may be more
likely than older children and adults to develop significant diarrhea and its potentially serious
consequences.

Avoid use of LINZESS in pediatric patients 6 through 17 years of age. Although there were no deaths in
older juvenile mice, given the deaths in young juvenile mice and the lack of clinical safety and efficacy
data in pediatric patients, avoid the use of LINZESS in pediatric patients 6 through 17 years of age [see
Contraindications (4), Warnings and Precautions (5.2), Use in Specific Populations (8.4) and Nonclinical
Toxicology (13.2)].

5.2 Diarrhea
Diarrhea was the most common adverse reaction of LINZESS-treated patients in the pooled IBS-C and
CIC double-blind placebo-controlled trials. Severe diarrhea was reported in 2% of the LINZESS-treated

patients. The incidence of diarrhea was similar between the IBS-C and CIC populations [see Adverse
Reactions (6.1)].
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In post-marketing experience, severe diarrhea associated with dizziness, syncope, hypotension and
electrolyte abnormalities (hypokalemia and hyponatremia) requiring hospitalization or intravenous fluid
administration have been reported in patients treated with LINZESS.

If severe diarrhea occurs consider dose suspension and rehydration.

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared with rates in the clinical trials of another drug and
may not reflect the rates observed in practice.

During clinical development, approximately 2570, 2040, and 1220 patients with either IBS-C or CIC were

treated with LINZESS for 6 months or longer, 1 year or longer, and 18 months or longer, respectively (not
mutually exclusive).

Irritable Bowel Syndrome with Constipation (IBS-C)

Most Common Adverse Reactions

The data described below reflect exposure to LINZESS in the two placebo-controlled clinical trials
involving 1605 adult patients with IBS-C (Trials 1 and 2). Patients were randomized to receive placebo or
290 mcg LINZESS once daily on an empty stomach for up to 26 weeks. Demographic characteristics
were comparable between treatment groups [see Clinical Studies (14.1)]. Table 1 provides the incidence
of adverse reactions reported in at least 2% of IBS-C patients in the LINZESS treatment group and at an
incidence that was greater than in the placebo group.

Table 1:  Adverse Reactions Reported in at least 2% of LINZESS-treated Patients and at an
Incidence Greater than in Placebo Group Patients in the Two Phase 3 Placebo-
controlled Trials (1 and 2) in IBS-C

LINZESS
Adverse Reactions 290 mcg Placebo
[N=807] [N=798]
% %
Gastrointestinal
Diarrhea 20 3
Abdominal pain® 7 5
Flatulence 4 2
Abdominal distension 2 1
Infections and Infestations
Viral Gastroenteritis 3 1
Nervous System Disorders
Headache 4 3

a: “Abdominal pain” term includes abdominal pain, upper abdominal pain, and lower abdominal pain.

Diarrhea

Diarrhea was the most commonly reported adverse reaction of the LINZESS-treated patients in the
pooled IBS-C pivotal placebo-controlled trials. In these trials, 20% of LINZESS-treated patients reported
diarrhea compared to 3% of placebo-treated patients. Severe diarrhea was reported in 2% of the
LINZESS-treated patients versus less than 1% of the placebo-treated patients, and 5% of LINZESS-
treated patients discontinued due to diarrhea vs less than 1% of placebo-treated patients. The majority of
reported cases of diarrhea started within the first 2 weeks of LINZESS treatment. Fecal incontinence and
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dehydration were each reported in less than or equal to 1% of patients in the LINZESS treatment group
[see Warnings and Precautions (5.2)].

Adverse Reactions Leading to Discontinuation

In placebo-controlled trials in patients with IBS-C, 9% of patients treated with LINZESS and 3% of
patients treated with placebo discontinued prematurely due to adverse reactions. In the LINZESS
treatment group, the most common reasons for discontinuation due to adverse reactions were diarrhea
(5%) and abdominal pain (1%). In comparison, less than 1% of patients in the placebo group withdrew
due to diarrhea or abdominal pain.

Adverse Reactions Leading to Dose Reductions

In the open-label, long-term trials, 2147 patients with IBS-C received 290 mcg of LINZESS daily for up to
18 months. In these trials, 29% of patients had their dose reduced or suspended secondary to adverse
reactions, the majority of which were diarrhea or other Gl adverse reactions.

Other Adverse Reactions

Adverse reactions that were reported in at least 1% and less than 2% of IBS-C patients in the LINZESS
treatment group and at an incidence greater than in the placebo treatment group are listed below by body
system:

Gastrointestinal Disorders: gastroesophageal reflux disease, vomiting
General Disorders and Administration Site Conditions: fatigue

Other Adverse Events

In placebo-controlled trials in patients with IBS-C, less than 1% LINZESS-treated patients and no
placebo-treated patients reported hematochezia; no patient in either treatment group reported melena.
Less than 1% of LINZESS-treated and placebo-treated patients reported allergic reactions, urticaria, or
hives as adverse events.

Chronic ldiopathic Constipation (CIC)

Most Common Adverse Reactions

The data described below reflect exposure to LINZESS in the two double-blind placebo-controlled clinical
trials of 1275 adult patients with CIC (Trials 3 and 4). Patients were randomized to receive placebo or 145
mcg LINZESS or 290 mcg LINZESS once daily on an empty stomach, for at least 12 weeks.
Demographic characteristics were comparable between both LINZESS treatment groups and placebo
[see Clinical Studies (14.2)]. Only data for the recommended LINZESS 145 mcg dose and placebo are
presented. Table 2 provides the incidence of adverse reactions reported in at least 2% of CIC patients in
the 145 mcg LINZESS treatment group and at an incidence that was greater than in the placebo
treatment group.

Page 5 of 19

1.6



Table 2:  Adverse Reactions Reported in at least 2% of 145 mcg LINZESS-treated Patients and at
an Incidence Greater than in Placebo Group Patients in the Two Phase 3 Placebo-
controlled Trials (3 and 4) in CIC

LINZESS
Adverse Reactions 145 mcg Placebo
[N=430] [N=423]
% %
Gastrointestinal
Diarrhea 16 5
Abdominal pain® 7 6
Flatulence 6 5
Abdominal distension 3 2
Infections and Infestations
Upper respiratory tract infection 5 4
Sinusitis 3 2

a: “Abdominal pain” term includes abdominal pain, upper abdominal pain, and lower abdominal pain.

Diarrhea

Diarrhea was the most commonly reported adverse reaction of the LINZESS-treated patients in the
pooled CIC placebo-controlled trials. In these trials, 16% of LINZESS-treated patients reported diarrhea
compared to 5% of placebo-treated patients. Severe diarrhea was reported in 2% of the 145 mcg
LINZESS-treated patients versus less than 1% of the placebo-treated patients, and 5% of LINZESS-
treated patients discontinued due to diarrhea vs less than 1% of placebo-treated patients. The majority of
reported cases of diarrhea started within the first 2 weeks of LINZESS treatment. Fecal incontinence was
reported in 1% of patients in the LINZESS treatment group, compared with less than 1% in the placebo
group. Dehydration was reported in less than 1% of patients in the LINZESS treatment group [see
Warnings and Precautions (5.2)].

Adverse Reactions Leading to Discontinuation

In placebo-controlled trials in patients with CIC, 8% of patients treated with LINZESS and 4% of patients
treated with placebo discontinued prematurely due to adverse reactions. In the 145 mcg LINZESS
treatment group, the most common reasons for discontinuation due to adverse reactions were diarrhea
(5%) and abdominal pain (1%). In comparison, less than 1% of patients in the placebo group withdrew
due to diarrhea or abdominal pain.

Adverse Reactions Leading to Dose Reductions

In the open-label, long-term trials, 1129 patients with CIC received 290 mcg of LINZESS daily for up to 18
months. In these trials, 27% of patients had their dose reduced or suspended secondary to adverse
reactions, the majority of which were diarrhea or other Gl adverse reactions.

Other Adverse Reactions

Adverse reactions that were reported in at least 1% of and less than 2% of CIC patients in the 145 mcg
LINZESS treatment group and at an incidence greater than in the placebo treatment group are listed
below by body system:

Gastrointestinal Disorders: dyspepsia, fecal incontinence
Infections and Infestations: viral gastroenteritis

Other Adverse Events

In placebo-controlled trials in patients with CIC, less than 1% of both LINZESS-treated and placebo-
treated patients reported rectal hemorrhage, hematochezia or melena. Less than 1% of LINZESS-treated
and placebo-treated patients reported allergic reactions, urticaria, or hives as adverse events.
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7 DRUG INTERACTIONS

No drug-drug interaction studies have been conducted with LINZESS. Linaclotide and its active
metabolite are not measurable in plasma following administration of the recommended clinical doses;
hence, no systemic drug-drug interactions or drug interactions mediated by plasma protein binding of
linaclotide or its metabolite are anticipated [see Clinical Pharmacology (12.3)].

Linaclotide does not interact with the cytochrome P450 enzyme system based on the results of in vitro
studies. In addition, linaclotide is neither a substrate nor an inhibitor of the efflux transporter P-

glycoprotein (P-gp).
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C

Risk Summary
There are no adequate and well-controlled studies with LINZESS in pregnant women. In animal

developmental studies, adverse fetal effects were observed only with maternal toxicity and at doses of
linaclotide much higher than the maximum recommended human dose. LINZESS should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

Animal Data

The potential for linaclotide to cause teratogenic effects was studied in rats, rabbits and mice. Oral
administration of up to 100,000 mcg/kg/day in rats and 40,000 mcg/kg/day in rabbits produced no
maternal toxicity and no effects on embryo-fetal development. In mice, oral dose levels of at least 40,000
mcg/kg/day produced severe maternal toxicity including death, reduction of gravid uterine and fetal
weights, and effects on fetal morphology. Oral doses of 5000 mcg/kg/day did not produce maternal
toxicity or any adverse effects on embryo-fetal development in mice.

The maximum recommended human dose is approximately 5 mcg/kg/day, based on a 60-kg body weight.

Limited systemic exposure to linaclotide was achieved at the tested dose levels in animals (AUC = 40,
640, and 25 ngehr/mL in rats, rabbits, and mice, respectively, at the highest dose levels), whereas no
detectable exposure occurred in humans. Therefore, animal and human doses should not be compared
directly for evaluating relative exposure.

8.3 Nursing Mothers

It is not known whether linaclotide is excreted in human milk; however, linaclotide and its active
metabolite are not measurable in plasma following administration of the recommended clinical doses [see
Clinical Pharmacology (12.3)].

Caution should be exercised when LINZESS is administered to nursing women [see Contraindications
(4), Warnings and Precautions (5.1) and Use in Specific Populations (8.4)].

8.4 Pediatric Use

LINZESS is contraindicated in children under 6 years of age. The safety and effectiveness of LINZESS in
pediatric patients under 18 years of age have not been established. In neonatal mice, increased fluid
secretion as a consequence of GC-C agonism resulted in mortality due to dehydration. Due to increased
intestinal expression of GC-C, children under 6 years of age may be more likely than older children and
adults to develop diarrhea and its potentially serious consequences.

Avoid use of LINZESS in pediatric patients 6 through 17 years of age. Although there were no deaths in
older juvenile mice, given the deaths in young juvenile mice and the lack of clinical safety and efficacy
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data in pediatric patients, avoid the use of LINZESS in pediatric patients 6 through 17 years of age [see
Contraindications (4), Warnings and Precautions (5.1, 5.2) and Nonclinical Toxicology (13.2)].

8.5 Geriatric Use

Irritable Bowel Syndrome with Constipation (IBS-C)

Of 1605 IBS-C patients in the placebo-controlled clinical studies of LINZESS, 85 (5%) were at least 65
years of age, while 20 (1%) were at least 75 years old. Clinical studies of LINZESS did not include
sufficient numbers of subjects aged 65 and over to determine whether they respond differently from
younger subjects.

Chronic Idiopathic Constipation (CIC)

Of 1275 CIC patients in the placebo-controlled clinical studies of LINZESS, 155 (12%) were at least 65
years of age, while 30 (2%) were at least 75 years old. Clinical trials of LINZESS did not include sufficient
numbers of subjects aged 65 and over to determine whether they respond differently from younger
subjects.

8.6 Hepatic or Renal Impairment
No dose adjustment is necessary based on hepatic or renal function [see Clinical Pharmacology (12.3)].
10 OVERDOSAGE

There is limited experience with overdose of LINZESS. During the clinical development program of
LINZESS, single doses of 2897 mcg were administered to 22 healthy volunteers; the safety profile in
these subjects was consistent with that in the overall LINZESS-treated population, with diarrhea being the
most commonly reported adverse reaction.

11 DESCRIPTION

LINZESS (linaclotide) is a guanylate cyclase-C agonist. Linaclotide is a 14-amino acid peptide with the
following chemical name: L-cysteinyl-L-cysteinyl-L-glutamyl-L-tyrosyl-L-cysteinyl-L-cysteinyl-L-
asparaginyl-L-prolyl-L-alanyl-L-cysteinyl-L-threonyl-glycyl-L-cysteinyl-L-tyrosine, cyclic (1-6), (2-10), (5-
13)-tris (disulfide).

The molecular formula of linaclotide is CsgH79N150,:Sg and its molecular weight is 1526.8. The amino acid
sequence for linaclotide is shown below:

1 2 3 4 5 6 7 8 9 10 11 12 13 14
H-Cys-Cys-Glu-Tyr-Cys-Cys-Asn-Pro-Ala-Cys-Thr-Gly-Cys-Tyr-OH

| s |
S-S

S-S
Linaclotide is an amorphous, white to off-white powder. It is slightly soluble in water and aqueous sodium

chloride (0.9%). LINZESS contains linaclotide-coated beads in hard gelatin capsules. LINZESS is
available as 145 mcg and 290 mcg capsules for oral administration.

The inactive ingredients of LINZESS capsules include: calcium chloride dihydrate, L-leucine,
hypromellose, microcrystalline cellulose, gelatin, and titanium dioxide.
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12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Linaclotide is a guanylate cyclase-C (GC-C) agonist. Both linaclotide and its active metabolite bind to GC-
C and act locally on the luminal surface of the intestinal epithelium. Activation of GC-C results in an
increase in both intracellular and extracellular concentrations of cyclic guanosine monophosphate
(cGMP). Elevation in intracellular cGMP stimulates secretion of chloride and bicarbonate into the
intestinal lumen, mainly through activation of the cystic fibrosis transmembrane conductance regulator
(CFTR) ion channel, resulting in increased intestinal fluid and accelerated transit. In animal models,
linaclotide has been shown to both accelerate Gl transit and reduce intestinal pain. The linaclotide-
induced reduction in visceral pain in animals is thought to be mediated by increased extracellular cGMP,
which was shown to decrease the activity of pain-sensing nerves.

12.2  Pharmacodynamics

Although the pharmacologic effects of LINZESS in humans have not been fully evaluated, in clinical
studies, LINZESS has been shown to change stool consistency as measured by the Bristol Stool Form
Scale (BSFS) and increase stool frequency.

12.3 Pharmacokinetics

Absorption
LINZESS is minimally absorbed with low systemic availability following oral administration.

Concentrations of linaclotide and its active metabolite in plasma are below the limit of quantitation after
oral doses of 145 mcg or 290 mcg were administered. Therefore, standard pharmacokinetic parameters
such as area under the curve (AUC), maximum concentration (Cpax), and half-life (t,,) cannot be
calculated.

Distribution
Given that linaclotide plasma concentrations following therapeutic oral doses are not measurable,
linaclotide is expected to be minimally distributed to tissues.

Metabolism

Linaclotide is metabolized within the gastrointestinal tract to its principal, active metabolite by loss of the
terminal tyrosine moiety. Both linaclotide and the metabolite are proteolytically degraded within the
intestinal lumen to smaller peptides and naturally occurring amino acids.

Elimination

Active peptide recovery in the stool samples of fed and fasted subjects following the daily administration
of 290 mcg of LINZESS for seven days averaged about 5% (fasted) and about 3% (fed) and virtually all
as the active metabolite.

Food Effect

In a cross-over study, 18 healthy subjects were given LINZESS 290 mcg for 7 days both in the non-fed
and fed state. Neither linaclotide nor its active metabolite was detected in the plasma. Taking LINZESS
immediately after the high fat breakfast resulted in looser stools and a higher stool frequency compared
with taking it in the fasted state [see Dosage and Administration (2.1, 2.2)]. In clinical trials, LINZESS was
administered on an empty stomach, at least 30 minutes before breakfast.
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Specific Populations

Age and Gender

Clinical studies to determine the impact of age and gender on the pharmacokinetics of LINZESS have not
been conducted. See Use in Specific Populations (8.5) for information regarding patients aged 65 years
and older.

Hepatic Impairment

LINZESS has not been specifically studied in patients who have hepatic impairment. Hepatic impairment
is not expected to affect the metabolism or clearance of the parent drug or its metabolite because
linaclotide is metabolized within the gastrointestinal tract [see Use in Specific Populations (8.6)].

Renal Impairment

LINZESS has not been specifically studied in patients who have renal impairment. Renal impairment is
not expected to affect clearance of the parent drug or its metabolite because linaclotide has low systemic
availability following oral administration and is metabolized within the gastrointestinal tract [see Use in
Specific Populations (8.6)].

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, and Impairment of Fertility

Carcinogenesis
In 2-year carcinogenicity studies, linaclotide was not tumorigenic in rats at doses up to 3500 mcg/kg/day

or in mice at doses up to 6000 mcg/kg/day. The maximum recommended human dose is approximately 5
mcg/kg/day based on a 60-kg bodyweight. Limited systemic exposure to linaclotide was achieved at the
tested dose levels in animals, whereas no detectable exposure occurred in humans. Therefore, animal
and human doses should not be compared directly for evaluating relative exposure.

Mutagenesis
Linaclotide was not genotoxic in an in vitro bacterial reverse mutation (Ames) assay or in the in vitro

chromosomal aberration assay in cultured human peripheral blood lymphocytes.

Impairment of Fertility
Linaclotide had no effect on fertility or reproductive function in male and female rats at oral doses of up to
100,000 mcg/kg/day.

13.2  Animal Toxicology and/or Pharmacology

In toxicology studies in neonatal mice, linaclotide caused deaths at 10 mcg/kg/day after oral
administration of 1 or 2 daily doses on post-natal day 7. These deaths were due to rapid and severe
dehydration produced by significant fluid shifts into the intestinal lumen resulting from GC-C agonism in
neonatal mice. Supplemental subcutaneous fluid administration prevented death after linaclotide
administration in neonatal mice [see Contraindications (4) and Warnings and Precautions (5.1)].

In studies conducted without supplemental fluid administration, tolerability to linaclotide increases with
age in juvenile mice. In 2-week-old mice, linaclotide was well tolerated at a dose of 50 mcg/kg/day, but
deaths occurred after a single oral dose of 100 mcg/kg. In 3-week-old mice, linaclotide was well tolerated
at 100 mcg/kg/day, but deaths occurred after a single oral dose of 600 mcg/kg. Linaclotide was well
tolerated and did not cause death in 4-week-old juvenile mice at a dose of 1,000 mcg/kg/day for 7 days
and in 6-week-old juvenile mice at a dose of 20,000 mcg/kg/day for 28 days

Linaclotide did not cause death in adult mice, rats, rabbits and monkeys at dose levels up to 5,000
mcg/kg/day. The maximum recommended dose in adults is approximately 5 mcg/kg/day, based on a 60-
kg body weight. Animal and human doses of linaclotide should not be compared directly for evaluating
relative exposure [see Nonclinical Toxicology (13.1)].
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14 CLINICAL STUDIES
14.1 Irritable Bowel Syndrome with Constipation (IBS-C)

The efficacy of LINZESS for the management of symptoms of IBS-C was established in two double-blind,
placebo-controlled, randomized, multicenter trials in adult patients (Trials 1 and 2). A total of 800 patients
in Trial 1 and 804 patients in Trial 2 [overall mean age of 44 years (range 18 - 87 years with 5% at least
65 years of age), 90% female, 77% white, 19% black, and 12% Hispanic] received treatment with
LINZESS 290 mcg or placebo once daily and were evaluated for efficacy. All patients met Rome Il criteria
for IBS and were required, during the 2-week baseline period, to meet the following criteria:

e amean abdominal pain score of at least 3 on a 0-to-10-point numeric rating scale

e less than 3 complete spontaneous bowel movements (CSBMs) per week [a CSBM is a spontaneous
bowel movement (SBM) that is associated with a sense of complete evacuation; a SBM is a bowel
movement occurring in the absence of laxative use], and

e less than or equal to 5 SBMs per week.

The trial designs were identical through the first 12 weeks, and thereafter differed only in that Trial 1
included a 4-week randomized withdrawal (RW) period, and Trial 2 continued for 14 additional weeks
(total of 26 weeks) of double-blind treatment. During the trials, patients were allowed to continue stable
doses of bulk laxatives or stool softeners but were not allowed to take laxatives, bismuth, prokinetic
agents, or other drugs to treat IBS-C or chronic constipation.

Efficacy of LINZESS was assessed using overall responder analyses and change-from-baseline
endpoints. Results for endpoints were based on information provided daily by patients in diaries.

The 4 primary efficacy responder endpoints were based on a patient being a weekly responder for either
at least 9 out of the first 12 weeks of treatment or at least 6 out of the first 12 weeks of treatment. For the
9 out of 12 weeks combined primary responder endpoint, a patient had to have at least a 30% reduction
from baseline in mean abdominal pain, at least 3 CSBMs and an increase of at least 1 CSBM from
baseline, all in the same week, for at least 9 out of the first 12 weeks of treatment. Each of the 2
components of the 9 out of 12 weeks combined responder endpoint, abdominal pain and CSBMs, was
also a primary endpoint.

For the 6 out of 12 weeks combined primary responder endpoint, a patient had to have at least a 30%
reduction from baseline in mean abdominal pain and an increase of at least 1 CSBM from baseline, all in
the same week, for at least 6 out of the first 12 weeks of treatment. To be considered a responder for this
analysis, patients did not have to have at least 3 CSBMs per week.

The efficacy results for the 9 out of 12 weeks and the 6 out of 12 weeks responder endpoints are shown
in Tables 3 and 4, respectively. In both trials, the proportion of patients who were responders to
LINZESS 290 mcg was statistically significantly higher than with placebo.
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Table 3:  Efficacy Responder Rates in the Two Placebo-controlled IBS-C Trials: at Least 9 Out of
12 Weeks
Trial 1 Trial 2
LINZESS Placebo Treatment LINZESS Placebo Treatment
290 mcg (N=395) Difference 290 mcg (N=403) Difference
(N=405) [95% CI] (N=401) [95% CI]
Combingd Res_ponder* 7 0% 9.7%
@;;&ggigﬁélgnd 12.1% 5.1% [3.2%, 10.9%)] 12.7% 3.0% [6.1%, 13.4%)]
Abdominal Pain
Responder* 7.2% 19.3%
S 30% Abdominal | 343% 201% 1 10.0%, 13.6%] | 8% 19.6% 1 113 205, 25.4%]
Pain Reduction)
CSBM
Responder*
>3 CSBMs and 13.2% 13.0%
fncrease >1 19.5% 6.3% [8.6%, 17.7%] 18.0% 5.0% [8.7%, 17.3%)]
CSBM from
Baseline)

* Primary Endpoints

Note: Analyses based on first 12 weeks of treatment for both Trials 1 and 2

Cl =Confidence Interval

Table 4:  Efficacy Responder Rates in the Two Placebo-controlled IBS-C Trials: at Least 6 Out of
12 Weeks
Trial 1 Trial 2
LINZESS Placebo Treatment LINZESS Placebo Treatment
290 mcg (N=395) Difference 290 mcg (N=403) Difference
(N=405) - [95% CI] (N=401) - [95% CI]
Combined Responder*

. ' 12.6% 19.8%
(Abdominal Pain and 33.6% 21.0% o o 33.7% 13.9% o 0
CSBM Responder) [6.5%, 18.7%)] [14.0%, 25.5%)]

Abdominal Pain
Responder** 12.7% 14.4%
(2 30% Abdominal 50.1% 31.5% | 1580 19506 | 89 | 345% | 1760 21.1%]
Pain Reduction)
CSBM
Responder**

19.0% 25.1%
(Increase 2 1 48.6% 29.6% o o 47.6% 22.6% o o
CSBM from [12.4%, 25.7%)] [18.7%, 31.4%)]
Baseline)

* Primary Endpoint, ** Secondary Endpoints

Note: Analyses based on first 12 weeks of treatment for both Trials 1 and 2

Cl =Confidence Interval

In each trial, improvement from baseline in abdominal pain and CSBM frequency was seen over the first
12-weeks of the treatment periods. For change from baseline in the 11-point abdominal pain scale,
LINZESS 290 mcg began to separate from placebo in the first week. Maximum effects were seen at
weeks 6 - 9 and were maintained until the end of the study. The mean treatment difference from placebo
at week 12 was a decrease in pain score of approximately 1.0 point in both trials (using an 11-point
scale). Maximum effect on CSBM frequency occurred within the first week, and for change from baseline
in CSBM frequency at week 12, the difference between placebo and LINZESS was approximately 1.5
CSBMs per week in both trials.
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In each trial, in addition to improvements in abdominal pain and CSBM frequency over the first 12 weeks
of the treatment period, improvements were observed in the following when LINZESS was compared to
placebo: SBM frequency [SBMs/week], stool consistency [as measured by the Bristol Stool Form Scale
(BSFS)], and amount of straining with bowel movements [amount of time pushing or physical effort to
pass stool].

During the 4-week randomized withdrawal period in Trial 1, patients who received LINZESS during the
12-week treatment period were re-randomized to receive placebo or continue treatment on LINZESS 290
mcg. In LINZESS-treated patients re-randomized to placebo, CSBM frequency and abdominal-pain
severity returned toward baseline within 1 week and did not result in worsening compared to baseline.
Patients who continued on LINZESS maintained their response to therapy over the additional 4 weeks.
Patients on placebo who were allocated to LINZESS had an increase in CSBM frequency and a decrease
in abdominal pain levels that were similar to the levels observed in patients taking LINZESS during the
treatment period.

14.2 Chronic Idiopathic Constipation (CIC)

The efficacy of LINZESS for the management of symptoms of CIC was established in two double-blind,
placebo-controlled, randomized, multicenter clinical trials in adult patients (Trials 3 and 4). A total of 642
patients in Trial 3 and 630 patients in Trial 4 [overall mean age of 48 years (range 18 - 85 years with 12%
at least 65 years of age), 89% female, 76% white, 22% black, 10% Hispanic] received treatment with
LINZESS 145 mcg, 290 mcg, or placebo once daily and were evaluated for efficacy. All patients met
modified Rome Il criteria for functional constipation. Modified Rome Il criteria were less than 3
Spontaneous Bowel Movements (SBMs) per week and 1 of the following symptoms for at least 12 weeks,
which need not be consecutive, in the preceding 12 months:

e Straining during greater than 25% of bowel movements
e Lumpy or hard stools during greater than 25% of bowel movements
e Sensation of incomplete evacuation during greater than 25% of bowel movements

Patients were also required to have less than 3 CSBMs per week and less than or equal to 6 SBMs per
week during a 2-week baseline period. Patients were excluded if they met criteria for IBS-C or had fecal
impaction that required emergency room treatment.

The trial designs were identical through the first 12 weeks. Trial 3 also included an additional 4-week
randomized withdrawal (RW) period. During the trials, patients were allowed to continue stable doses of
bulk laxatives or stool softeners but were not allowed to take laxatives, bismuth, prokinetic agents, or
other drugs to treat chronic constipation.

Efficacy of LINZESS was assessed using overall responder analysis and change-from-baseline
endpoints. Results for endpoints were based on information provided daily by patients in diaries.

A CSBM overall responder in the CIC trials was defined as a patient who had at least 3 CSBMs and an
increase of at least 1 CSBM from baseline in a given week for at least 9 weeks out of the 12-week
treatment period. The CSBM responder rates are shown in Table 5. During the individual double-blind
placebo-controlled trials, LINZESS 290 mcg did not consistently offer additional clinically meaningful
treatment benefit over placebo than that observed with the LINZESS 145 mcg dose. Therefore, the 145
mcg dose is the recommended dose. Only the data for the approved 145 mcg dose of LINZESS are
presented in Table 5.

In Trials 3 and 4, the proportion of patients who were CSBM responders was statistically significantly
greater with the LINZESS 145 mcg dose than with placebo.
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Table 5:  Efficacy Responder Rates in the Two Placebo-controlled CIC Trials: at Least 9 Out of

12 Weeks
Trial 3 Trial 4

LINZESS Placebo Treatment LINZESS Placebo Treatment

145 mcg (N=209) Difference 145 mcg (N=215) Difference

(N=217) B [95% CI] (N=213) B [95% CI]
CSBM Overall
Responder*

16.9% 9.9%

> 0, 0, 0, 0,
fﬁcs‘rfai?:slacngsm 20.3% 33% | 111.0%, 22.80 | 1°5% 56% | 14206, 15.70]
from Baseline)

*Primary Endpoint
Cl=Confidence Interval

CSBM frequency reached maximum level during week 1 and was also demonstrated over the remainder
of the 12-week treatment period in Trial 3 and Trial 4. For the mean change from baseline in CSBM
frequency at week 12, the difference between placebo and LINZESS was approximately 1.5 CSBMs.

On average, patients who received LINZESS across the 2 trials had significantly greater improvements
compared with patients receiving placebo in stool frequency (CSBMs/week and SBMs/week), and stool
consistency (as measured by the BSFS).

In each trial, in addition to improvements in CSBM frequency over the first 12 weeks of the treatment
period, improvements were observed in each of the following when LINZESS was compared to placebo:
SBM frequency [SBMs/week], stool consistency [as measured by the BSFS], and amount of straining with
bowel movements [amount of time pushing or physical effort to pass stool].

During the 4-week randomized withdrawal period in Trial 3, patients who received LINZESS during the
12-week treatment period were re-randomized to receive placebo or continue treatment on the same
dose of LINZESS taken during the treatment period. In LINZESS-treated patients re-randomized to
placebo, CSBM and SBM frequency returned toward baseline within 1 week and did not result in
worsening compared to baseline. Patients who continued on LINZESS maintained their response to
therapy over the additional 4 weeks. Patients on placebo who were allocated to LINZESS had an
increase in CSBM and SBM frequency similar to the levels observed in patients taking LINZESS during

the treatment period.

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

e 145 mcg Capsules: White to off-white opaque hard gelatin capsules with gray imprint "FL 145"
Bottle of 30: NDC 0456-1201-30

e 290 mcg Capsules: White to off-white opaque hard gelatin capsules with gray imprint "FL 290"
Bottle of 30: NDC 0456-1202-30

Storage

Store at 25°C (77°F); excursions permitted between 15°C and 30°C (59°F and 86°F) [see USP Controlled

Room Temperature].

Keep LINZESS in the original container. Do not subdivide or repackage. Protect from moisture. Do not

remove desiccant from the container. Keep bottles tightly closed in a dry place.

17 PATIENT COUNSELING INFORMATION

See FDA-approved patient labeling (Medication Guide).
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Patients should be instructed as follows:

e Do not give LINZESS to children who are under 6 years of age. It may harm them. You should
not give LINZESS to children 6 to 17 years of age. It may harm them [see Contraindications (4),

Warnings and Precautions (5.1), Use in Specific Populations (8.4) and Nonclinical Toxicology (13.2)].

e Keep LINZESS in the original container. Do not subdivide or repackage. Protect from moisture. Do
not remove desiccant from the container. Keep bottles closed tightly in a dry place [see How
Supplied/Storage and Handling (16)].

e Take LINZESS once daily on an empty stomach as prescribed. The first meal of the day can be
consumed 30 minutes after taking LINZESS. [see Dosage and Administration (2.1 and 2.2)].

e If you miss a dose, skip the missed dose. Just take the next dose at your regular time. Do not take 2
doses at the same time.

e Do not crush or chew capsules or capsule contents. Swallow the capsule whole _or, for adult patients
with swallowing difficulties, the contents of LINZESS capsules, may be given with applesauce or in
water. Sprinkling of LINZESS beads on other soft foods or in other liquids has not been tested.

For administration in applesauce:
1. Place one teaspoonful of applesauce at room temperature into a clean container.
2. Open the capsule
3. Sprinkle entire contents (beads) onto applesauce.
4. Consume all of the beads and applesauce immediately. Do not chew the beads.
5. Do not store the mixture of beads and applesauce for future use.

For administration in water:

Pour approximately 1 ounce (or 30 mL) of room-temperature bottled water into a clean cup.
Open the capsule

Sprinkle entire contents (beads) into the water

Gently swirl beads and water for at least 10 seconds.

Swallow the entire mixture of beads and water immediately.

Add another 1 ounce of water to any beads remaining in cup, swirl for 10 seconds, and swallow
immediately.

Do not store the bead-water mixture for future use.

oukrwnE

N

For nasogastric or gastric feeding tube administration:

1. Open the capsule and empty the beads into a clean container with 1 ounce (30 mL) of room-
temperature bottled water.

2. Mix by gently swirling beads for at least 10 seconds

3. Draw-up the mixture of beads and water to an appropriately sized catheter-tipped syringe and
apply rapid and steady pressure (10 mL/10 seconds) to dispense the syringe contents into the
tube.

4. After administering the bead-water mixture, flush nasogastric/gastric tube with a minimum of 10
mL of water.

e Stop LINZESS and contact your physician if you experience severe diarrhea [see Warnings and
Precautions (5.2)].

e Seek immediate medical attention if you develop unusual or severe abdominal pain, and /or severe
diarrhea, especially if in combination with hematochezia or melena [see Adverse Reactions (6.1)].
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LINZESS® is a registered trademark of Ironwood Pharmaceuticals, Inc.

Distributed by:
Allergan USA, Inc.
Irvine, CA 92612

Marketed by:
Allergan USA, Inc. Ironwood Pharmaceuticals, Inc.

Irvine, CA 92612 Cambridge, MA, 02142

©2016 Allergan and Ironwood Pharmaceuticals, Inc. All rights reserved
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MEDICATION GUIDE
LINZESS® (lin-ZESS)
(linaclotide) capsules

Read this Medication Guide before you start taking LINZESS and each time you get a refill. There may be
new information. This information does not take the place of talking to your doctor about your medical
condition or your treatment.

What is the most important information | should know about LINZESS?
e Do not give LINZESS to children who are under 6 years of age. It may harm them.
e You should not give LINZESS to children 6 to 17 years of age. It may harm them.

See the section “What are the possible side effects of LINZESS?” for more information about side
effects.

What is LINZESS?
LINZESS is a prescription medication used in adults to treat
e irritable bowel syndrome with constipation (IBS-C)

e atype of constipation called chronic idiopathic constipation (CIC). “ldiopathic” means the cause of
the constipation is unknown.

It is not known if LINZESS is safe and effective in children.

Who should not take LINZESS?
e Do not give LINZESS to children who are under 6 years of age.
e Do not take LINZESS if a doctor has told you that you have a bowel blockage (intestinal obstruction).

What should I tell my doctor before taking LINZESS?

Before you take LINZESS, tell your doctor if you:

e have any other medical conditions

e are pregnant or plan to become pregnant. It is not known if LINZESS will harm your unborn baby.

e are breastfeeding or plan to breastfeed. It is not known if LINZESS passes into your breast milk. Talk
with your doctor about the best way to feed your baby, if you take LINZESS.

Tell your doctor about all the medicines you take, including prescription and over-the-counter
medicines, vitamins and herbal supplements.
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How should | take LINZESS?

It is not known if LINZESS is safe and effective when sprinkled on other foods or mixed with other liquids.

Take LINZESS exactly as your doctor tells you to take it.

Take LINZESS 1 time each day on an empty stomach, at least 30 minutes before your first meal of
the day. You should also wait 30 minutes before eating a meal if you take LINZESS with applesauce
or mixed with water.

If you miss a dose, skip the missed dose. Just take the next dose at your regular time. Do not take 2
doses at the same time.

LINZESS capsule should be swallowed whole. Do not crush or chew LINZESS.

0 Adults who cannot swallow LINZESS capsules whole may open the LINZESS capsule and
sprinkle over applesauce or mix LINZESS with bottled water before swallowing.

Taking LINZESS in applesauce:

e Open the LINZESS capsule and sprinkle all of the LINZESS beads onto 1 teaspoon of room
temperature applesauce.

e Swallow all of the LINZESS beads and applesauce right away. Do not keep the applesauce
for future use.

e Do not chew the LINZESS beads.

Taking LINZESS in water:

e Open the LINZESS capsule and pour all of the LINZESS beads into a cup with 1 ounce (30
mL) of room temperature bottled water.

e Gently swirl the beads and water for at least 10 seconds.

e Swallow all of the LINZESS beads and water mixture right away. Do not keep the mixture for
future use.

e If you see any LINZESS beads left in the cup, add another 1 ounce (30mL) of water to the
beads in the cup, swirl for at least 10 seconds, and swallow right away.

Taking LINZESS in a nasogastric or gastric feeding tube:

Gather the supplies you will need to take your LINZESS dose. Your doctor should tell you what size
catheter tipped syringe you will need for your dose. Ask your doctor if you have any questions about
how to give LINZESS the right way.

e Open the LINZESS capsule and pour all the LINZESS beads into a cup with 1 ounce (30 mL)
room temperature bottled water.

e Gently swirl the beads and water for at least 10 seconds.

« Remove the plunger from the catheter tipped syringe, and then pour the LINZESS bead and
water mixture into the syringe and replace the plunger.

« Remove the cap from the syringe, insert the tip of the syringe into the nasogastric or gastric
feeding tube and push the plunger all the way in to give the dose.

After giving the LINZESS dose, flush the nasogastric or gastric tube with at least 10 mL of water.

What are the possible side effects of LINZESS?
LINZESS can cause serious side effects, including:

See “What is the most important information | should know about LINZESS?”
Diarrhea is the most common side effect of LINZESS, and it can sometimes be severe.
e Diarrhea often begins within the first 2 weeks of LINZESS treatment.

e Stop taking LINZESS and call your doctor right away if you get severe diarrhea during
treatment with LINZESS.

Other common side effects of LINZESS include:

e gQas
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e stomach-area (abdomen) pain
o swelling, or a feeling of fullness or pressure in your abdomen (distention)
Tell your doctor if you have any side effect that bothers you or that does not go away.

These are not all the possible side effects of LINZESS. For more information, ask your doctor or
pharmacist.

In addition, call your doctor or go to the nearest hospital emergency room right away, if you
develop unusual or severe stomach-area (abdomen) pain, especially if you also have bright red,
bloody stools or black stools that look like tar.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-
1088.

How should | store LINZESS?
e Store LINZESS at room temperature between 68°F to 77°F (20°C to 25°C).
e Keep LINZESS in the bottle that it comes in.

e The LINZESS bottle contains a desiccant packet to help keep your medicine dry (protect it from
moisture). Do not remove the desiccant packet from the bottle.

o Keep the container of LINZESS tightly closed and in a dry place.
Keep LINZESS and all medicines out of the reach of children.

General information about LINZESS

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not
use LINZESS for a condition for which it was not prescribed. Do not give LINZESS to other people, even
if they have the same symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information about LINZESS. If you would like
more information, talk with your doctor. You can ask your doctor or pharmacist for information about
LINZESS that is written for health professionals. For more information, go to www.LINZESS.com or call 1-
800-678-1605.

What are the ingredients in LINZESS?

Active ingredient: linaclotide

Inactive ingredients: calcium chloride dihydrate, L-leucine, hypromellose, microcrystalline cellulose,
gelatin, and titanium dioxide

LINZESS® is a registered trademark of Ironwood Pharmaceuticals, Inc.

Distributed by:

Allergan USA, Inc.
Irvine, CA 92612
Marketed by:

Allergan USA, Inc. Ironwood Pharmaceuticals, Inc.
Irvine, CA 92612 Cambridge, MA, 02142

© 2016 Allergan and Ironwood Pharmaceuticals, Inc. All rights reserved.

This Medication Guide has been approved by the U.S. Food and Drug Administration Revised: 08/2016
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DIEDZEHERA LT D Z LT TE RN o7,

MBPERFREMEER (CIC)

T AT T AR 31



VFrrms R 1.6
HNEFERRKRE
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UFruaF N7 T7 =gy 7 7—8 C (GC-C) fFE¥ETh D, VI 7 uTF KL ZDOEMERH
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7273, 100 meg/kg/ H O HEIF 5% TIIET AR Hivl, 3o~ 7 2 TiX, 100 megkg/H T
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2RBROT A NI O 12 E TIEFE—ThH-o72n, Rk 1 TEZ 0% 4 BEOMIEALIE
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FHIIE H T, FRED 1B TR—=2 T A VDI ORERE A 27 5 30%LL FE L, CSBM 23
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TN 30%LL R L, R—=AT A b CSBM 2N 1 [EILLEHINL, &YIOEE 128055 638
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JEJG L AR L A —* 19.79% 14.4%
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3R T UETR K O CSBM BHE DR— R T A 02D OBEN RGO 5 12 B TR b,
11 B P DRI A 77— L D_R— 2T A v B O EIZE LTk, & 138 TAAI 290 meg & 7
TEROEPRBD LIULL O, BIFIL6-9EHITHRRE D, RERKE TREE CRife L7z, 128
HTROOLNTZT TR EDFEENRZT DT OB T HERA 27 OFK 1.0 SO T TH -
7o (11 BRPED A — V2 i), CSBM BHEEIZ KT 2 e RENRILEE 1 HLLNICRE S v, 12 38 H
D CSBM BHEDR—Z T A b OECEIZEAT 57 78R EARF L OZEINTHOREBR T
IZH) 15 [T o Tz,

ZNENORERTIL, RO CNTIEREBIMICI T 2500 12 BEFIZIBIT 5 CSBM BHE DI
FIIMNA T, WOBEBIZEBWTARANTY 7B REICH L CHh#EEZ /R LTz : SBM #HE (SBM/H),
fERAR (BSFS Cill) #EERFOWE ZOFRE (W& LD - EE)

ARER 1 O 4 EMOBEELIEF IR X, 12 B OB TP IcAR 2 RS S B8 %
77 | AR SUIAH 290 meg fkfe G- OWT NI EEIELE Y 11 Lz, 77 BRICHEED
T ST AR G- B Tl CSBM B K OVETR D BEAEE A 1 R LANIZ N—Z T A AEIZR -
T2, N—=RAT AL CEALT D 2 L id o T, AAIE G Ak LI-BE T, &5
4 AN D72 VIRFIZKT T D OB HERF S 7o, AANCHID (1T b le 7 7 B RGBT,
CSBM AEENEEM L, MR DO L-VULMET L7y, ZiUXiaEE AR # 585 TR b
LV ERBEETCH - T,

14.2 BitRREER (CIc)

FRNBFEZXRE L2140 " EHEKR, 772 RdR, EiELL, SRixkFERBR G5k 3 &
W 4) IZBWT, CICHERDIRFEIC T DAK O A ZMEAHEST S iz, KBk 3 TIEEE 642 #i, ABk
4 TUZ 630 B HEFE AR 48 1k (FPH : 18-85 f%. 12%728 65 ibd ) . &M 89%. A 76%.
BAN22%., B A= 7R 10%] (2K LTAH 145, 290 meg XT7 TR %Z 1 H 1 [HHERE L,
BIMEE TN L7z, X CORE DEEREMEERM O LET Rome 1T FEHEICAE L=, &iT L7= Rome II
FUEIT HARYEE (SBM) 2% 3 IR, KON ZE 12 » A B CTUL FOIERO WA 12 LA
b QR THDILETRY) BOLNDLZEE LT

« HHED 25%LL LD E A

o PEED 25%Lh o RIS ST

o HEED 25% LI E DR

Fio, 2HMOR—AT A I CSBM 23 3 [BIAGH, SBM B3l 6 BILLFCTHHZ & &L
7zo IBS-C DEMEIZEET 2 LR AR A LE L T HEEO & 2 BE TR LT,

2REBROT VA ANIFAD 12 BE TIEFE—Th o7, B3 TIEI 51T 4 BEOEIEAILIGE
ik (RW) i &2 3T 7=, R, — & EORRMER TADUIIR TR Ok 513580 5T
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AT HEERE ORI 2 B B9 & L7t oo 1358

VAR Z— T RN — 2T A v b DZAEOFHIIE H 2 iV TRl L

7o I E ORESRIL, BEDEH BEEICRERT 2 BRI ES W TR,

CIC #BRIZII1T 54 CSBM L AR & —I%, FED 1 M T CSBM 28 3 BILL BT, "= T A
U225 CSBM A 1 [RIBL EEINL, BHEMM 128055 9L E, ZOEBICAELIZEE LE
F L7, CSBM VARV F—DEIGERSITRT, Hx D _HEMRT 7 B ARFRERIZIBWNT,
AH 145 meg B G-Ri% BRI 5 AAK| 290 meg B GRED 77 R KV ENTBKRMICEROH DR

BRI B L TROLNRN -T2 b 145 meg R E L L7, KR HETH 5 145 meg
DT —H DI AT SITRT,
bR 3 OV 4 2BV T, Al 145 meg BD CSBM L AR X —DE|E

377 B AREL D HEHRY

ICHE BT > T,
#£5: 20T T EARXE CICHBRICBIT 28IV AR X —F  FH5E 1R2EOHS L 9 ML E
A3 Bk 4
142?“ P54 | FSERREL ljfﬁ“ F5% | FSERREL
g;‘cg REE D3 gg‘cg R D3
(N=217) (N=209) [95%CI] (N=213) (N=215) | [95%CI]
4 CSBM VAR F—
*(CSBM 3 3[EILL LT, . . 16.9% . . 9.9%
R—Z25 A H 5 CSBM 20.3% St [11.0%, 22.8%] 15.5% 5.6% [4.2%, 15.7%]
23 1 B LL_EHE)

*E SR H
CI={EHH X W]
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1.6

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
Constella 290 micrograms hard capsules

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each capsule contains 290 micrograms of linaclotide.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard capsule.

White to off-white-orange opaque capsule (18 mm x 6.35 mm) marked “290” with grey ink.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Constella is indicated for the symptomatic treatment of moderate to severe irritable bowel syndrome with
constipation (IBS-C) in adults.

4.2 Posology and method of administration

Posology

The recommended dose is one capsule (290 micrograms) once daily.

Physicians should periodically assess the need for continued treatment. The efficacy of linaclotide has been
established in double-blind placebo-controlled studies for up to 6 months. If patients have not experienced
improvement in their symptoms after 4 weeks of treatment, the patient should be re-examined and the benefit
and risks of continuing treatment reconsidered.

Special populations
Patients with renal or hepatic impairment
No dose adjustments are required for patients with hepatic or renal impairment (see section 5.2).

Elderly patients
For elderly patients, although no dose adjustment is required the treatment should be carefully monitored and
periodically re-assessed (see section 4.4).

Paediatric population
The safety and efficacy of linaclotide in children aged 0 t018 years have not yet been established. No data
are available.

Constella should not be used in children and adolescents (see sections 4.4 and 5.1).

48



1.6

Method of administration

Oral use. The capsule should be taken at least 30 minutes before a meal (see section 4.5).
4.3 Contraindications

Hypersensitivity to linaclotide or to any of the excipients listed in section 6.1.

Patients with known or suspected mechanical gastrointestinal obstruction.

4.4  Special warnings and precautions for use

Constella should be used after organic diseases have been ruled out and a diagnosis of moderate to severe
IBS-C (see section 5.1) is established.

Patients should be aware of the possible occurrence of diarrhoea and lower gastrointestinal bleeding during
treatment. They should be instructed to inform their physician if severe or prolonged diarrhoea or lower
gastrointestinal bleeding occurs (see section 4.8).

Should prolonged (e.g. more than 1 week) or severe diarrhoea occur, medical advice should be sought and
temporary discontinuation of linaclotide until diarrhoea episode is resolved may be considered. Additional
caution should be exercised in patients who are prone to a disturbance of water or electrolyte balance (e.g.
elderly, patients with CV diseases, diabetes, hypertension), and electrolyte control should be considered.

Linaclotide has not been studied in patients with chronic inflammatory conditions of the intestinal tract, such
as Crohn’s disease and ulcerative colitis; therefore it is not recommended to use Constella in these patients.

Elderly patients
There are limited data in elderly patients (see section 5.1). Because of the higher risk of diarrhoea seen in the

clinical trials (see section 4.8), special attention should be given to these patients and the treatment benefit-
risk ratio should be carefully and periodically assessed.

Paediatric population

Constella should not be used in children and adolescents as it has not been studied in this population. As GC-
C receptor is known to be overexpressed at early ages, children younger than 2 years may be particularly
sensitive to linaclotide effects.

4.5 Interaction with other medicinal products and other forms of interaction

No drug-drug interaction studies have been performed. Linaclotide is rarely detectable in plasma following
administration of the recommended clinical doses and in vitro studies have shown that linaclotide is neither a
substrate nor an inhibitor/inducer of the cytochrome P450 enzyme system and does not interact with a series
of common efflux and uptake transporters (see section 5.2).

A food interaction clinical study in healthy subjects showed that linaclotide was not detectable in plasma
either in fed or in fasted conditions at the therapeutic doses. Taking Constella in the fed condition produced
more frequent and looser stools, as well as more gastrointestinal adverse events, than when taking it under
fasting conditions (see section 5.1). The capsule should be taken 30 minutes before a meal (see section 4.2).

Concomitant treatment with proton pump inhibitors, laxatives or NSAIDs may increase the risk of diarrhoea.

In cases of severe or prolonged diarrhoea, absorption of other oral medicinal products may be affected. The
efficacy of oral contraceptives may be reduced and the use of an additional contraceptive method is
recommended to prevent possible failure of oral contraception (see the prescribing information of the oral
contraceptive). Caution should be exercised when prescribing medicinal products absorbed in the intestinal
tract with a narrow therapeutic index such as levothyroxine as their efficacy may be reduced.
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4.6  Fertility, pregnancy and lactation

Pregnancy
There is limited amount of data from the use of linaclotide 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 during pregnancy.

Breast-feeding
As systemic exposure to linaclotide is minimal, excretion in breast milk is not likely, although it has not been

evaluated. Although at therapeutic doses no effects on the breastfed newborn/infant are anticipated, in the
absence of human data, the use during breast-feeding is not recommended.

Fertility
Animal studies indicate that there is no effect on male or female fertility.

4.7  Effects on ability to drive and use machines
Constella has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of safety profile

Linaclotide has been given orally to 1,166 patients with IBS-C in controlled clinical studies. Of these
patients, 892 patients received linaclotide at the recommended dose of 290 micrograms per day. Total
exposure in the clinical development plan exceeded 1,500 patient-years. The most frequently reported
adverse reaction associated with Constella therapy was diarrhoea, mainly mild to moderate in intensity,
occurring in less than 20% of patients. In rare and more severe cases, this may — as a consequence — lead to
the occurrence of dehydration, hypokalaemia, blood bicarbonate decrease, dizziness, and orthostatic
hypotension.

Other common adverse reactions (>1%) were abdominal pain, abdominal distension and flatulence.

Tabulated list of adverse reactions

The following adverse reactions were reported in controlled clinical studies at the recommended dose of
290 micrograms per day with frequencies corresponding to: 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) and very rare (<1/10,000) and not
known (cannot be estimated from the available data).
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MedDRa ver
system organ y Common Uncommon Rare Unknown
common
class
Infections and Gastroenteritis
infestations viral
Faecal incontinence
Abdominal Defecation urgency
pain Lower gastrointestinal
Gastrointestinal Diarrhoea Flatulence haemorrhage including
disorders Abdominal haemorrhoidal haemorrhage
distension and rectal haemorrhage
Nausea
Vomiting
Skin and Rash
subcutaneous
tissue disorders
Metabolism and Hypokala_emla
. . Dehydration
nutrition disorders .
Decreased appetite
Nervous system -
. Dizziness
disorders
Vascular disorders Orthostatic hypotension
Blood
Investigations bicarbonate
decreased

Description of selected adverse reactions

Diarrhoea is the most common adverse reaction and is consistent with the pharmacological action of the
active substance. 2% of treated patients experienced severe diarrhoea and 5% of patients discontinued
treatment due to diarrhoea in clinical studies.

The majority of reported cases of diarrhoea were mild (43%) to moderate (47%); 2% of treated patients
experienced severe diarrhoea. Approximately half of the diarrhoea episodes started within the first week of
treatment.

The diarrhoea resolved within seven days in about one third of patients, however 80 patients (50%)
experienced diarrhoea with a duration of more than 28 days (representing 9.9% of all patients treated with
linaclotide).

Five percent of patients discontinued treatment due to diarrhoea in clinical studies. In those patients in which
diarrhoea led to discontinuation, it resolved after a few days of discontinuing treatment.

Elderly (>65 years), hypertensive and diabetic patients reported diarrhoea more frequently as compared to
the overall IBS-C population included in the clinical trials.

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.

49 Overdose

An overdose may result in symptoms resulting from an exaggeration of the known pharmacodynamic effects
of the medicinal product, mainly diarrhoea. In a study in healthy volunteers receiving a single dose of 2,897
micrograms (up to 10-fold the recommended therapeutic dose) the safety profile in these subjects was
consistent with that in the overall population, with diarrhoea being the most commonly reported adverse
event.
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Should an overdose occur, the patient should be treated symptomatically and supportive measures instituted
as required.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other drugs for constipation, ATC Code: A06AX04

Mechanism of action

Linaclotide is a Guanylate Cyclase-C receptor agonist (GCCA) with visceral analgesic and secretory
activities.

Linaclotide is a 14-amino acid synthetic peptide structurally related to the endogenous guanylin peptide
family. Both linaclotide and its active metabolite bind to the GC-C receptor, on the luminal surface of the
intestinal epithelium. Through its action at GC-C, linaclotide has been shown to reduce visceral pain and
increase Gl transit in animal models and increase colonic transit in humans. Activation of GC-C results in an
increase in concentrations of cyclic guanosine monophosphate (cGMP), both extracellularly and
intracellularly. Extracellular cGMP decreases pain-fiber activity, resulting in reduced visceral pain in animal
models. Intracellular cGMP causes secretion of chloride and bicarbonate into the intestinal lumen, through
activation of the cystic fibrosis transmembrane conductance regulator (CFTR), which results in increased
intestinal fluid and accelerated transit.

Pharmacodynamic effects

In a cross-over food interaction study, 18 healthy subjects were administered Constella 290 micrograms for 7
days both in the fasting and fed state. Taking Constella immediately after a high fat breakfast resulted in
more frequent and looser stools, as well as more gastrointestinal adverse events, compared with taking it in
the fasted state.

Clinical efficacy and safety

The efficacy of linaclotide was established in two randomised, double-blind, placebo-controlled Phase 3
clinical studies in patients with IBS-C. In one clinical study (study 1), 802 patients were treated with
Constella 290 micrograms or placebo once daily for 26 weeks. In the second clinical study (study 2), 800
patients were treated for 12 weeks, and then re-randomised for an additional 4 weeks treatment period.
During the 2-weeks pre-treatment baseline period, patients had a mean abdominal pain score of 5.6 (0-10
scale) with 2.2% of abdominal pain-free days, a mean bloating score of 6.6 (0-10 scale), and an average of
1.8 spontaneous bowel movements (SBM)/week.

The characteristics of the patient population included in Phase 3 clinical trials were as follows: mean age of
43.9 years [range 18 - 87 years with 5.3% > 65 years of age], 90.1% female. All patients met Rome Il criteria
for IBS-C and were required to report a mean abdominal pain score of > 3 on a 0-to-10-point numeric rating
scale (criteria that correspond to a moderate to severe IBS population), < 3 complete spontaneous bowel
movements and < 5 SBMs per week during a 2-week baseline period.

The co-primary endpoints in both clinical studies were 12-week IBS degree of relief responder rate and

12 week abdominal pain/discomfort responder rate. An IBS degree of relief responder was a patient that was
considerably or completely relieved for at least 50% of the treatment period; an abdominal pain/discomfort
responder was a patient that had an improvement of 30% or more for at least 50% of the treatment period.

For the 12 weeks data, study 1 shows that 39% of the patients treated with linaclotide compared with 17% of
the patients treated with placebo showed response to IBS degree of relief (p<0.0001) and 54% of the patients
treated with linaclotide compared with 39% of the patients treated with placebo showed response to
abdominal pain/discomfort (p<0.0001). Study 2 shows that 37% of the patients treated with linaclotide
compared with 19% of the patients treated with placebo showed response to IBS degree of relief (p<0.0001)
and 55% of the patients treated with linaclotide compared with 42% of the patients treated with placebo
showed response to abdominal pain/discomfort (p=0.0002).

6
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For the 26 weeks data, study 1 shows that 37% and 54% of the patients treated with linaclotide compared
with 17% and 36% of the patients treated with placebo showed response to IBS degree of relief (p<0.0001)
and abdominal pain/discomfort (p<0.0001) respectively.

In both studies, these improvements were seen by week 1 and sustained over the entire treatment periods
(Figures 1 and 2). Linaclotide has been shown not to cause rebound effect when the treatment was stopped
after 3 months continuous treatment.

Fig. 1 IBS Degree of Relief Responder Fig 2. Abdominal Pain/Discomfort Responder
70 70
* p value < 0.0001 * p value < 0.0001
60 60 ” S—
S 50 L sl -
n L 4 /
c 4 M = 20pg s 0 ./ = 20pg
c c
S 10 :/ —0— Placebo S 30 O/ —o— Placebo
%] [%]
r oo e £ m»
10 10
0t 60—
1 2 3 4 5 6 7 8 9 1011 12 1 2 3 45 6 7 8 9 10 11 12
Trial Week Trial Week
Pooled Phase Ill Efficacy clinical studies (Study 1 and 2) Pooled Phase IlI Efficacy clinical studies (Study 1 and 2)
OC Approach (ITT Population) OC Approach (ITT Population)

Other signs and symptoms of IBS-C including bloating, complete spontaneous bowel movement (CSBM)
frequency, straining, stool consistency, were improved in linaclotide treated patients vs. placebo (p<0.0001)
as shown in the following table. These effects were reached at 1 week and sustained over the entire treatment
periods.

Effect of Constella on IBS-C symptoms during the first 12 weeks of treatment in the pooled phase 3
efficacy clinical studies (studies 1 and 2).

Placebo Linaclotide
Main secondary efficacy (N =797) (N =805)
parameters 19- Change 19- Change
Baseline from Baseline from LS Mean
weeks . weeks . :
Mean baseline | Mean baseline | Difference
Mean Mean
Mean Mean
Bloating -
(11-point NRS) 6.5 5.4 -1.0 6.7 4.6 -1.9 -0.9
CSBM/week 0.2 1.0 0.7 0.2 2.5 2.2 1.6*
Stool consistency *
(BSFS Score) 2.3 3.0 0.6 2.3 4.4 2.0 1.4
Straining -
(5-point ordinal scale) 35 2.8 -0.6 3.6 2.2 -1.3 -0.6

*p<0.0001, Linaclotide vs Placebo. LS: Least Square
CSBM: Complete Spontaneous Bowel Movement

Treatment with linaclotide also resulted in significant improvements in validated and disease-specific
Quality of Life measure (IBS-QoL; p<0.0001), and EuroQoL (p = 0.001). Clinically meaningful response in
overall IBS-QoL (> 14 points difference) was achieved in 54% of linaclotide treated patients vs. 39% in
placebo treated patients.
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Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of clinical studies with
Constella in one or more subsets of the paediatric population in functional constipation. See section 4.2 for
information on paediatric use.

5.2 Pharmacokinetic properties

Absorption
In general, linaclotide is minimally detectable in plasma following therapeutic oral doses and therefore

standard pharmacokinetic parameters cannot be calculated.

Following single doses of up to 966 micrograms and multiple doses up to 290 micrograms of linaclotide,
there were no detectable plasma levels of parent compound or the active metabolite (des-tyrosine). When
2,897 micrograms was administered on day 8, following a 7-day course of 290 micrograms/day, linaclotide
was detectable in only 2 of 18 subjects at concentrations just above the lower limit of quantification of

0.2 ng/ml (concentrations ranged from 0.212 to 0.735 ng/ml). In the two pivotal phase 3 studies in which
patients were dosed with 290 micrograms of linaclotide once daily, linaclotide was only detected in 2 out of
162 patients approximately 2 h following the initial linaclotide dose (concentrations were 0.241 ng/ml to
0.239 ng/ml) and in none of the 162 patients after 4 weeks of treatment. The active metabolite was not
detected in any of the 162 patients at any time point.

Distribution
As linaclotide is rarely detectable in plasma following therapeutic doses, standard distribution studies have
not been conducted. It is expected that linaclotide is negligibly or not systemically distributed.

Biotransformation

Linaclotide is metabolised locally within the gastrointestinal tract to its active primary metabolite, des-
tyrosine. Both linaclotide and des-tyrosine active metabolite are reduced and enzymatically proteolyzed
within the gastrointestinal tract to smaller peptides and naturally occurring amino acids.

The potential inhibitory activity of linaclotide and its active primary metabolite MM-419447 on the human
efflux transporters BCRP, MRP2, MRP3, and MRP4 and the human uptake transporters OATP1B1,
OATP1B3, OATP2B1, PEPT1 and OCTN1 was investigated in vitro. Results of this study showed that
neither peptide is an inhibitor of the common efflux and uptake transporters studied at clinically relevant
concentrations.

The effect of linaclotide and its metabolites to inhibit the common intestinal enzymes (CYP2C9 and
CYP3A4) and liver enzymes (CYP1A2, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 and 3A4) or to induce liver
enzymes (CYP1A2, 2B6, and 3A4/5) was investigated in vitro. Results of these studies showed that
linaclotide and des-tyrosine metabolite are not inhibitors or inducers of the cytochrome P450 enzyme system.

Elimination

Following a single oral dose of 2,897 micrograms linaclotide on day 8, after a 7-day course of

290 micrograms/day in 18 healthy volunteers, approximately 3 to 5% of the dose was recovered in the
faeces, virtually all of it as the des-tyrosine active metabolite.

Age and gender
Clinical studies to determine the impact of age and gender on the clinical pharmacokinetics of linaclotide

have not been conducted because it is rarely detectable in plasma. Gender is not expected to have any impact
on dosing. For age related information, please see sections 4.2., 4.4., and 4.8.

Renal impairment

Constella has not been studied in patients who have renal impairment. Linaclotide is rarely detectable in
plasma, therefore, renal impairment would not be expected to affect clearance of the parent compound or its
metabolite.

Hepatic impairment
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Constella has not been studied in patients who have hepatic impairment. Linaclotide is rarely detectable in
plasma and is not metabolised by liver cytochrome P450 enzymes, therefore, hepatic impairment would not
be expected to affect the metabolism or clearance of the parent drug or its metabolite.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety pharmacology,
repeated dose toxicity, genotoxicity, carcinogenic potential and toxicity to reproduction and development.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule contents

Cellulose, microcrystalline

Hypromellose

Calcium chloride dihydrate
Leucine

Capsule shell
Titanium dioxide (E 171)

Gelatin
Red iron oxide (E172)
Yellow iron oxide (E172)

Capsule ink
Shellac

Propylene glycol

Ammonia solution, concentrated
Potassium hydroxide

Titanium dioxide (E 171)

Black iron oxide (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

Unopened bottle: 3 years.
Once the bottle is opened, the capsules should be used within 18 weeks.

6.4  Special precautions for storage
Do not store above 30°C. Keep the bottle tightly closed in order to protect from moisture.

The bottle contains one or more sealed canisters containing silica gel to keep the capsules dry. Keep the
canisters in the bottle.

6.5 Nature and contents of container

White, high density polyethylene (HDPE) bottle with a tamper evident seal and a child-resistant screw cap,
together with one or more desiccant canisters containing silica gel.

Pack sizes: 10, 28, 60 and 90 capsules. Not all pack sizes may be marketed.

1.6
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6.6  Special precautions for disposal

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

7. MARKETING AUTHORISATION HOLDER
Allergan Pharmaceuticals International Limited
Clonshaugh Industrial Estate

Coolock

Dublin 17
Ireland

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/801/001

EU/1/12/801/002

EU/1/12/801/003

EU/1/12/801/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 26 November 2012

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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K171 BFEITHIEHF (ED 1)

— A4 R YJ 27 aF F (Linaclotide)

Wi5e4 U v B A5E 0.25 mg

=4 T AT T AR A St

AREHH —
BAMBEA R | —
BRETAHR | —

FR X5y fuysE 48 S

fb5E

H—Cys—Cys—Glu—Tyr—=Cy s*Cylfs—Asn—'Pro—'Ala—Cys—'Thr—'GIy—C\r—Tyr—OH

A - & YUPREE025mg/ 7 4N bsa—T 4 U TEELEEF Y 7 0T K025 mg

RIEE - AR

(R AP I (o A

ZNRE « BRI B

ERRLE B EGIEGRHAR O AR TH 2 R FHFE L AT 21T o 72 E T, R OUEDNE S

WY AHHE | WARVEHRICH LT, AFOBEAE2EETLZ L,
DERE
k- AR | @%, AV F27eF RELT05mg % 1 B 1E, SEICRAKRET D,

728, JERITEY 025 mg IZJHET 5,

M- HEICB

HEOTRALbONLBZNNH L DT, EROFIEZ 0B L, AR zEREKE L]

AR LE | Wk, EHMICARIORGEOLEM R RET A2 L, (TBERABIER] OEB)
DVEE
&5 el
35 R (ROBEIITHRG Lignz L)
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(2)

BT PZE ST ZE DRV D D BE
AFN DRSS LI BUE D BEAEE D & % &
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AIER
KRR E T OE PR RER CEALREIEIGE R BE 2 R L2 7 L2 RE
Bk 855 B, EEIRMREEMAR T 2 & LeplEMARBUERIX 184 B (21.5%) TH Y, E7RHE]
PERNE A 111 1] (13.0%) Thotz, KR : @F@)])
(1) HEKRZ2EIEA
BEEOTH BEERHD) . BEOTRAND LRI BETNNH DT, EROBBE 451
BEL, BENEOONZGEAICEAR ZWESTTIET 5728, WYRAEEITH Z &,
) ENEERRBR TIEA DTN, M ORRRRER, MO TIR%E O FARERIC LY
WMESNTWDREWER D=0, BHERH,
2) Z=othoREIER
LIFD X9 RBIERANGED LN AITIHERICG UT, BEXEFIET 528, @R
WEZITH Z &,

5%L E 1~ 5%A i 1% A5

Mg K ;rY >~ =ik

PR E

H Ik TH (13.0%) | M85 REE AP, MR, REEE,
Jit, ERSLEE MR O L, &
i, FKME

— % - AHE FEN, D18

B RO 55

RAYN: =

JHRHE SRR iR

ERIR R A ALT (GPT) L5, AST (GOT) L&,
mevrey bE&, ey osLE
H, mH~Y 7V %) FER, y-GTP
Hn, A fERkEaEd, Y > k5,
I/ SRS

B K OV % e PREA

FEBUEE Y, AGREFE COENERRBROMRIZESNHTNS,
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— I EERE I AEEEENME T LW 0T, BIERAORRICEETDHZ L,

iTh, PER, RILmE~ORYG

(1) $E0R%% 0 SRR L T B ATREVE D & 2 I8 A IZTE 9 L OB RE a4 |
[\ LM SN DERICOREEST D 2L, UFRETO®REICET LM TR L
T, BiER (v v R) ClEEE BREEAECRMEE OBRIEOWERS)
WEENh TV, ]

(2) FEHbE AP OIFASDZEEILET 5 Z EREE LY, RS2 ST RS54
Bl AR T SED 2 L, IRAFOBRGIZET 2L EMITMN L TR0, ]

INRE~DEE.

ERHARE, #HAR, IR, SIRSUNRICHT D a3 LT, AR

BRASZ2, 2 BT OISR Tl T T =iy 7 5 —F C SRRFHEER LN

EVIHIERD Y, AFIOKBIEAOBREIRBICL > CTEERTHOY A7 RNEEIRBZ
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TER H
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x17-2 EERMA—E1 (ED1)

— R4 T N XTF o~ A gt (Trimebutine Maleate)
HRE4 T LF% /% 100 mg
T L L UHIRL 20%
e FH i = 28 R SRR U4t
HKFRAFEH A L/ v (IBERGE4) 1984 42 H 15 H
L% Ak (IBARTE4) 1986 4= 6 A 25 H
LX) U, BLX ) MK 1988 4F 5 A 31 H GHEBUMEMIEGEE ZhaeiBin)
T L&/ U8 100 mg 2007 -3 H 22 H
T L HIRL 20% 2007 43 A 22 H
HiMiEA R | —
HEAEHAR | 19143 A6 H
H X 5 —
(A
0}
HasC-0 0~ > CHs
HiCo A [COQH
HaC |
HSC/O COzH
KOG AREEAA

HIE - & &

BLX ) UBE100mg T 4NV A T—T 4 U TEELEET R AT F o~ LA VR 100 mg
LX) VAR 20%, A 7 a i T AL LTEARIRI L g R U X T F U~ LA U EEHE 200 mg

ZIHE - DR MBIEHE RIS DIHEEIEIR (RS R, Eul, B, MEAZm )
R I E A
BEE - BIRICE] | 2L
A Lo
EE
A& - & 181 E RIS 2 LRI T 555

FNIATF o~ A UEE LT, @EMAL HE300mg (BE: 358 Mk.:1.5g %3
T TRABS T 5,
A, JERIC L 0 EEHET 5,

W E GRS T 254
FNUATFo~L A VRS LT, WA 1 B & 300~600 mg (B : 3~6 §E, KL : 1.5
~3.0g Z3ENIHIFTRAOKGT D,

M- AR | 2L
B4 5 A LD
HEE
=ik 2L
2HE 2L
A EoEE | 1. BMEM

ERAREER (5 - IER 1,515 B9, BHWERZNHE SN720iX 74 6 (4.88%) T, Fie
RIVEFEERL 20 24 (1.32%), A 104 (0.66%), TH#i 8 1 (0.53%) ETh o7z,
i AR TR RGREE~ A HE THE) « RUER] 61,246 B, EIERANHAAE SN7=0iX 198
B (0.32%) T, LERRIWERITTRIE 5114 (0.08%), #3214 (0.05%), 5% 22 1 (0.04%),
ZOFERE 18 1 (0.03%), H¥E 141 (0.02%) ETH-o7z,
(1) FEXZFEIEA
FFRERERE S (0.1%A0), #E (BEEERB) : AST(GOT), ALT(GPT), Al-P, LDH,
y-GTP O _LH-5% 0 0 IFRERE, HENLLDLNDLZ RO T, BlEE+S
ATV, BREDSED SNGGIF G2 L, @ERAEERTH Z &,
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2. EiE A0S
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2) TBIHOFANIEST 2L EET, S E B TR TIEAICEIRALEPIESED
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5. WHEOEE

RN AT
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®17-3 EERMA—E2 (D 1)

— R4 TR RYBNWVKRT 4 VI I (Polycarbophil Calcium)
i 2 R VEE 500 mg, = R VS 83.3%
ey awd T AT 7 AR
KAEA H =1 R UEE 500 mg/ = 1R JVARL (IHARFEA) 200047 A 3 H
o v R UHIRL 83.3% 2008 4= 3 A 27 H
HRHMEEA R | —
FEAAFEN B | 200943 H 30 A
Hii X 5 —
==y

CHZ_ (le (lez
COO~ ICH —
scCat |, CHOH
|
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|

CH,——
b

AIE - & &
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Zr R VHIRT 83.3%,  FKE 1 g AR Y BALR T 4 TV Mt L L C 833 mg
1 (06g) O OARYBART 4 TN T KL LT 500 mg

18 (12g) F KYBNERT 4 VBT LFEYE LT 1000 mg
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(5) BALE BEXOEHTERLS) OHDEE R~ aRLELETI2B8EZNH
5, ]

(6) AHND BRI R UIBBUE DBEERED B % B

A LOER

1. JHERS ROBFIIMEEIZESGTDHZ L)
(D) IR e I DRAZRAFOEE (BT U LAMENRD HDOIRLT VN, ]
(2) BELEHER O 5% 517 TV A EBE DROEFAOIER 2SI 28R 5, ]
Q) mHNLT T AMIER D HONRLTWERE (BT AMEZEZ T8ZARH 5, ]
(4) BERIE - (REBIE DS HEE SN D BE K OVE 2UIRITOBED H 5 B [RA O 1+
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=
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NIV T DAF LTINS
DEAE XL — N ETEK
L, BNZHEET 2,

7'a kAR T TREHR)
FRAT T — )b
T T T =)

H, = A HUA
TrEFTV
F=FU
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x17-4 EERMA—E3 (£D1)

—RAIZ TR ARV T — R BEALY) (Mepenzolate Bromide)
e s FF o Y%E 75 mg
£4t4 T AT 7 ARt
KA H FZran g (IHARFE4) 1966 4-8 A 18 H
FZram 8ET7.5mg 2006 4~ 7 H 24 H
FRHMm4EA H 1976 4=7 A 23 H
FEAEFAR | —
HI K5y —
(A
O H 4CH3 Bl‘_
OH N=—CHz3
o B OEGEER
FIF - & & NTranEETSsmgS T ANV A =T 4 T EE LR AN Y T — N ALY 7.5 mg
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Zhie - B | 72 L
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»5, ]
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Wb BENRH D, ]
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T AT T A 10




VFraF R 1.7
FERMR—ER
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&
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8. WA LoEE
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B4 (2D 1)

— R4 R ./ K A-+B (SennosideA * B)
HR7E4 7P = RYE 12 mg
24 JINIT 4 AT o — Rt
KA H TNE= REE (HERGE4) 1961 45 H 8 H
7Y = FEE 12 mg 2009 4F 6 H 26 A
FRHMm4EA H 198148 H 7 H
FEAEFAR | —
H X 5 —
(A
CeH1105—0
SO
SO0N
CeH1105—0
HIFE - & & TAP=FEE12mg/ 1 $EP AP =F (o FEBHEADO LT L) 28 /2 FAB
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2hig - ER B RLE
ZhEE « BVFICH | oL
T2 Eo
HEE
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B4 5 A LD
e
=ik 2L
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(1) ARFNORG Ty 7 v REANGRBUE ORI O & 5 85
(2) AMEEN S D B, Mo BE IEERES LEERIC X v ERSOERE
HETABZENRH D, ]
(3) BEOHKEDH D HBEE [TAIOKRAFRE TITHoRPRNE LN T, EREOERE
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(4) BMERHA FRCBED Y v LAMAE) OHDBHIITRERSEZRTDZ L [FRM/ED
L EEMERERL, REZELTIBENALRD D, ]
FHEE D ROBFITITEG LW L&Al E 250, FFICnEE T 58I EREICRS
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WA EOEE
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A EO
TERk H

2016 49 HEGT (55 10 hR)

1%
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F17-6 EERMM—ES (£D1)

— A4 TR Eazn7y— MY 7 LKFY (Sodium Picosulfate Hydrate)
Wk7e4 F% Y %E25mg
Zx Y~ YRR 0.75%
ey N7 7 —~ kst
HKFRAEH B Fx YN g (IRMRGE4) 197948 H 27 H
F®y_mogE (IHRGESA) 199043 A 9 H
F% Y _u N 0.75% 2009 456 A 26 H
F XY Na U BE 2.5 mg 2009 4F- 6 H 26 H
BAHMEEAR | —
BRAEFAH (KIGHARTLEICR T 2 IBENEDOPERR) 199943 A3 H
Fiil X4y —
{bFHEER
Na0sSO O O 0S0sNa
- H:0
N’l
=
HIFE - & & FHRYNROUEE25mg T AN TA—T 4 U IEELEEPE IR T 7 — b F b Y AR
2.5 mg
F X _a VN 0.75%, WA 1l mL FEax 7y — kb Y v AKFY 7.5 mg
ZhHe - R <T ¥ BE2.5 mg>

&R {ERUE

itk PEE A B

EEA BREEANY U L) 5% OYEERLE

<7 ¥y~ N 0.75%>

A FRAEFLE

Witk HEEHBD

EAl (Bilg N v L) 5% OYEEEE
FIRNC I T 2 NED O YR

KIGHa (X H#R - WHESH aTLEICI T 258 WA O Pk

BEE - BIRICE] | 2L
S RAY W E )
e
Mk - & <T ¥ BE2.S5 mg>

BREMERVEICI, R, RACK LTI B 1[E2~3 EE2ROTE5T5, 7T~15 FO/RRICK L
T, 1B 1E28EZROBEET S,

Witk PEERIE, EEA WREEANY U L) BEHROPHEREICIL, @,
2~3 BEERROEEG T D,

7ok, M, SERIC XV EEHERT S,
<TFyNu WA 0.75%>

AWK LT H1E

BEEWIEOEE, @, A LTI H1E 10~157 (0.67~1.0mL) ZfHKHOEET 5,
AR LTI B 1R, koEETROZEET 5,
AR fi
6 » ALLT | 7~12 % A 1~3F 4~6F 7~15F
&
SRS 2 3 6 7 10
(mL) (0.13) (0.20) (0.40) (0.46) (0.67)
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7
x

&

EERZ R —

F17-6 EERMA—ES (£02)

itk BEERIBI OB A, @E, A LT B 11| 10~157% (0.67~1.0mL) 20595,
EEA (BN v b)) BE%OPHEREDSS, @, AR LT 6~15i# (0.40~1.0mL
) EROELT 5,

FARNC I T DB ENBEYOPEFROSE, @E, AL TI141% (093mL) Z&RO#57
D
KIGHAE (X - NS AIAEICRT 28 NEMOBROY G, 8%, mAICK LR
TEREHE D 10~15 KeHR1TZ 20 mL & 0% 53 %,

72k, i, R R EEEET 5,

AL - AR | 2L
HITAHEM ED
EE
e 2L
s < T XY _0BE2S5 mg>
o (ROBEIZIFHEGE LW L)
(1) AMEE DN S BE BEEEEH0OEIC LY, ERMHEETIBEARNH D, ]
(2) AHND SR U CREBUEDBEERED & 5 BE
<7 Fx vy~ N 0.75%>
e ROBFIITHRG LRI L)
(1) AMEEREDLN S EE BEEEESHOITEIC LY, ERAMEST I BZNRH 5, ]
(2) ARHN ORI R U TRBUEDOBEFERED & 5 B
(3) BEICHEDODH HBEIZFDEREVDOH HBE (KEHRERTLEIZHWSEE)
[ tEEnES o Lt IC L 0 IBE OMIEIC L DIERDSEE L, BEELICES BTN
»5, ]
R EOEE | <7F Va8 2.5mg>
1. &ANEH

Z Xy Na UEEOEKGRRHZ I ARG 85 Flick VT, BWERITRE O b

Mol=, £72, BWEA & SNZBRBAEEOEZENL /R0 -7,

7 XY _u RO TEERME, TR PEERL, EEA RS v L) BS5H%OPEER
HEDZHRE + ZhE T OAFBRE & OVl BT (2 31T 2 RAaMEFEAM R4 7,561 il 92 4

(1.2%) (2 112 oRIWERA GO S, Tt OIER 57 1 (0.8%), I8 15 {4 (0.2%),
B - WEE 12 (02%) SEOMLSER TH -7, £72, BIEM & SN-EEREMED
EaEhLie oz, (A RRAEREER T

UTFDX S REIWERAND b BEICIT G214 2%, @URLEEZITHI Z L,

A
LNl 0.1~5%ATi
FeAH
M e A R J Mg, O, WEM, 8N, 8
RIS, TR
P& LHIRB, BB
il AST (GOT) 4, ALT (GPT)
g R

2. EEREA~ORE

—RRICEIE CIAEEBREAME T L W20 THET 20 EHEETH2 &,

3. kb, PEfm, RIRE~OERSG

TS SRR L TV 2 FIREMED & 20 AT, TR LT RSIEN G2 L[R2 &l
SNDHECOHRFEET D &, DHRTORGITHET 2RI L T, ]

4, #HWHEOREE

FEFIAZATHE « PTP AM2E DAL PTP o — FvHH0 H LTRSS X 9545 = &,
[PTP > — b ORRARIZ K 0, FEWELAES N RE R~ L, FIZIX L2 2 L CHER
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i

EERZ R —

F17-6 EERMAE—ES (€0 3)

RRFEOEEREGINEZ RS 2 Z EnHE SN TN D, ]
<TFyNu WA 0.75%>
1. EERS RoOBEITEERICKRSTHL)
< KIGRAERTLEIZH VD55 >
(1) MFEREROEEREMOBE IFERBEOTTHEIC XV &P RIGR SUIIGEZE %
EULBZENDD, T, BHAEEZACZSEAIIBEZEILICELIBENARH B, ]
Q) BEHREOHHEE FEGEINESHOTTEIC LV RESMEEST I BEANH D, ]
(3) mmE ( [EmE~0EL] OESMR)
2. HEREARNEE
(1) AAZ KIGRAERLE AW TGS, BEIESESOTLEIC LV BENED ERZ%L,
FEHPERBREZAELCDZERZD D, iz, BEICHREOH HEETIE, BAELZETT
GERLCELIRBTNRH DO T, BEICEHEL UIROSEEETHZE, (THEKZ
BIWER] OESHR)
1) BEOBE ORI AR L, ARFHELA1E H 538 5 a0 @ w R O BEE 2
HoTZ L EMR LTRSS TDHI L,
2) AFEEZICEREORTNRD DNEAICIT, BEHOZECHEMRE (Bl X
B, BT, CTE) %47V, WURR@EZITY &,
(2) BETARZ AW CTRIBRAENMLEZ1T O B, BWERAR® bbb G& ks s K
W2 ERBHLHDT, OE O TOMRMITET S Lo+ s2 L,
(3) &A% KIGHREALEICHN2HBE1E, KEHSICERSEL L,
(4) AH%FIFFHCB T 28 NEYOBERICERT 2561, LEICSC CEBE AT
5Tk,
3. EIEM
KFEERME, Wt BEERIEL, &EAl (BB ND U L) EE5ZOPHEEE
T %Y N a RO AKEREE R OME R TR A 1T B T B e Ikt S 7,561 T 92 {4
(1.2%) 12 112 HFORWER RO S, Fab O 5714 (0.8%) , IEE 15 4 (0.2%) ,
HOL - WEME 12 1 (0.2%) ZEOWLEMER Tho7-, 7=, BIEM L SN-EERBAERED
NI e hodz,  (FEAHRGERAR TR
T XV _na CEEOEKGRRHI BT DL AMREHIx 4 85 Bl W T, RIEHIZR D bivZe o
Too ETz, RIER & SNTCEERRAEEOLETIX /20 5T,
KIGHA (X #R - WHESH A& T 2 58 WA O Pk
TRFBIE K OV O 1% O F GRS 1S 381 B 22 MER-ier 2 1,920 17 97 6l (5.1%) 12 120
HORIERNRD b, FebOiMEm 50 4 (2.6%) , IEEMK 26 1 (1.4%) , Bl
171 (0.9%) SEOHLEHEIRTH o7z,  (FHRAK TR
(1) E\EXRZ2EMEM
1) WGPAZE, BEZIL BEARH)  RIBMARILEICHWZGE, IBEICREOS 5 R
FIZBWTIBHEZAEL, BERILCELIBZNANHDLOT, BIEE 02T, B
WEORFERED DN GEICITE 2 AEZ1TH 2 &, ((EERERNER] OHF
ZHR)
2) BImPERAEZR GEEARW) « KBREMLEICHWEGS, Btk KERS S 5bh
LZENHDHOT, BIEEHSITTY, BEPREO LN HEICITEY 22L& LT H
Z b, (IBEEREANEE] OHESR)
(2) ZothogIVER
UTD XS REWERRSD SN HAICITR G2 I 5%, WAL ELITI>Z &,

t

7[%

HH
el NG 0.1~ 5%A i
T
g R A R J Mg, O, WEM, g, I8
PRI, TR
R & RE, RIBE
JikN AST (GOT) &, ALT (GPT)
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F17-6 EERMM—ES (£D4)

ERHE
FEFRAE R D FENE, — il ORI Y

) RIBRAERTVLE AW SE, PHECIERIC X 2 A& K EMRE R I fEOAEIR 23 &
bbb LD,

4. mEE~O&RE

— RS IS RENME T L WA DO TRET 2R Y EETH L,
5. bR, PER, ImE~0O&E
TEI SUTAESR LTS ATRENED 3 5 I AT IE, 1AW LIS it 2 B % & S
NAGBEICOLFEETHZ L, UFETOBRSICET 2 LAMEIIHESL L TV, ]
6. WHEOEE
P50 IRBH (GRIR) S LT LRV &,

W SCED F % Y0 g 2.5mg : 2009 4E 9 HEkET (35 7 0
fEpk A F % v~m NG 0.75% : 2016 4E 10 A &zT (45 9 1)
ik
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#®1.7-7 FEERFE—ZE6 (D 1)

— R4 R fgfb~ 7 %7 & (Magnesium Oxide)
g <75 v 7 Z%E 200 mg
~ 7 F v 7 A% 250 mg
~ 27 F v 7 2% 300 mg
~ 77 v 7 A"E 330 mg
~ 77 v 7 A% 400 mg
~ 77 v 7 A"E 500 mg
~ 275w 7 ACHRL 83%
N i SRR Ut

ARAEHA B ~ 75 v 7 A5E 200 mg 2001461 A 12 H
~ 75 v 7 A5E 250 mg 1999 4£2 A 23 H
~ 75 v 7 A5E 300 mg 2007 452 H 28 H
~ 75 v 7 A5E 330 mg 1999 461 A 20 H
~ 75 v 7 ABE 400 mg 2007 452 H 28 H
~ 75 v 7 A5E 500 mg 2004 42 H 24 H
~ 7T v 7 AHRL 83% 20054210 A 3 H

FRHMm4EA H 19824 1 H (Bt~ x> onhéLT)

FEAEFAR | —

H X 5 —

{bEEE=

MgO

HIE - & &

~ 77 w7 AHE 200 mg, EEE 1 SEFERL~ 7 KT A 200 mg
~ 7T w7 ARE 250 mg,/ EEE 1 BEHFER L~ 7 KT A 250 mg
~ 7T v 7 AEE 300 mg,/ FEHE | gEPEE{L~ 7 %2 U A 300 mg
~ 77 w7 ARE 330 mg, EEE 1 fEFER L~ 7 KT A 330 mg
~ 77 w7 ABE 400 mg, EEE 1 fEHFERL~ 7 K T T A 400 mg
~ 7T v 7 AEE 500 mg,/ FEHE | gEPEE{L~ 7 % 2T L 500 mg
~ 7T 7 AHKL 83%,/ FRL 1g b~ 7 %37 A 833 mg

e 18 (024g) H Wb~ RrUA02g
e 18 (036g) H B~ RrUA03g
3 1E (04g) W B~ XU L033g
e 18 (048g) H Wb~ R U A04g
a1 (06g o Bk~ R U AL05g
1 (08g o Bk~ Rv UL 067g
a1 (12g F Bk~ xvuhlg

e « R

TFRURBIC RIS D BRI & e Ot
B - fEnEE, B (B BEER, AR REER),
PERETRIR, Whw 2 THE, HRRBZIELZ ST

EEH LR R (Rhig

{EFBIE
IREEAETE 71 V2 U BfEA DFAETBE
Zhie « ZhFICB | e L
T2 Eo
R
Ak A& HlmeH & LCHAT 254

Wb~ 32U LE LT, @EHKALH05~1.0g 2B 0545,
MTAIE LCHERT 54
b~ %> ULl LT, BEBRALHR2g ZRAIUITRERELD 3 BIZERR O S3 20,
SOUTELERIC 1 B8535,
JRIBIERR B L L T DG DRAEFBHCHERT 254
Wb~ 27 %> T hELT, BHEBEALR02~0.6g2ZBOKE & HICRAFKRET D,
B, WITNOHAbER, ERICE Y EEEKT 5,
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#®1.7-7 FEERE—E6 (£D 2)

.
i

EERZ R —

M- AR | 2L
HWIHfH LD
TR
ik 2L
35 2L
A EoREE | 1. EEERS ROBECTEECESTL2ZL)

(1) BREEFOHLIEH[E~I7 RV LJEZFI SR TRBENNH 5, ] (T4.81EM (1)

BARZENEM ) OHEZH)

(2) HREREEOCHLEE BRIRZEZ L, RSB T oB8ZhndH 5, ]
() THOHDEE [FTREZELSELIBENRH D, ]
4) "7 FXTULIEDORE [F~ 7R U AUEDERZHEESE BTN H

%, ]

(5) mEnE (I5.mEE~0®&E) OESHR)

BE R IEARER

AEIDOHEEIZEY, M~ 2 MIERHEDOND ZENH D, FiZ, ERIEDHET
13, BHEENERRBE0EEHEUTORETH-Th, EERIRNEZZE DB HE
ENTVWLOT, UTORICHEETSZ &, (4EEM (1) EXALAEWER] OHEZMH)

(1) BERNROFERICEEDDZ &,
(2) BHI®R5 UTERE ~RET 558 ITEMMICIE~ 7% > U AREZRET

L7 ERHCIEET D2 &,

(3) WEM:, BAR, HAKET, BEIRSOERNH SbhEAITIE, RAZTIEL, B
%295 L) BREICIHEET L Z &,

FAAAE
OFHEE BFHcEET 22 L)

AFNIREER, HIBIERSEEZH L TWLH0T, E00OER ORI - Jrtic s 52 5

ZEWDD,

$KH%0 5%

BERARIEAR - HEE TR

PR - fEBRIK T

T IV A TV RPEWE
(FrIH A2V, IF
A7 k)
—a—% /v RPEA
(vervaxthr,
A= L -y

B R R AR R SR R ek
)

(=F Ruevr@g_>-rVvy
L, Ve FRa Ui RY 7L
%)

P

7=

N N N SNy = sl Y 2
Savx ) —BEE T = FIL
FTIENLT

P ZE

N=vI7 IV

5 O IFN ORI MK
TL, EREHTDLE
FNNHBHDOT, FRFEIC
AR SR W SEET
52k,

YT R T L LEEETED
FL— a2, A
DRINAEE SN D,

ToATTA Y
TlLaxy 7

B DA O i EE
NIETFTIT 280 H
%,

B

T AT T AR
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(Vaxyvr, VX R
%)

734l

Txx I T2 F T

MICHELGADZ N
bHOT, RHAHMWEEZ H
FHREEETDHI L,

VFruF R 1.7
mEERMS—EX
#1.7-7 BEERNR—E6 (T0D 3)
2 ANRAERF
FTRTZ =)
TR F
DEV RIS INDOEKNOWI - HE | v~ 72U LAOWEERE

TIZHALE P - (KD pH
ERICED EEABND,

RUYBNET 4 VBT
N

RIBNVRT 4 VTN
PNV o NAPS
TNRD D,

AU ANKRT 4 VBT
AEEBHEEE T ALY
LD LTI A RS
503, AAIOBEN pH L&
VERIZ X 0 s LR

HE2N M S 41D,
‘AU U LMIELEA A | TS DOEROYRNE | ~ 7 FR T ARG DR
Rl A I ORETNND D, RDGA A & T 57z
(FVRF LY RAKRVE | £7-, BHICLY 7oAy | DEBADBND,
ANT DL, RYZAF LR | m—=v2ARb bbb
AR CEET N Y T L) DHERDH D,
IR E & < Dy B YR U LAIEERE | v 7R U LOHELERIX
(FALTFHLY R, & | STRINBH D, o OV SRAMAE 70> B OO TR
Ly MY F—) PEET D70 EZ N
%

KEDOHH, v HLEH

milk-alkali syndrome (7%
Ny AURE, EEFRIR
JE, THE— L REE)
BHLLONLBENRH
DT, BEL AT
WV, 2O 8D IRIER B
Ni-Ge i3 s % f ik
THZ L,

Wy - R v e —
ADFHGET 52 &I2L D,
JRARE COANT T BER
IR %,

fEREF © AT A
iE, (REHET LI — T R,
BREREIRE D & L B

NAva=5 9 NCy ¥

TRARH LT A
50

N i=0 S ey 9= Vi 1)
EEEhER) 2 U S, MG
235 DK - Na ORI % [HE
L, FHizALSE5, K
FNTIXFE TER & 5 0
T, WEOPH T T RIS
BLLO9 < 2D,

4. BIER ROBHIITERICESTHZL)

~ 7T v 7 AHE 250 mg - 330 mg DGO B MR A4 x5 & L7z 95 BlOGIKRERIZ

W, IR LB (1.1%), BEO TR 6] (1.1%) 2D 6, 9% (9.5%) (i~

2T NREOBRK I ERPED DL,

() BEXREIEH
E~ 7Ry AUE BEETRY])  ARIOTREGIZLY, @~ 732U AUIERH 6D
Fu, PR, ERkREE, REMR, MERCELSZ LRSS, Bl - EM, 08, Mo
JEART, BRUR, RERRIAL, KT, EIRGSOEROBFICEETH L L big, mig
~ IRV AOREDOREEAT O 72 EHSICBEEIT), BFEPRD LNGEICT
5k L, W@URNEERTTO 2, LEEIE TeRERE ) DIESMR)
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EERZ R —

#®1.7-7 FEERE—ZE6 (£D4)

2) ZomoEIEH
HE
B ANH
i
HibZR T
ERE MJE~ 7 3> 7 LD L5

) Bz 5T, BEPRO ONEAITIE, R R RO D) A0
BE21TO Z &,

5. mEE~O®RSL
RIE T, B~/ XYY AIEZRZ L, EEREREZZEDHIPRESNTHNEDT
BehHBERMET D E L BICEMNICME~Y 7 20U AREZRET 57 CBIEE +01C
TV, HEICRET L2,
6. I
g, R E~ 7RV LRENEEIZAR Do, TEIEE O, MR,
EilkiEE, FE7r vy 7 OREBEEEOTRER, MELEENH LD Z
ERdBD, WHERIE T4RER (1) EXARIERH] OEBR)
VUNC KERABZEOM G RWVEAICE, BN E S E1T5 ., PRiERs S
bbbl gaicik, LEME NG~ 732 U MREOHEZICIY &
FHOWRIEEZ B L, JERITE U CHEEIRME LTS 2 & (TRIFRICI
TNALBINT T BAFHENAEDNTHDL L OWERH D),
B, IRV AERRETHEDICMERENTNENTH D,
7. WA EOER (w77 v 7 AEEOHOFH)
AT« PTP RO AL PTP > — M SRV B L CIRAT A L o BB &,
(PTP > — R DRREKIZ L 0, BEWBLAE A BRI A~IA L, BIZIEZA 43 2 L CHERR
AREOHEERGIEL RS 2 LAMEShTND,)
8. FOMODIEE
B - RERSICEIVE - BENCHEAEZERL, BRAESZEZ Lo@Erd b,
A D ~7'F v 7 AHE 200 mg 2015 4 10 AYGET (58 5 i)
1ERk H ~ 75 v 7 ABE250 mg 2015 4 10 AdGT (3 7R
~7'F v 7 AHE 300 mg 2015 4 10 AYGET (G5 4 b))
~ 75 v 7 ABE330 mg 2015 4 10 AdGT (3 7R
~ 75 v 7 A8E 400 mg 2015 4F 10 A%GET (5 4 1)
~7'F v 7 AHE 500 mg 2015 4 10 AYGET (58 5 i)
~ 7T v 7 AHIKL 83% 2015 4 10 AdGT (B 6 iR
ikt

T AT T AR 21




;s aF R

.
i

EERZ R —

®17-8 EERMA—ET7 (D 1)

— A4 R e m A k2 (Lubiprostone)
g TITA—F" N7V 24 g
DA AX ¥ VIRT 7 —vE RSt

KREAH 201246 A 29 H

FEHmAEH A —
F3EAEFEAH —

HHIX 5y VAE A= S
b=

CHz

AE - & &

TIT 4= h TN 2dug/ W TR BT RAFAET TR R 24 g

Zhie - Zhik BPEERVE (SRR ARIC L A ERLZBR L)
ZhHE « ZhILICBE | SEFIME L OVEGEMEOBERMI KT D8 ARBRIT R <, AE L ORI STV RN,
I 264 Eo
EE
Ak - & WE, RAICIEAET oA R LT1E24pg % 1 H 20, #8%EOYBHICROKST

Do T2k, FERICE YV EHHET D,

& - HEICE

(1) AFNZ X DB L0 kR DER OUEERN G SN2 E, SUTRITERZED bl

B4 5 A LD AT, IERICIS U TR, RESUITPIEZEB L, ARIZEAR e EGT 520
E ROWEHIEETLHZE (THRSRE 0ESR) |
(2) EEEE T EE O EEEEREE (Child-Pugh 2338727 7 A B XX C) OHHHEETIE, 1[0
24pg % 1 B LEDPOHBT AL, MEICRGTHZ L ( MEERE) , HRpHkE)
DEZM)
(3) EEOBHEEREDH S BETIE, BEORESERICEY 1E24pgZz 1 H1ENDS
Blth4 572 L, HMEICELE T2 ((MEERY) , 3 omEsR) |
s 2L
®E e (ROBEFIITHRG LRI L)
(1) JEE, ~V=THICEDBAENER SN TV D kb n 5 84 HHELEL S
rEENRDH D, ]
(2) AANDRLST K UMEUE O BEEE D 3 2 B
(3) HHRXIHRE L CO D AR b D m A [Tilhd, kR, BHRS~0#h ) 0EER]
A EoREE | 1. EEES ROBFIIERICEEG T L)

(1) WS NI EE OSRERE D H 5 BE [RFISUIIEMEHY O f P A EF-9
2BENEDHD (THE - HEICHEET 260 EoEs), [3EpEhhe omEsR), ]
(2) EEOBMERED S D HBE [(AFIULEERBHH oM FREN EF+ 58200
Ho (HE - AECEET 2 ForsE), Ty omEsm), ]
2. HEREARMEE
B B CTHRILTERAME SN TWA DT, MRS AR H B N GT 554
IR A 21T 5 72 CIHRF TRV L 2T 5 2 &, £72, AFIOEIRICKIET
fERRPEIC DWW TREIC I L, RIERITRHT T2 2 &, 22k, ARSI
RAHER S NIZBA b AT, EHICEMCEET S L), HETsZ L8,
3. EIEA
TGRS I B2 MR 5B (1 B 48 ug #5-41) 315 B, 196 1 (62%) (ZERHM
EMERT Z2ETENERPRD vz, ERBIWERIZTH 95 61 (30%), L7361 (23%)
HETholz,
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®17-8 EERMA—ET7 (£02)

1.7
RERZA—ER

Z D OEIEH

AR O &5 BRSO b HEITIHERITIS U T, BEXITILET 2L, )

RAEEITH Z &,
5%LL b 1~ 5% Tii 1 %A R NTEDS
[IIRGPVAON =i
U LR E
o R KB IBEE
law946) BAEHR
SR
1R R R A FEIED F U, BAHED
F, EHR, IR,
S
EEO [EIEEPE D F U
TR
1Ll = Eufles HENR
I R 55 1ZTYH AR 1fiL )
M s, MOsn IR K] WK
K O hm e
H W T (30%), | IE R A PR | AR, PR (R Sl
WL (23%), | &, MEEOEE | n, HimtEE K,
B (6%) i, MM WP RE LR, DA
PR, R i
F2 & K O E, FLEE 32
R TR
R T Y AON W, SRR,
AL A PR
EHEERO | R R K Jfogs, AR, B (K
EkERE (5%) SRR, R, FIE,
1Y)
il R AR A M e UL 8, | mERT
H7 LT F R ARF
F—B M, 7 K
FEEAN, A RV 70 R
UOREAN, IR 3R B
m, A -7 ek
FUAT =T —EH,
JRFT R B, ~F
Ju v, (KE
m, A EREEm,
U

KEBEHREITBOTRERD STV D EIVER D 72 6 58 R
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UFsuF K

.
i

EERZ R —

x17-8 EERMA—ET7 (£D3)

4. ElE~OEL
— R EEE AT AR (TFHERE, BHREE) MK T L TW2 T, EEROFRIUCH
BL, tohBlgEriTo L
5. Idhm, pER, fRILE ak*f\a)f%i?
(1) 3 SUTIERE L TV A ATREME O & B if N3G LawnwZ &, [[PH] TERk LA
Bz W= ER (T v ~) T, BHABROKRE~OBITHARD LTV, i,
i ER (ELEY ) TRIEELPIHESR WD, ((#R), [ZooEE)
DIEHMR) ]
(2) BRI DI ANCITAFIE G PR 2R S5 2 &, [PH] CE# L 7=A#H %2 M
wt@%%%(7/%)f,m%bﬁﬂﬁ¢~®%ﬁﬁﬁ%éﬂ1wéJ
6. /INRE~DERE
INRERT T D 22 M IS L TR (i RRBR 2 22 00)
7. #EHEOEE
HRHFNAZATH « PTP A3 DAL PTP o — b2 HV H L TR A X H#5ET 5 = &,
[PTP o — M OBEERIZ XY, FWELA TS REREEA~FIA L, TITITZRLEZRE 2 L THERR
AREOEERGIHEZ RIS D Z L3 MEINTND, ]
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ARSI 72 RN A A b T,
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R R A 244512 A 0.109~3.27 mg4 HL[EIRR O %5
K OV Rl A 3685112 K] 0.25~1 mgZ 1 H 1[H7H [E]
AR O35 5 U7 3 AH S ONEPEGH T d 2 i
F v U ARO I ¢&V“T&T@ﬁﬁﬁii?@
KT 129, o (E R O B e i AR
44601 | 2 ASF] 0.0625~0.5 mg7% 1 [ 1[a[438 ] & 72 1388
MG Uiz & 2 ORK L OWLTF 1 o AR IMAE R R X
TRCORACTER FRRMTH o729, ZORER K
0. AR OV PEIZIEF IR LR ST,

(1) AAIOKFE I 71 H B HEIT0.5 mgTh 5,
2. Rt

AANIRFRIZBN T, ¥ R BRI
EMERBE TH AT 1 o ARICRET S, E_m
ARTF RRRARH T I BBRIZRE &7z (in vitrogk
B 7,
3. #HEEH

AANICYPOIE 1T 539, £/, RANEONTHE
PG T DT 1 o ARIZCYPS) %@meAz
2B6, 2C8, 2C9. 2C19. 2D6. 2E1 K% 3A4/5) 2%t
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2. REAREHER

ELOFEIE 77 & A B 8 B R TRER] gl
Bas T LIBE D> b, BAITHREL W= LT ER
Rt e LT, AF05SmgE 1 HIEFIEFIZ, 7I&
AR EHE &Iﬁﬁﬁ%&ﬁ%%abfﬂﬁmg
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1.8.2.2 3EE - MRE L UVAE - AEDRERN
1.8.2.2.1 3 11858 [CL-0012] DERREHERER

W51 MRAE - B REIESRRBR [CL-0012] (22 DD 83— kb 7220, S— k1 T, FEmin
RER N BYER O ctE & 5t 82, V7 aF RO 7 & KEROES (025, 1 mg XiX7 7 ER)
L7z & & 0Rerk, RN, EWEER OENZRICOWTHRET LD, 23—k 2 T, sk
RN B R OV 2 R80T, AR OB ERIC >V TR G R O R%E S (0.25mg) @ 2 &4
e 2 S O T ) 5 2 P S b U e, MU TP ORZEAAR S OV OARGEY) MM-419447 DIRFEIX,
RTOHRE BN TER R (LLOQ) Kl CTho7- (RZALA LLOQ = 0.20 ng/mL,
MM-419447 @ LLOQ = 2.0 ng/mL),

PEEBEBE 5 A S PMERIETMEM S MO U 2 MUERAR R 7 — /L 2 2 7 YA
LRA A, W, BE&0 (BRBES, BAikE), B (RBEITH, Rkt ZEEDR,
BB A BB L LI — R EET VAW THEI Lz, 7 U X MAERIKRA 7 —L 22
T OFEEG P EEOZE (BEEEG — &AL (90% CD 1%, 0.68 (0.33-1.02) THV, AAlTH
HATHARTREBES T, AR RT VA MERRA 7 — L 227 O EANRD b,
FARPEE (SBM) #HEE, S22 HARYEE (CSBM) BHER OWEALAOEIEEL A 2T TH, AFIOK
B G TOIT)FRRBANRBO b, WEEERTIE, BAHEGICHSTRERS T, ZE
MR E o7z, YIEPEEE CORFRIT, AAIOKE#G T LT,

HEFGHBEEIGIL, 025 mg B HREORFTES T 722% (13/18 fil), B#%EH T 85.0% (17/20
B) Tholz, WTHOELERETHIZEFRBEORBILETH -T2, WT IO 5540:C 2 fiILL
FZHONIAEERIL, TH EEZET), BFE, BR&XOEREN Ch -7, THRITR D%
BBHENRWAERFSTH Y, BERIL, BTG T61.1% (11/18 f), A% 5 T 85.0% (17/20
Bl) THY, BRHEGTEPoT, AEFROBRETIE, B%EE T FRNHRLI 1 FI0FL%
FE LW SN2, TOMIZTRTERETH ST,

7 AT T AR 6
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R0 LBy, FI1ARE - BSREZERR [CL-0012] TiX, BiS LRI~ #%
B UTeRRIZITEIFERR R E L, THRIORBE S @ o7oh, KRR CTHLNIZHEHFRLD
FREZIEEAERBRETHY, WTFhORAECBWTHLEeM, ZRMICHBEITV 2 & 3R
TV, Fi, BHARFOZERE [MCP-103-103] 12C, B#%BEIE, ZEEREE &
T, XvHERICEHEOEOPEE L7 2 EARENTWD, FIZ, EFEMFELY, ([F
WEMEERERE (IBS-C) BEFIZBWTE, BFLEBINT 52 LI Xk o TR - AP HE
TEHZELEBEZILNDLTD, RAIZERNICRETHZ L8, B - @A REOHEESZN
WD RLE AT D Z N TEXHAMREERH D Z L h, AFIOREEZRAIREGETDHZ &
NEUTHY, FEEFLVWEDORMEETND,

UlbozZ & Xy, 52/ [CL-0021] KO 3 M5Bk [CL-0031] (ZdkiF 2 HIEL, s C
DL L R, SRR GICRE LT,

1.8.2.2.2 % 2 tH548R [CL-0021] DEGPREAEREHE

2 FRBRICR W T, FEFMEE TH D N2 MEICRIT 5 IBS JERO S EENRDO L AR
VHE—E] X, TTBAREET23.2%, 0.0625 mg BT 36.2%, 0.125 mg # T 38.7%, 0.25 mg #ET
34.8%, 0.5mg HET383%THY, WTNOHETH 7 EARFELD 10%LL EEFY, —EDRhE
DRRD BT, TICH 3 MHRE [CL-0031] TEEFAMER & L THICRET S, N2 @Mk
F% CSBM D L AR & —3) TiE, HEEFRICHENT 28 AR5 Y, 77 B AL ik LT,
0.0625 mg #£ T 8.6%, 0.125 mg #E T 6.5%, 0.25mg #£ T 11.6%, 0.5 mg FE T 19.9%mE <, 0.5 mg if
TIEHFAICAE B =D R S 1u7- (Fisher’s exact 8, ZEMITFHEEET), CSBM #EE DN
PIEDOZEAETIE, 77 B AR L OZEDFIREG 2 FEEIZ 0.0625 mg HED b HIME T 237 6 1,
0.5mg BT 1 UL EDENA L=, SBM BEOENEEEOZELETIE, 77 BREE L DEDFHE
FEHREEIMENE 0.125 mg #EUL ECRIBEOE CTH -7, ERROBEFEEEOEETIE, 7R
T & OEOFREYE - FIEI BRI ZEIME A - b Tz, £z, 12 8MICET 2ERRO
FEME T, HEERAICSEDRDBRBD i, 025mg BEE 0.5 mg FECB W TIERFE &5 2
BIAHKEIZE LT, WEAROEIEE AR 2T OETFHEOELETIE, 77 R L DEOHRE
AN B AR 72 AR T A1 23 22 & 4L 7

Fiz, Vo7 aF ROFEHERIZESSAFEFRTHL THARDHEORWAHEFRRTHY,
ZOFRBENEXT 7 v AREET 2.7% (3/113 #1), 0.0625 mg FET 6.9% (8/116 f51]), 0.125 mg FET 15.3%
(17/111 $511), 0.25 mg #ET 17.9% (20/112 %1), 0.5 mg #ET 14.0% (15/107 5i)) ToH-o7=, FHOD
FLPETIE, 0.0625 mg BET 0.9% (1/116 1), 0.125 mg BET 2.7% (3/111 #1), 0.25 mg FET 2.7% (3/112
B) NREFETH 7203, 0.5 mg BFETOD 15 2G0T OMITT X TEETH - 72,

UbkoExsv, 05mgETo N2 EMIZIT 5 IBS ERO ik %%@vxfyﬁ~$J&
O T2 BMICEIT D CSBM D L AR H—3 ] IZBIT 50 G0 s & bICZ MR S
koﬁk,@%%®7—5fﬁ,%ngﬁ@%lE%MﬁiE%@T@T%é3%%ZT%U
MO 3 M RITH ER AR BRI UIEFE LR TH D 5 b T M2 Tz, BiZ

T AT T AR 7
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EAETIE, EFEOEZEZ TROBIRNEINT L & TRINDLZ L, TR XY BEITH
THREMNEDV AT PNERTHEEZLNDZ LD, 05mg LY EWVHEZ &S T 5 LM
PNEEBEZ LR, —J, 025mg BETIE, T2 HEICEIT D IBS ER O EH RO L AR
Z—F] KO TIR2EMCBITS CSBM DL AR H—R | TTT7BREELY S 10%LLE EA-T
WDHHOD, HERBIZH L TO0.5mg &0 BIEMABTHWEB X 6, THIOFEB TIL 025 mg &
0.5mg (XZFEEDL LTz,

EoT, V7 aF FEE0Smg DHERHE LB b7,

1.8.2.2.3 ZE 31H5ER [CL-0031] DERREGHERER

HF 3T ARRB_EERU TR LLEREAER

93RRI, EEFHMEEA 2 2 HARE L, 2 #REICRT 5 IBS JERO ML ED RO
vxﬁyﬁ—$Jﬁ,f§?ﬁﬁ?rM%(wmgﬁtwwafugﬁ BiF5H CSBM DL A
Ry X =1L, 77 BHRBET19.1%, 0.5mgBET34.9% TH Y, WO EEFMER 2\ T
b B 2= R S A7 (Fisher’s exact FRE) o

@ﬁ%ﬁ@av%émﬁ&ﬁﬁ%mﬁﬁuw CSBM 73 d » 1o RE ORIG 1L, 77 B ARHE
10.0%, 0.5 mg & 24.9% CTdH > 7=, #IEEG5EAA 24 FEILANIZ SBM 235 - I BRE O BI&1E, 7
T B AR 45.8%, 05 mgHE723% Cholz, WTNOHEA S, 7T BARREE 0.5 mg #EO I Tt
FHICAHEREN A B, 0.5 mg FEO MR 5-BA%E 24 REEILANIZ CSBM X3 SBM 78 & - 72 ik
%@iﬂ X, 77 BAREEL Y &)y 72 (Fisher’s exact fRiE) ., 12 WENCI 1D SBM D L AR H—

, EERBIGENRD L AR H—RB RO « B ARPEGGEZN IR DO L AR ¥ —FR T,
77t$ﬁ&oh@ﬁ®w@?%%%Kﬁ%&%ﬁ$%m,mmgﬁ®vxﬁyﬁ—$ﬁf§t
AEEL D &) o7 (Fisher’s exact FRE) ., CSBM #E, SBM #EE, (AR KL DN & S D HSEE A
a7 O THEOELETIE, 77 vREEE 0.5 mg BEOERT, T X COFMlR A CHFHICA
BRENLLI, 05mg HEOELEIXT TR EEL D KR&Eho7- G5 EHT), IBS-QOL HA
FERR DRGSO AR ER S OBLE T, 2FRESROMOER CIEHEIcEE R
HONIEho T2, ZEHERMBERERO TURERRORT 4 « £ A=V ROHRAERTT
TARREE 0.5 mg BFEDO LI CHFHINCEBEREN R LN GO HH .,

F7o, AROEBIERHICESSAEELRTHL THIBRBBHEDOGVWAFRERTHY, TO%
BEISIXT 7 B ARBET04% (1251 1), 0.5mg #ET 9.6% (24/249 i) Toho7-, FHROFRET
%, 7T BREET04% (17251 61), 0.5mgBET 1.2% (3/249 f5il) NPEETH 7273, TOMIT
TRTRETHo T,

UEDEEBY, 0.5mghEcd v N2 @M 5 IBS EROBRUEN RO L AR Z—3F)
KOt T1I2 ICIE1T % CSBM D L AR Z—3 | (IZBWTHo R AR R SN, £, &

AR LTIX05mg 2 12 B OEE Lz & I RERMEITRVWEE Z BT,

R EHER

T AT T AR 8
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FROFE 3T T AR EHE R TR RGRBR A 2 T LI BRE D 5 b, BATENER
7o LToREf 2 k5 & LT, $§0ﬁ@%151@%ﬁ%:,f?tfﬂ%*ﬁéﬁﬁﬁﬁ%w%
AR AT T 52 MER ARG Lo, AHI2Y 52 G- Sz 164 FiC , IBS SR D2
UCEN R OB L AR > 2 —3R OV CSBM O] L AR H—2T, ztiﬁu&ﬁﬁ'ﬁﬁ %, HMERFRIIC
L, Tk, h—EIcHB Lz, £, RIEROTHRICE T, 164 B 6 151 (3.7%) 28
WAL, 164 B4 16 ] (9.8%) AT LN HELOERIFOZL IXEIE LT,

UEbEDLBy, 0.5mg LY MBS IEROBMRUGEDNROBEM L AR 2 —F | KO [CSBM
DO L AR —3 ) ITBW TG LD YEER D s S, 52 R E THRITRET T 5
e FikE Lz, F7, ZAMEICBLTIX 0.5 mg & S2 MR 0BG L & & ICRE RME
enWkEz b,

1.8.2.2.4 FERIREBRAIEN o EDNT-HER

Lo Esv, F2/HRER [CL-0021] DOEERRERAE X D AA] 0.5 mg MHEEHRELEZE 2 6N
7o AFN05mg HDWIET TR % 12 B 0BG U728 3 MRBR [CL-0031] @ —HEEHMBD
BRIRBRE L 0, 0.5 mg BEIC KV IBS-C BEIZTXET 58 WM RGE S v, Z28MEIZBI LTk 0.5 mg
R EMREOEEG Lz L XICRERMEIT VW EB 2 b, —F, AK10.5mg (0.25 mg ~D
PR ATRE) % 52 WG L7256 3 MHEER [CL-0031] OERRAEL Y, AAF0.5mg 2 EH#EE
L7cBRDZ ML & IR HER ST, ZaMIZE LTI 0.5mg & 52 HFRAHKE L7
& FTRE MBI, AFOFEHENTER T D LEZX 605 TR, KEIZOWNT, DI
RIS U Tl ERE - (KEAITH 2 & THRRAREEE 2T,

F7o, 2 MHREER [CL-0021] KO 3 MHER [CL-0031] TiL, #IRATLSNOIEERIES G & FF
L TWIZR, AR ORI R B R mbgnﬁ#oto

U boEEBy, IBS-CEFICH L THEIMNE, ZRMUENHERINTI LD, 2 - IR LK UH
B HEZUTOEBYHEE L,

(ZhRE - 2hR]
(PR M M RE (i

(A% - AE]

WH, RAIIZY 7 ueF RELTO0Smga 1 B 1A, BENCRAKRST5,
2B, JERIZE Y 025 mg I ET S,
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B 5RO IRE
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(1) AEAR5E - i SOTEERE LT 2 "TREE O & D lat NIIZIEHE O A EEN fait % ERl%
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(1) ERZENWERIZOWT
WA OEEARGER K O IZ 3V T, R e, (R AR LRI % 5- 0
BRAE L2 E W, Ko, EEORE (B4 ) vAlE, (85 8 v AMES),
Wi AK K OV A 2 K3 5 e SEMEAR MR 2 5 EHEE O TRIZHE S Th Y, —Hod
FIZBT D THOEFEIC B EERLETH D EEXHRE LT,

Q) EOMOEWERIZSWT
AR £ COENERRBEORIEN (BRREMERE HET) O/REFTH LT,

2. EBE~OEEIZONT
BT CITABENET L TWAZ XL WO T, BHEAOIEOEEME D - DICHRTE
L7,

3. MRS, PESR, BIBE~OEEIZONT
(1) MRS DR e S R RMEIIHL SN TE T, £72, BWER (U R)
Tha RN (R RAREORE L O R OERREE) NG SN TWDH T ENBRE LT,
(2) AT DEEHRRERD 70 < BRI STV RN E D BERE LTz,

4. /PRE~OFEEIZHOWVNT

AENX, RASOFERZXNRE LTEY, /WNE~OERKRERN 2, ZaMkidf L LT
20N, 2L F ORI TIIRAICE R T =gy 7 T —F C (GC-C) ZREREIENS
WEW DS &N H Z L [Cohen, 1988], B FEER (Wi~ U R) TIEARELL YD BIEMAEND
FELEARELTRY, BEOPKNRNTHS Z ENHEINTNDZ EnG, WML, FF
WCHLEA~DOERICE L COEEMENRNETH D L EZ LN ORE L,
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RXE (F)

pNES EU
L T Boxed Warning 42 B AR
/26, KENZ, 6 BE TONREREITITHE | 0 m~18 KD/NRICKITLY F 7T
SHNE | FLARVI L, VT FiEsh | ROREHEROEMRITECHL S
(AAFER) | ~UACBOTHAIC YL & | TRV, 7=,
Bl L, 68~17 o/ Nam | AHl 2/ NEROFDOFEICEE LD
FAHT B ARFN O R ITET D 2| Lo
& I8 BRI /NRBFICH T A | 44 %ﬁu REERCER EOER
Bl D2 AR O ke & | DREOFEDEE SR E LIEAAO
TR, %‘%i;@ﬁméﬂfb\iﬁb\ b, Zh
LOBEICAAN KRG LRV &,
GC-C ZAMWITHEFin CilaRFE BT 5
ZERHBNTEY, 2 mARHO/NL
IFRZ Y 7 uF ROREEZITOT
WEEZHD,
THEHAE Boxed Warning 4.2 Posology and method of
(JES0) LINZESS is contraindicated in administration

pediatric patients up to 6 years of age;
linaclotide caused death due to
dehydration in young juvenile mice.
Avoid use of LINZESS in pediatric
patients 6 through 17 years of age. The
safety and efficacy of Linzess has not
been established in pediatric patients

under 18 years of age.

The safety and efficacy of linaclotide in
children aged 0 to18 years have not yet
been established. No data are available.
Constella should not be used in children

and adolescents.

4.4 Special warnings and precautions
for use

Constella should not be used in children
and adolescents as it has not been studied
in this population. As GC-C receptor is
known to be overexpressed at early ages,
children younger than 2 years may be

particularly sensitive to linaclotide effects.

70k, KETIE20154E 11 ALY, 7ELll Eo/hg

TAT T AR

ZRtG & LTRGBS T CThH 2,
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YL 2014,

Cohen MB, Guarino A, Shukla R, Giannella RA (1988). Age-related differences in receptors for Escherichia coli
heat-stable enterotoxin in the small and large intestine of children. Gastroenterology 94: 367-373.
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1.9 —RMEMICRLIXE

1.9.1 JAN

AR 26 4E 12 A 5 BB O EIE LA EM I B O TESRN — R4 m S TE S L CE#E
Sh, FRL2742 A 24 AfTEREHEES 0224 55 1 Bl TGl SN, REICABMZ T,

JAN :
(HAR%)
(& 4)

P NEERE
(HAR%)
( 4)

S

1.9.2 INN

DAV AT

Linaclotide

VFrouF R, F7=Vgy 77— CZREERT A=A FTHY, 14HDOT
L BRIRIEINOIRDAMANT T R Th D, {LFAITUTDOLEBY TH D,
-V AT A ZJVl-V AT A ZJ-q-T IV E I - T B V-V AT A =)l
AT A Z)el-T ANRT X =) be- 70 Y )e1- 7 T = )ba- AT A =) b LA
ST YN AT A =T ur v BR(1-6),2—10),(5—13)- h U A
(VANT 4 R)

Linaclotide is a guanylate cyclase C receptor agonist. Linaclotide is a synthetic peptide
consisting of 14 amino acid residues. Chemical name is as follows:
L-Cysteinyl-L-cysteinyl-L-a-glutamyl-L-tyrosyl-L-cysteinyl-L-cysteinyl-L-asparaginyl-
L-prolyl-L-alanyl-L-cysteinyl-L-threonylglycyl-L-cysteinyl-L-tyrosine cyclic
(1-6),(2—10),(5—13)-tris(disulfide)

H—C¥3—Cys—GIu—Tyr—C_ s—Cylfs—Asn—'Pro—Alaﬂ Cys— Thr—Gly—Cys— Tyr—OH

r-INN : linaclotide
AJKIX, WHO Drug Information 2007 4 21 % 3 5, r-INN List: 58 |Z8# S LTV 5,

T AT T AR 1
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( «~ H & B )

[ 3K D — R B2 BRI DN T

EERCIZ DWW T, TEIES O — AL RO BHR T DWW T (R 18 42 3 A 31 A 3E
RHEHF 0331001 FEAETBE EERMFEEH) JBIZLOVERVFHE->TnWHEZAT
HOHM, A, BOENCBIT HEHEL A (LLF TJAN] £ H,) 1220 T,
BB O LB ED=OT, #HTMOE, & FEMRERICHEME LA L <
JEREVNZ U,

(M)
HARES G — 4 #r7 — & ~<X— 2 : URL http://jpdb.nihs.go.jp/jan/Default.aspx
BIRDOTEHRD 5> 6, JAN DAORFTOEHRIX, YikT —F X—2ADEF R THILT
HZLLELTWET,)
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(BI122) INN QU S - dh B OIS ENC BT 5 E 35— %094 FR
(FRk 18 4= 3 H 31 HEAFA R 0331001 524 @A EHR AN HFEEEHEREBNIORTRIE2)

Bk 25-1-B24
JAN (HAR%Z) uef¥Hh7a2AxHX v b
JAN (3£ %) : Roxadustat
CHs
Cr e
= N

OH O

ZT

C19H16N205

N4 FaXs-1-AFN-T-T = )X A VF V-3 A W)INVR=NV] T Y v

N-[(4-Hydroxy-1-methyl-7-phenoxyisoquinolin-3-yl)carbonyllglycine



1.9
—RERHI 4 FR
Bk s 25-1-B26
JAN (HA&R%4) :UFZ7uF K
JAN (¥ 4) : Linaclotide

H-Cys-Cys-Glu-Tyr-Cys-Cys-Asn-Pro-Ala-Cys-Thr-Gly-Cys-Tyr-OH
| |

Cs9H79N15021S6

VhraF R, 7=y 7 79— CRRERT T=A M THY, 14HOT I ) BEEIEN S 72 D A
TFRTHDL. fLFHITLUTDOEEY TH L.
LYV AT A S LV AT A =L VNV E I LT B ULV AT A S LY AT A LT ANT R
=L 7a YT TV AT A =L b LAV T L AT A - Fr vy BRIR
(126),(2>10),(6>13)- F U A(Z A /L7 1 K)

Linaclotide is a guanylate cyclase C receptor agonist. Linaclotide is a synthetic peptide consisting of 14
amino acid residues. Chemical name is as follows:
L-Cysteinyl-L-cysteinyl-L-a-glutamyl-L-tyrosyl-L-cysteinyl-L-cysteinyl-L-asparaginyl-L-prolyl-
L-alanyl-L-cysteinyl-L-threonylglycyl-L-cysteinyl-L-tyrosine cyclic (1>6),(2>10),(5>13)-tris(disulfide)
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BikEs  25-1-B28
JAN (AA%L) :aFL UKk
JAN (& 4) : Rovatirelin Hydrate

« 3H,0

C16H22N40O4S- 3H20

(4859-5- 2 FL-NA{(29-1-[QR)-2- A F v m J Pr-1-A4 N]-1-FF V-3-(1,3-F 7V —/L-4-14 L) F 13
VoA N2 FH V13 F XYY DA TR IR KW

(45,5.9-5-Methyl-N-{(29)-1-[(2 R)-2-methylpyrrolidin-1-yl]-1-oxo0-3-(1,3-thiazol-4-yl)propan-2-yl}-2-

0x0-1,3-oxazolidine-4-carboxamide trihydrate
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ek S 25-1-B29
JAN (HARA)  R_"ZXV 7~V
JAN (& 4) : Bedaquiline Fumarate

C32H31BrN202- C4H404

AR29-1-(6-7 2 E-2- A " FF Y -3 A )4 (CAFNLT I ))2(FT7HZ L -1-AV)1-T == LT
B9 F—)L — T~ LRt

(1R,2.9-1-(6-Bromo-2-methoxyquinolin-3-yl)-4-(dimethylamino)-2-(naphthalen-1-yl)-

1-phenylbutan-2-ol monofumarate



By 25-1-B31

JAN (HA%)
JAN (3¢ 4)

T2 BRI RN AV T ¢ REES

L 4
DIVMTQTPLS
LLIYKVSNRF
FTFGQGTKLE
VQWKVDNALQ

VTHQGLSSPV

QVQLVQSGAE
INPMYGTTDY
YETGTGVYWG

YFPEPVTVSW

A F R AT (B FH#Z)

: Ixekizumab (Genetical Recombination)

LSVTPGQPAS
IGVPDRFSGS
IKRTVAAPSV
SGNSQESVTE

TKSFNRGEC

VKKPGSSVKV
NQRFKGRVTI
QGTLVTVSSA

NSGALTSGVH

ISCRSSRSLV
|

HSRGNTYLHW

YLQKPGQSPQ

GSGTDFTLKI
FIFPPSDEQL
QDSKDSTYSL

S?KASGYSFT

SRVEAEDVGV

KSGTASVVCL
|

]
YYCSQSTHLP
LNNFYPREAK

SSTLTLSKAD

DYHIHWVRQA

1
YEKHKVYACE

PGQGLEWMGYV

TADESTSTAY
STKGPSVFPL

TFPAVLQSSG

MELSSLRSED
APCSRSTSES

LYSLSSVVTV

|
TAVYYCARYD
TAALGCLVKD

L

PSSSLGTKTY

[
TCNVDHKPSN

MISRTPEVTC
L

TKVDKRVESK

VVVDVSQEDP

VVSVLTVLHQ
PPSQEEMTKN

GSFFLYSRLT

H#EQL: o e s vy I U,
L#{C219—H #4 C133, H#4 C225—H #§C225, H#4 C228—H #4 C228 : A /L7 ¢ RfEid

|
DWLNGKEYKC
QVSLTCLVKG

VDKSRWQEGN

YGPPCPPCPA
EVQFNWYVDG
KVSNKGLPSS
FYPSDIAVEW

VFSCSVMHEA

Fuc

Man-GIlcNAc-GIcNAc

T 7o BESE D HE T
GIcNAc-Man \
Galg.,
GlIcNAc-Man /

Ce492H10012N 172802028846 (& > X7 EEB 57,

H #H C2182H3349N5730678S17
L #5 Ci064H1661N2910336S6

H 84 N296 : BEgH#EA

4 KEH)

PEFLGGPSVF
VEVHNAKTKP
IEKT I SKAKG
ESNGQPENNY

LHNHYTQKSL

LFPPKPKDTL
REEQFNSTYR
QPREPQVYTL
KTTPPVLDSD

SLSLG

H 6 G445 : {7 atwy o7
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AFX X AT, BEHfExE MEE /7 a—FAHIKRTHY, v~ AFE hA o —a A %2175
RO ET, Wz F IgG4 D7 L— AT — 7 MEOEF TR B0, HEHO 227 FH O Ser 7%
HN Pro IZEHR S, C RGO Lys lIBREIN TS, A F X A~TE, Fr A =— AN LAX PR
MIIC X VEAEESND. A FBFA~T1%, 4507 2 VRN G/2 5 HEH (ya 84) 2 A% U219 H
DT X JBEEN G D L (k) 2 AR THERSNDHEY Vo823 (41 - 59 149,000) TH 5.

Ixekizumab is a recombinant humanized monoclonal antibody composed of complementarity-
determining regions derived from mouse anti-human interleukin-17 monoclonal antibody and
framework regions and constant regions derived from human IgG4, and Ser residue at position 227 is
substituted by Pro residue and C-terminus Lys residue is deleted in the H-chains. Ixekizumab is
produced in Chinese hamster ovary cells. Ixekizumab is a glycoprotein (molecular weight: ca.149,000)
composed of 2 H-chains (y4-chains) consisting of 445 amino acid residues each and 2 L-chains (x-chains)

consisting of 219 amino acid residues each.



Bk 25-1-B32
JAN (HA%)
JAN (3¢ 4)

LT ARE =Y TATy (EETFHBRZ)

: Asfotase Alfa (Genetical Recombination)

T JBEAIKR N AT 4 REES

C493 — C493, C496—C496 : 7= FET AL T 4 RfEE
N123, N213, N254, N286, N413, N564 : FsskE &

LVPEKEKDPK
TAARILKGQL
LCGVKANEGT
RVNHATPSAA
IMGGGRKYMY
FIWNRTELLT
QILRKNPKGF
SEDTLTVVTA
GPGYKVVGGE
AHLLHGVHEQ
LLGGPSVFLF
VHNAKTKPRE
KT ISKAKGQP
NGQPENNYKT

NHYTQKSLSL

YWRDQAQETL KYALELQKLN TNVAKNVIMF

HHNPGEETRL
VGVSAATERS
YAHSADRDWY
PKNKTDVEYE
LDPHNVDYLL
FLLVEGGRID
DHSHVFTFGG
RENVSMVDYA
NYVPHVMAYA
PPKPKDTLMI
EQYNSTYRVV
REPQVYTLPP
TTPVLDSDGS

SPGKDIDDDD

EMDKFPFVAL SKTYNTNAQV

R?NTTQGNEV TSI1LRWAKDA

SDNEMPPEAL SQG&KDIAYQ
SDEKARGTRL DGLDLVDTWK
GLFEPGDMQY ELNRNNVTDP
HGHHEGKAKQ ALHEAVEMDR
YTPRGNSIFG LAPMLSDTDK
HNNYQAQSAV PLRHETHGGE
ACIGANLGHC APASSLKDKT
SRTPEVTCVV VDVSHEDPEV

SVLTVLHQDW LNGKEYKCKV

LGDGMGVSTV
PDSAGTATAY
GKSVGIVTTT
LMHNIRD 1DV
SFKPRYKHSH
SLSEMVVWVAL
AIGQAGSLTS
KPFTAILYGN
DVAVFSKGPM
HTCPPCPAPE
KFNWYVDGVE

SNKALPAPIE

SREEMTKNQV SLTCLVKGFY PSDIAVEWES

FFLYSKLTVD KSRWQQGNVF SCSVMHEALH

DDDDDD
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TR BEH OHEEREIE

Fuc(a1-6),
(B1-4)GlIcNAc, ,(B1-2)Man(a1-6) \
NeuAc, ,(a2-3)Gal,, Man(31-4)GIcNAc(B1-4)GIcNAc
(B1-4)GIcNAc, ,(B1-2)Man(a1-3)

(B1-4)GIcNAC, ,(B1-4) \ Fuc(a1-6), 4
Man(a1-6) \ e‘

NeuAc, ,(a2-3)Gal,, 7 (B1-4)GIcNAc, ,(81-2) 7 Man(@1-4)GleNAC(B1-4)GIcNAC

(B1-4)GIcNAc, ,(B1-2)Man(a1-3)

Fuc(a1-6),

Gal, ,

(B1-4)GlcNAc(B1-2)Man(a1-6) \
Man(B1-4)GIcNAc(B1-4)GIcNAc

(B1-4)GlcNAc(1-2)Man(a1-3) 7
C7108H11008N 196802206856 (Z > /X7 &4y, 2 =K)
HEK  Css5aHs5506N098401103928

T ARE—Y TAT 7L, BB AR N ETHY, 1~485 F Hid b MR EA T L
NYRAT 7 Z—BOMIE N A A, 488~T714 FHIZE k IgGl ® Fc KA A MY L, C KimlZ 10 f#
DT ANTGXUEEDNFES L TWAE., TAKRE—FE TATZ7I1E, FrvA=—ALAZ—FIELHIE)
DREELEIND. TAKREZ—E TAT77IE, 726 lO7T I JBEENORLT T =y b 2 H DR S
nokEs R E (Grf&E £ 180,000) ThHD.

Asfotase alfa is a recombinant fusion glycoprotein corresponding to a catalytic domain of human tissue
non-specific alkaline phosphatase at positions 1 - 485, Fc domain of human Ig G1 at positions 488 -
714, and 10 residues of Asp are attached to the C-terminus. Asfotase alfa is produced in Chinese
hamster ovary cells. Asfotase alfa is a glycoprotein (molecular weight: ca. 180,000) composed of 2

subunits consisting of 726 amino acid residues each.
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ek S  25-2-B2
JAN (HAR%) A7 V7 T2y (B THHfz)
JAN (3£ 4) : Ocriplasmin (Genetical Recombination)

T2 BRI RN AT 4 RES

AtH

APSFDCGKPQ VEPKKCPGR

B i

VVGGCVAHPH
SSYKVILGAH
VIPACLPSPN

RYEFLNGRVQ

SWPWQVSLRT

QEVNLEPHVQ

I
RFGMHFCGGT

EIEVSRLFLE

LISPEWVLTA

PTRKDIALLK

|
AHCLEKSPRP

LSSPAVITDK

I
YVVADRTECF

ITGWGETQGT

FGAGLLKEAQ

LPVIENKV?N

I
STELCAGHLA

GGTDS?QGDS

I
GLGCARPNKP

GVYVRVSRFV

TWIEGVMRNN

GGPLV?GEKD

KY ILQGVTSW

ASEC6-B#H CL05 AFHCI6-BE#HC5: PA/NLT 4 NiEE

C1214H1890N3380348S14 (2 A EH)
A CssHi142N26026S2
B #H Cii26H1752N3120322812

F7 VT TAIUNL, BlafMifixe NTIAIVEBEERTHY, B NTTAI D 543~T791 FHDOT
S RIS TS, A7 U T T AI L, 19HOT S BRSNS A #HKAN 230 HO T S R
FIEMS 725 BE#ENLOHEREND X RXIETHD.

Ocriplasmin is a recombinant human plasmin analog corresponding to amino acid sequence 543 - 791
of human plasmin. Ocriplasmin is a protein composed of an A-chain consisting of 19 amino acid residues

and a B-chain consisting of 230 amino acid residues.
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JAN (HAR%) : RT7vLTFTiERBE
JAN (& 4) : Volasertib Hydrochloride

Z
Q
@]
ZT

(l:H3 o) HU: -
A

Cs4H50NsOs - 3HC1

Mtrans4-[4-( 7 a 7a LA F LT D -1-4 V]2 7 a~F 2 ub-4-{[(TR)-7T-=F )L -5- X F )L-8-

Q- AFNLZFN)6-4F V5,678 T b7 ka7 V-2 AT /3 A FFIR_RUOXTI R =

S

N-{trans-4-[4-(Cyclopropylmethyl)piperazin-1-yllcyclohexyl}-4-1[(7 B)-7-ethyl-5-methyl-8-
(1-methylethyl)-6-0xo0-5,6,7,8-tetrahydropteridin-2-yllamino}-3-methoxybenzamide trihydrochloride
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xS  26-1-Bl
JAN (HA%L) : LURAENL T h oAy
JAN (& 4) : Ledipasvir Acetonate

CHj3

C49H54F2NgO¢- C3HsO

{(19-1-[1R3549-3-(5-{9,9- ¥ 7 LA 1 -7-[2-((69-5-1(29-2-[(X b ¥ I NAR=1)T I /]-3-AF )L
TH AN T HFAER[24 T X6 A N)1HA I X —)v-d-A V] 9H T )V L 22 A U1 HX
VAL IEYS =2 A V) 2T YT a[2.21TH - 2- VAR =)V 2- A F LT 1 EJL LR
e AF —T & b AN

Methyl{(1.9-1-[(1R,3.5,49-3-(5-19,9-difluoro-7-[2-((6.9)-5-{(2.9)-2-[(methoxycarbonyl)amino]-3-
methylbutanoyl}-5-azaspiro[2.4]lhept-6-y1)-1 A-imidazol-4-yl]-9 H-fluoren-2-yl}-1 H-benzimidazol-2-
yD)-2-azabicyclo[2.2.1]heptane-2-carbonyl]-2-methylpropyljcarbamate monoacetonate
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JAN (HA%4) XA RLFXERF NI TLANINZKFY
JAN (& 4) : Pemetrexed Sodium Hemipentahydrate

COzNa
O H
o S
N N CO,Na
H,N__ H * 24,H,0

HN/,

N
H
C20H19N5Na20s - 2%6H20

NA4-[2-2-T 2 /-4-FFV-4,7-Vt Fu-1HEnn(2,3-dv ) 2254 /)T F)L][_ Y A )U-L- 7 v
ZIVEBEZT R UL I E K

Disodium N-{4-[2-(2-amino-4-oxo-4,7-dihydro-1H-pyrrolo[2,3-dlpyrimidin-5-
yDethyllbenzoyl}-L-glutamate hemipentahydrate
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H3

HaC~ \[4 CHg

OHN

o 41H,0

Cs0He7N70s - 4%H20

NNH(2859-1-[4-(1,1-C AFL=F /)7 = =)L a ) P -25-V4 L e A{(4,1-

T2 LT YA WA R=][Q28)-Er ) Pr-21-0 A NV][R29-3-AFN-1-FAX T X -

L2 VA NERADNVARI VIR AT~ K

Dimethyl N,N*{(2.5,59-1-[4-(1,1-dimethylethyl)phenyllpyrrolidine-2,5-diyl}bist[(4,1-
phenyleneazanediyl)carbonyl] [(2,9)-pyrrolidine-2,1-diyl][(2.5)-3-methyl-1-oxobutane-
1,2-diyll}biscarbamate heminonahydrate
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C40H43N707S+ 2H20

(2R6S12Z13a814aR,16a8)-N-( 7 1 71 B )L Z )Lk =)1)-6-(5- A F LT 2 -2- 1 LR FH 3 K)-
516-FF V-2(7=F o U P r-6-14/L4%2)1,236,7,8,9,10,11,13a,14,15,16,16a-7 757 &
nrzaFaldenn(l,2-al1,4 7 a2 T - 14aGH)- VR EFY I R K

(2R,65,12713aS,14aR,16aS)- N-(Cyclopropylsulfonyl)-6-(5-methylpyrazine-2-carboxamido)-5,16-

dioxo-2-(phenanthridin-6-yloxy)-1,2,3,6,7,8,9,10,11,13a,14,15,16,16a-
tetradecahydrocyclopropalelpyrrolo[1,2-al[1,4ldiazacyclopentadecine-14a(5H)-carboxamide dihydrate

X JAN DIAAOERIZ, 25 L L THR#iILE LT,
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MDP-103-016 Effects of MD-1100 Acetate and Tegaserod | dPh ticals. 1 pe
-103-0164 o ronwood Pharmaceuticals, Inc. ~ . ; S e R
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