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MREERUVEMAE—%

AL CE AT DGR L O HGEEZ LT IORT,

BERUVEMAE FAZEDEHEA

CKD T i

CPS RYAF LV ANVR RTINS T B

CSR TR FE R &

ESRD RKHIEAS

EU PN

GLP 23K it D2 NEIZ B 5 FERR AR FER 0 S it 0D H e

J-DFS D9482C00002 7R ([EPY ] Eax & i)

J-LTS D9482C00001 78R (= PN & £ G-k)

KEC VRN XSy

PK ) hE

qd 1 H 1A

qod b H

RAAS Vo T OF T TV RAT R R

S-K IRED RN

SPS RYZAF LU ANVEEET Y 7L

tid 1 H 3@

Zr Ja=r L

VA VhamvsvralA g N oK o7 a koAb, vra
SULTARREE) , ZSIEVva=m g AT u AT Y U AR
DIFREa— R Th D,

AETHWSHE

ARETH, Vva=vurbF ) UABRRIABRELZ, YVva=gbsy7alrAfgt M) oaK
¥ (JAN) EFL. ZS XiE SZC L4, WIhombE—baWwaEfEd, zSiFvira=v
Ly rualr AT U U LK OIERKEa— N Thb, £/, UTOHEEZHWS,

FETEE BT DG HRITLLT O 2 2T,

MEH : BFOMBEL Y v MEEZ, @H Y U LAMIEOIRRE) S IEF#E (EFA Y v A
) (ZHHIET 2P OB, D9482C00002 #AEx (EINH BEF%ER B [J-DFS k] ) .|
D9480C00002 7% [HARMONIZE Global 35 ] & T D9482C00001 58 (ENE I 554
B [J-LTS &BR] ) OipiafidsE (CSR) THWHAL TV S correction phase, il ONT
7S-002 7Bk, ZS-003 Bk, ZS-004 RABk. ZS-004E #ER M O ZS-005 545R D CSR THW 5
FUTUN 5 acute phase & [A] CEGHIMZEHK L, AETEHWITNAL THIEH LFdT 5,

MERRHR . B0 ) O AMEISE L%, EED ) 7 MEZHERFT 5 720 OfEGHEE O HIH,
HARMONIZE Global #8%# &z O8 J-LTS #Br > CSR TH U541 TV % maintenance phase, 7
NZ ZS-003 36k, ZS-004 #kBR. ZS-004E &tk K& O ZS-005 38 D CSR THWHILTWS
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sub-acute phase, extended dosing or maintenance phase & [F] U 5 Z# Bk L, AETIIW
Thoe [HERRH LRiaT 5,
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1.5.1 BRIZE--B=

1.5.1.1 #aE

DhamghvralrAiEt N vakiY (GERIEa— K ZS) 1T, NI E e
— IR E 2T D IER U~ — R A LAY A T, o U T A E DO BT HIE R T
Ho, ZS 1T OEER, HIEEICBWTT MY DAL A ROKEA A EOHHEBBLTH
U LAF @RI T A2 Z LI E0ifiEI YV v A (SK) REAKTIE, Y TLAD
PP E AN S TEADL LI Y U A ZBRET S,

RIFRICHWGND ZS OFIIT, R TH BREIMEO MR ER [ afl iR Th b, R A
FL AR UEEFT RY 7 (SPS) MR U AF L v ALK RV 7 (CPS) DY
U LWEIE L TR | ZS 1T A A RIS B A T H D . I LEREIZ BV Tl DR
AFy FFCHVTLERT =T L) Z@EIWICIRVIATDREIIZA L, I3 T LR T XK
T DEOSMGA A N T D BRI TR,

7S OREIEIEL, NEREEFRENL Zr JR 7 X O AREERENL Si 7202 Bk D . BER I X i
WX IE E . Si-0-Zr LT Si-0-Si D X H ICHALBIO 7 Y v D L5 Zefedlz 7= L, HAIE
LWL S T E 2 6725 LT D, ZOREEZFE LS5 &0 ZS B OfFLEI N
EITIERIFRD T BB TH L Z Ebnd (BRRFITBE L TWRY) (K1) . ZS IFZ DMK
O (W3 A) iz, BETNOT NI U LA 2 ROKFEA A4 & BHEREO S U v
LAFY (KY) ROT =0 LA A (NHA) &EWO@EIRMECR#T 5,

X 1 ZS WHEOHBDHKEBEETIL

T A N T EBRAWAALLIT 2015 12 A 17 B, KREOAYRFIE4E ZS Pharm OB I %58 T
L. ZHUCk ., ZS OB AIFEE 7o 7=,

7S DEFIRBRR 7' v 77 ML, @AV U AMIEREZXRE LTIEFE D Y U LME~OHEKR O
EFH U T MEOHEFHC BT AR O LA TT 22 S LTTIA v End-, s+
ok 7 v 7 ad 2o0ffEc s, cnECICEAANBRE LG RN T RBNET
L. 256 53 8RIT ZS OAINER O M2 7l 3 2 2 s LR S WL AR Th - 7o, AREH|
I, 2018 FFEICERME S (BU) & KETER SN TV D,

HARNBEICHIT S ZS OB KR 20T 2 E N EMERER & OVA AN %25 te[E s FE R
BRNDEONTZT —Z RSO TEHE L 7=,

IEBENTREICBIT D@0 Y U AMEZGHIET S UENEELIET AV U MEZHERFT 2 HEEPE
EOWTIIZEBNTH, AFIOHFEFLWRRTZ 4 v b« URITNRNT UARERIN TS, &6

CONFIDENTIAL AND PROPRIETARY 5(21)



1.5 R OUIFE RO R B OB FE O %4 AstraZeneca
—W 4 oAy A ralr A BEF R TAKY

2. MERSEHTERE BT Db U v AMIEDIEFRIZBWTH, AKFIOHFE LAWK 7 v b+ U
x&ﬂ?yxﬁfémfwéoé%kbf BB A Y 7 AE BE OIREZ HEIE & 55 ZS
@ﬁ'ﬁ‘j{ iﬁkn EEA ?“"’&LZJ: n ﬁﬁu»u éﬁ”bfb\é

[EI N OB i BUEIRTEAGR R ER IS 1T 5. HIEHZNEE « DIR K OHGEEHIE - HEZR 1177,

= 1 EXMEERFTATREBEICHSITL5HEMEE - DRRVFERE - HE

BhRE - R (R) B Y T A

M- HE () GEFZHTEHE)
MHIER s, AR 1A 10g 2K TR L C 1 A 3 [Efk A& 54
A

HERFS - @% . BRANICIT 1 E5g 2K TRIBLC1 B 1 [ERA&RE1 5,
MmiEA Y o AMEZIGEC T, 1 H 1A 10g £ CTHEEXIT1 B 18] 5g DA
FEOBGIZHETE 5,

(MR 2T )

A YN il@Sg%mrﬁﬁbfﬁéﬁﬁ_lalﬁumﬁﬁﬁ
%o WRENHREZOBHTATIE Y Y U AMEIISC T, 1EMI &I
TOWEMTE S, IEBTHICTH 1B 15g ETOHRGLTDHI L,

1.5.1.2 =AY LMEIZ DT

1.5.1.2.1 FEMBEICKETSEN Y U LMIE
B LIMED R

) U AMJE, S-KEAY 5.0 mmol/L i & EF SN O BMENEE Th L, BMRAOHMINS 7 U
U APRFEITIEE . S-K fE 3.5~5.0 mmol/L O HiPHIZEEIZHHET 41TV 5  (Giles and Holloway
1996) o %1V 7 LAOFHEMMEZE U CliE s U v MEITIEFEBIZHER S D, U U LFREOFEL
MUZE->TEBZ2MIEN Y U LREOEGITMIEEN OZ{bA 2352 b, mA U v Al
FE(TFPRRERS . D& OVEALE OMREATEE T2, & ) U LAMIEDORBWEFI1Z. IRl U v L8k
WEDOIKT, 7V T LD/ ~ORBE), KOV IH Y v LAOEEEINCHS (Nyirenda et al
2009, Palmer and Clegg 2015) .

EmA Y v AMER, —REMTIIR TH D, BEBER (CKD) | DA OV UTERE
BE. FRFIC RAAS FHEARIZ: 8O S-KEZ EH IS A EFEEKEEG IS TWaBEETCLIRLIE
ROBND,

HRE

KEORBFE R T —Z =2 (2010~2014 F) NOLHEE I NZED UV v AEO A 7R ITHM
2.6~27%EHEIN TS (Bettsetal 2017) , ENTIE, ARMET — X I3AF STV
WA, BARKHEOES:L 7 b5 — X _X—2T&H 5 IMDC Claims Database (2017 4Ehi) 125k
S EL BV U AME EZE S 72 BT 340,000 A EHEE 4D (JIMDC Inc., 2017)
ShY) D LMEDEIR & EF

mh U 7 AMGEIE, < OBAEER T, Bk, $5EL. H1ET. ODAREEIROME (F] : B
. IRIR, BEAR) 72 EIEFFRAEREZE S B S S H D (Henneman et al 2016) , BEEDE A Y
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¥ SISED S BIE 72 DAREEARICE 5 Al REEIZ K < E BTV 5, KB A ) & JE 98 C
1T, B2 RBEEMICBNTH Y U LD EARDTNTH S THIEL Y 27 BEINT 25 2 &AW
HIN TS (Collins et al 2014, Einhorn et al 2009, Goyal et al 2012) , = B2, HWEOWFILIZIE
WT, B TDLMEET Y RY L O#EZRTHIBA UFRTHDL Z EARINTND
(Krogager et al 2017, Nakhoul et al 2015) . F£70, Il S 72RO A X fEFTIFSE TlL, S-K
75 4~4.5 mmol/L OFiPHT Y A7 3 HAX< | 3.5~5 mmol/L DHPHZ M D & YU 227 75 EF
T5HZENMEIN TS (Kovesdy etal 2018)

=2hY O LMEDREDAEE
<IBEHTA FF7A4 >

[END CKD 2T A K7 A4 Tlix, @A) VABRSIELE L TOLELZERE, S-KENEED
BA . RAAS PHLERIS RS OREE . SIE & EEZ LS BBV CUIRREOMH, A%
IR, EHET & B—3 A DOHIEK OBiA A > 22 Hfstig O HIC L v . S-K fl% 4.0 mEq/L LA
. 55 mEq/L RiGICEFLT 5 Z ERHERINTWS (BEABEES 2012, HABESS
2018) .

<@V U A MEEDORERIGHR>

HEOFE DV U LAMIE (GBE. S-KH>6.5 mmol/L X ¥ S-K fE232J%IZ 1 mmol/L E&H-L
4.5 mmol/L Z 2 D25%6) MALNTGA, LAEIRZ BE L, BEMEZ 3 2 BRIk e
\Zha 2 FIREMED B B, EEEDE A U U AMIEDTENRIL, B LN U U A ZMIRIZER Y AT Z
EEHME LT, ARV TN a—ATERET MU U LAOFIRNE S, UL B-7 KT
UANEESEEDOW ARG Z1TS, LML, ZDOL ) REREEAEIL, S-KEDO—RZ (kK 2~4
K KT 2 76T ORTHDL, I HIT, KNP LIREIR DY U LAERET H2D1T TidZe<,
MGERI 72 IRIE L 1T 72 B vy, F 7o, RIMECHEIR7Ze EORIEH & & % (Khanagavi et al 2014,
Soar et al 2010)

<@ U U M DIEEEIEHR>

BRI, BRISGIZBWTEENZRE D U U AMEITS < OGA, BEHIZAGEENTHO
TIETIERWR, B A7 BETESKEZHESCHIZIEFEE TR TS24 ERNH Y | JhEH
EIX S-K ED IEFHPANAS~OHIE L, IEF IV U AMEOHFFCTH DL, ZOX D RBLENL, &
U o NMSERBF OEND G T VU AR KBRET D Z L2 B E T HIRRRIEN IR S
LTV 25 (Montford and Linas 2017)

BV T L& EAPLERET DITEEDOTIERH Y . RPPREOEIN OL—TRIRE, F7 ¥
FRHRIEZR L) B U 0 LWGEHK L L TOBARERG (SPS KT CPS) DN H %,

-FIFRZE

MREIT BN N DN TN D, FRCE M EZBHE L T BENMET L72BE TR, &
U0 LHRIZ IS W T FHIARRER B 2 RAT T Al REMEDS & 5, FIIRIEIT A U ¥ LBIRIED R < 7a
e (AKRERFES 2018) | BMBAICHEM TS &, BEOKD Y U AME, K~ 7% Y
LME, mRERILE, (REERD . LR COGIHENELL2HEE6bH L, LER->T, Y
DRPED &0 WA OB N EEN TN D,
-t HE B

IO DOEANIA Y 7 MIIERFRA T, MMOBEMREICHLRETHIREENRH Y, K~ R T
LSE, KA T ASE (SPS) . &AL T AfSE (CPS) ORENRESINTWDE, &5
W, BEOHEME VT 57O THE EBICRHTAMENRD D . HILEIZBIT 5 AFMENEN
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ZeMD ., MR ZRHERREIAIILE L T e N 2 EAESN TS ST D (Sterns et al 2010,
Castillo-Cejas et al 2013, Harel et al 2013, Watson et al 2012) , SPS XA STV H %
< ORDIEITHEA L TRINAZK TS, TN HLOROEOFIELIK TS5 (FDA2017) . kK
[E D RMRBGEERT — # X=X 5 4,559 Bl 265 & LI2AFFETiE, SPS 21192 £ T
BOHIEIX 7 HEITH Y, BED SPSICKATREEMGETEZ 72N EDRIBS LS (Betts et al
2016) . 723, AARTIZFEHROMIET — 213720,

SPS 2 OV CPS 1T AARTIXEMA T AR INTWDEN, BTDOENOT — & ~_— A8 Tl
BHERIA OEARIER (77.2%) 1T RICH O SN S BIEMESFRTH D 80%% Flal-> T iz
(Kashihara et al 2019) , HHERAIORFEMGEOIK S I2 XLV . BINGEMIRFICE D U ¥ AfE
NHEFET D A[REM 2 3 D (Kashihara et al 2019) .

VU LAREROBYEL, EiRY | B SR OB ORE 2k ET DI, ka7
FHEOBANENTHREENTVEN (FAFHPL—FRFIAvuy FERLA VH B 2—
TAd—2Dh 2013, T—HAA B —ERK A FE2—T 5 —2 2016) . CPS M SPS DEETF
HH] (R OSRETR) ORI LEES &bl LT CPS DY U —HUH| TO AR ST R Dk EIL 64.5%I12
EEFEoTVD (FiRD 2012) . F7z, BROUEKOEKRBRT — 2 1XREHTH 5,

-BREICL D) U ABEHIRR

AATIL, CKD 27— G3b TiEA U v AHA 1 A 2000 mg K, 27— G4~5 (FEHT
PIAM) Tk 1 B 1500 mg RIGICHIRT 5 2 LA HER STV D (B AR 2014)
1.5.1.2.2 mEREMBEICEITEHEH )V LMIE
=h Y LMEDRIFRKE

VU NIEICEEO P SN S, MEENTEE LT U U LAOBHEIREN KDL T, &
BV 7 AMEE (B U 7 HME>5.1 mmol/L) DERD LINAEEENL,

HRE
BAT44T5>TOTh, RIHEAE (ESRD) MBEICHT B U ¥ MUEORIERITHA 2 L

TEW (ARBITHEIRRA TRIZBWT 100 BF - HH720 58.7~62.9 [BIDE A U 7 A MUAEDFE
H) (Yusufetal 2016) .

=h U LIMEDEF

S-K DL, D MEAREEAR N OVDMESEIZE D /JREMEN B 5, T OIS, MEHENT 2%
7T % ESRD #E TlE S-K S 4.6~5.3 mmol/L THAHHE Ll LT, 5.6 mmol/L ##E 2 %
LR (RFER K OVLNAESE) BHEINT 5 Z L AR S i7z (Kovesdy et al 2007)

RIS 2BHTEEEIL, ITFEBMNRORDBBO 5N OO, IR E LTHI Lt T
BY., 2016 4FEKIZ1X 329,609 NZEL TS (BAESEE 2018) . 2016 40 1 R OB EE
BT DHEEEIT31,790 ATHY, lEREThHoz, BEREI kwr%lﬁﬁﬁéﬂrm
7230,638 AH1 742 N (2.4%) 1, U U LHELR O UIERIEE Z 2 bt (AARSGHTES
2017) .

=AU LIMEDREDERE

RIEEA (CPS KUY SPS) (X, BTEFEDOEL VU AMFEDIRRKICHNEN LG8 H D5, L
722U, CPS KUY SPS Off IZEAN TIEREME L QBB AL S mh U U A MAEDTEFRIZIR S 4L
TEY, ERNTRE SN TV DL ENLDORMNLFEIIL, 7T—H AL FEY —ZfRE, BTEEIC
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B2 7 — 2 BNMBE SN TRV, RIR S O ik, HERRBNT A 1231 2 MR A o iRk 3550
SFERIT 51% T, —fRAIZR AREGEST R OEE 89% L IRV Z L AVRENTZ, FAEICHE LZBE
%, Wﬁ%#»gébtglkbf ARFEOFEENE, BA L ORH~OREEEHE BT T D
(B & 2012)

CPS }2 OY SPS D% MR IR, IRFERFIZZ 41 30~50 mL }2 Y 50~150 mL DK % 458 &
L. FFICKRDEBEREHIR SN TO DB AREBEF B O CIRIGEFICEET S (T —H A A NHE
RIRAT SCE 2014, /7‘/1’ ¥4 L— hEr 2013, Takashima et al 2004) . CPS O U —#lHIIAREKIZ
KEZELZ2VN, EmHEOSLE 90mL/HDOKGEELTWD (T—HAA MEY —[EHSA
5H:~7iWA2m®oJAL#E\W%ﬁ®%“ﬁﬁi@ﬁﬁéﬁ9ﬁmiﬂfwéo

ﬁ%%@mowTM\EW®%%ﬁ4F?4/Ti A5 —3 G5D @ CKD BEII N U v LB
% 1 B 2000 mg THEFE L. BHTHHC —EDZ XS BEEBIRENAZ D Z LRSI TW D
(A ARBlg72 2014)

1.5.1.2.3 FEMBERVCMBENBEICETEEH ) VLMEIZHT S
EFHT oAy F=—X

15121 HE N 1S5122 IR LIZE DT, IBFEHT VA Yy h=—X1X, BT HLELUTD6

DIZELDLND ;1) BT DL #%ﬂ%&iﬁ ZEoTH b IN D RO % RIS
D70, VU LA T BRI T 2 IAPMLETH D, 2) BIERAIOD U T LR EK
I E OBBRMEN BRI TR, B2 U U AMAEO RN 72 BWIaR OGN R EETH 5720
EWIMICE > TRV ZRICHE G TELERADBLETH D, 3) BlsE B RA CIRERRZ =T
TWAEFIZZAIDH L TWAEARE W=, EWHAER OV WEAINLETH D, 4)
FEHNCIE D EEREHICB W CED Y U LAMEOFIEZRET 5720, REGEFROLENK S
7o, BEICESTHELWAIERLECTH D, o, BEOFMEHEOB A TIZ B 1 [EEETE
HCTELZENEEND, 5) KGHIROH HEEDOT-DIT, LDV K ERETRE T
HIKNNMIETIH D, 6) CKD Z1ED 7R E wJ¢Amr®F%Lﬁ%T%é£%@@wtw
£ 0 IRFER BEIT L TRhEE - SR E AT OEANMETH D,

1.5.1.3 =AY LMEDRRIC ZS AL SH RN

ZS IR Y ~— R A A LA T, DT T AR~ T3y T K EMMOBGA 4 D
GFETIZBWNTH Y '7A/(7J‘/ X AEWERRMEEZ R, 2o ik, BfETRS T
SN RNV CINDE:Y = @?é4ﬁ/®@ﬁ)7b%%1f%éﬁﬂ%ﬁk%@?ék
RERFFETHD, ZSDI1Y ‘7A EOHEIX invitro TREINTE Y, BERICE N CIXE~
TR LXNT TN T BTk B % MIE S 7eino Tz, ZSIIHEILE CTH Y U AITHEAT 5 2
EWZEY BATRICER L, (KNI EN N2 Enn, 2 FEMEER/NNRICTE 5 E#HfF S
Al

B H Y U A ME MR R TR U, Bt S UImREOE D ) U AMEICES Z &
N, BY T AIERICIEFE A ) U MEEHERFT 5 72O OGN RIBRNVETH D, I1REHIC
BRZE SN 7= AANL, B OBREIRHOmERER O QK Ch D, ZS 1L, HEFRFHIZIZ 45 mL/ A O
IRATERR CHREN ATRETH 5, HiEE L. ZSITE A U v AMUEBREICBIT 5 AREMEST R %2k
L, KOHIBRRN ML & U w7 A fSE B OIRSERF DK EBEEZ D7 TE HARBER H 5
EEZTND,
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ZS OEEEBRZ 7 1 7' F A, CKD. CKD LSO BE 2 & e dem b U v L IUE B % 6h 4
ETBEINCTIA U EN, THODOBREEZETIREREm N ) 7 AMERE T B H Dk
IR BR A BIC Lo TSR TV,

MAEBEHTIIMIE BB Y 7 LERETDIORTHY . %< OBEEE., MRS S ik
<OV T LAOBATRRFIZE DN Y U LAEBIGIROANETFIZLY , REETBETIZE Y 7
AMAEDRIEIZR > TLE 5, D9I480C00006 7k (DIALIZE #liR) OfEHRIL, MEEHT B 12H
o S HREIRET DI LOTH D,

Vb, &Y 0 SAEDTERRIZIZ, Fde DRI T D EZNT Ay F=—=ZA0 b 5,
ZS 13D =— X & T AR THE SN TR, mA Y UV AMIEDTER A RS ERIED
AIREMEDN D D, ZSIFBEAFD T U 0 DA HE & e~ TIRERF O KB ED D 72 | HELRHE 5L
T, 1 B 1 EIORMTHETE ., Mk G TIHIESHERIC I 2% G P IEMEE A LRI bR
O, BEFEOIRHR & L TE < ORREA T DH 7 igiEICe s LI s D,

1.5.2 RIICH T HAFEDRERE
W U AE R T EANRE « SR & T AR B 28 OMIER AR 2 1R
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E 2 FFEDZEER
CTD .
= HERIER 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019
BES
42 EVERBR
5
il 3.2.8.7
42 EVERBR
"
B 3.2.P.8
W AT Bk
4.2.1.1 E
H FIS0E S v
4212

INTEKL N Y
4221 |7 TVEAVREE

?2 4222
Re
SRR RIS
4226 @EWW(#%
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FAE 5w R
4232
%
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1.5 R SUTIE R oo K VBRI D i ik

—fkA VN a=T AT ur AT R YU LK

AstraZeneca

¢TD HERIEE 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019
BES
RGBS A T AR
4235
Z DA O TR
4237
% I/ MR BR
53.5.1.4 |D9482C00002 ¢----1 e
(J-DFS)
ERIRERN T 2
s3spg |D9480CO0002 | f .
(HARMONIZE
i Global)
R -
ERIRERN T 12 11
5.3.5.1.6 |D9480C00006 o------- *
(DIALIZE)
ERIRERN T 9 7
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use

LOKELMA™ safely and effectively. See full prescribing information for
LOKELMA™,

LOKELMA™ (sodium zirconium cyclosilicate) for oral suspension
Initial U.S. Approval: 2018

--------------------------- INDICATIONS AND USAGE  ---—--—--meemmememe e
LOKELMA is a potassium binder indicated for the treatment of hyperkalemia
in adults. (1)

Limitation of Use

LOKELMA should not be used as an emergency treatment for life-threatening
hyperkalemia because of its delayed onset of action. (1)

---------------------- DOSAGE AND ADMINISTRATION --------e-mmeeme -

. Recommended starting dose is 10 g administered three times a day for
up to 48 hours. (2.1)

. For maintenance treatment, recommended dose is 10 g once daily. (2.1)

. Adjust dose at one-week intervals as needed (by 5 g daily) to obtain
desired serum potassium target range. (2.1)

--------------------- DOSAGE FORMS AND STRENGTHS  -------—--——--—-——-
. For oral suspension: 5 g per packet (3)

. For oral suspension: 10 g per packet (3)

CONTRAINDICATIONS
None. (4)

----------------------- WARNINGS AND PRECAUTIONS  -——-----mmememe -
. Gastrointestinal Adverse Events in Patients with Motility Disorders.

(5.1)
. Edema. (5.2)

ADVERSE REACTIONS
Most common adverse reactions with LOKELMA: mild to moderate edema.

6.1)

To report SUSPECTED ADVERSE REACTIONS, contact AstraZeneca
at 1-800-236-9933 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
In general, other oral medications should be administered at least 2 hours
before or 2 hours after LOKELMA. (2.2,7, 12.3)

See 17 for PATIENT COUNSELING INFORMATION
Revised: 7/2018
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE
LOKELMA is indicated for the treatment of hyperkalemia in adults.

Limitation of Use

LOKELMA should not be used as an emergency treatment for life-threatening hyperkalemia because of its delayed onset
of action /see Clinical Pharmacology (12.2) and Clinical Studies (14)].

2 DOSAGE AND ADMINISTRATION
2.1 Dosage

For initial treatment of hyperkalemia, the recommended dose of LOKELMA is 10 g administered three times a day for up
to 48 hours. Administer LOKELMA orally as a suspension in water [see Dosage and Administration (2.2)].

For continued treatment, the recommended dose is 10 g once daily. Monitor serum potassium and adjust the dose of
LOKELMA based on the serum potassium level and desired target range. During maintenance treatment, the dose may be
up-titrated based on the serum potassium level at intervals of 1-week or longer and in increments of 5 g. The dose of
LOKELMA should be decreased or discontinued if the serum potassium is below the desired target range. The
recommended maintenance dose range is from 5 g every other day to 15 g daily.

2.2 Reconstitution and Administration

In general, other oral medications should be administered at least 2 hours before or 2 hours after LOKELMA [see Drug

Interactions (7)].

Instruct patients to empty the entire contents of the packet(s) into a drinking glass containing approximately 3 tablespoons
of water or more if desired. Stir well and drink immediately. If powder remains in the drinking glass, add water, stir and
drink immediately. Repeat until no powder remains to ensure the entire dose is taken.

3 DOSAGE FORMS AND STRENGTHS
For oral suspension: 5 g or 10 g of white powder in a foil-lined packet.
4 CONTRAINDICATIONS

None.
5 WARNINGS AND PRECAUTIONS
5.1 Gastrointestinal Adverse Events in Patients with Motility Disorders

Avoid use of LOKELMA in patients with severe constipation, bowel obstruction or impaction, including abnormal post-
operative bowel motility disorders, because LOKELMA has not been studied in patients with these conditions and may be
ineffective and may worsen gastrointestinal conditions.

5.2 Edema

Each 5 g dose of LOKELMA contains approximately 400 mg of sodium. In clinical trials of LOKELMA, edema was
generally mild to moderate in severity and was more commonly seen in patients treated with 15 g once daily. Monitor for
signs of edema, particularly in patients who should restrict their sodium intake or are prone to fluid overload (e.g., heart
failure or renal disease). Advise patients to adjust dietary sodium, if appropriate. Increase the dose of diuretics as needed
[see Adverse Reactions (6)].




6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail elsewhere in the label:

o Edema [see Warnings and Precautions (5.2)].

6.1 Clinical Studies Experience

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

The total exposure to LOKELMA in the safety and efficacy clinical trials of patients with hyperkalemia was 1,760
patients with 652 patients exposed to LOKELMA for at least 6 months and 507 patients exposed for at least one year.

The population (n=1,009) in the placebo-controlled trials included patients aged 22 to 96 years, females (n=454),
Caucasians (n=859) and Blacks (n=130). Patients had hyperkalemia in association with comorbid diseases such as chronic
kidney disease, heart failure and diabetes mellitus.

In placebo-controlled trials in which patients were treated with once daily doses of LOKELMA for up to 28 days, edema
was reported in 4.4% of patients receiving 5 g, 5.9% of patients receiving 10 g and 16.1% of patients receiving 15 g
LOKELMA compared to 2.4% of patients receiving placebo. In longer-term uncontrolled trials in which most patients
were maintained on doses <15 g once daily, adverse reactions of edema (edema, generalized edema and peripheral edema)
were reported in 8% to 11% of patients.

Laboratory Abnormalities

In clinical trials, 4.1% of LOKELMA-treated patients developed hypokalemia with a serum potassium value less than
3.5 mEq/L, which resolved with dosage reduction or discontinuation of LOKELMA.

7 DRUG INTERACTIONS

LOKELMA can transiently increase gastric pH. As a result, LOKELMA can change the absorption of co-administered
drugs that exhibit pH-dependent solubility, potentially leading to altered efficacy or safety of these drugs when taken
close to the time LOKELMA is administered. In general, other oral medications should be administered at least 2 hours
before or 2 hours after LOKELMA [see Dosage and Administration (2.2) and Clinical Pharmacology (12.3)].
LOKELMA is not expected to impact systemic exposure of drugs that do not exhibit pH-dependent solubility and so
spacing is not needed if it has been determined that the concomitant medication does not exhibit pH-dependent solubility.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

LOKELMA is not absorbed systemically following oral administration and maternal use is not expected to result in fetal
exposure to the drug.



8.2 Lactation

Risk Summary

LOKELMA is not absorbed systemically following oral administration, and breastfeeding is not expected to result in
exposure of the child to LOKELMA.

8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

8.5 Geriatric Use

Of the total number of subjects in clinical studies of LOKELMA, 58% were age 65 and over, while 25% were 75 and
over. No overall differences in safety or effectiveness were observed between these patients and younger patients.

11 DESCRIPTION

LOKELMA is a powder for oral suspension. The active ingredient in LOKELMA is sodium zirconium cyclosilicate, a
potassium binder. Sodium zirconium cyclosilicate is a non-absorbed zirconium silicate that preferentially exchanges
potassium for hydrogen and sodium. LOKELMA is a free flowing, odorless, insoluble white powder for oral suspension.
It has a mean particle size of 20 um and includes no more than 3% of particles with a diameter below 3 um. Each 5 g of
sodium zirconium cyclosilicate contains 400 mg of sodium.

The chemical formula of sodium zirconium cyclosilicate is Na-i sH-o.5ZrSi309°2—3H>0.

Figure 1: Crystal Structure of Sodium Zirconium Cyclosilicate

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

LOKELMA (sodium zirconium cyclosilicate) is a non-absorbed zirconium silicate that preferentially captures potassium
in exchange for hydrogen and sodium. In vitro, LOKELMA has a high affinity for potassium ions, even in the presence of
other cations such as calcium and magnesium. LOKELMA increases fecal potassium excretion through binding of
potassium in the lumen of the gastrointestinal tract. Binding of potassium reduces the concentration of free potassium in
the gastrointestinal lumen, thereby lowering serum potassium levels.



12.2 Pharmacodynamics

In a study in healthy adult subjects, LOKELMA administered as 5 g or 10 g once daily for four days caused a dose-
dependent increase in fecal potassium excretion. Corresponding dose-dependent decreases in urinary potassium excretion
and serum potassium were also observed.

In patients with hyperkalemia treated with LOKELMA 10 g three times a day for up to 48 hours, reductions in serum
potassium were observed one hour after initiation of therapy; serum potassium concentrations continued to decline over
the 48-hour treatment period /see Clinical Studies (14.2)]. In patients not continuing LOKELMA, potassium levels
increased. Patients with higher starting serum potassium levels or receiving a higher dose have greater reductions in serum
potassium.

LOKELMA causes a small dose-dependent increase in serum bicarbonate concentrations (1.1 mmol/L at 5 g once daily,
2.3 mmol/L at 10 g once daily and 2.6 mmol/L at 15 g once daily as compared with a mean increase of 0.6 mmol/L in
patients treated with placebo). The clinical significance of this finding is unclear.

12.3 Pharmacokinetics

LOKELMA is an inorganic, insoluble compound that is not subject to enzymatic metabolism. In a clinical study in
patients with hyperkalemia in which zirconium concentrations were measured in the urine and blood, zirconium
concentrations were similar in treated and untreated patients (i.e., either undetectable or around the lower limit of
quantification of the assay). An in vivo mass balance study in rats showed that LOKELMA was recovered in the feces
with no evidence of systemic absorption.

Drug Interactions

Thirty-nine (39) drugs were tested to determine potential interactions with LOKELMA.

Sixteen (16) drugs tested did not show an in vitro interaction with LOKELMA (allopurinol, apixaban, aspirin, captopril,
cyclosporine, digoxin, ethinyl estradiol, lisinopril, magnesium, metformin, phenytoin, prednisone, propranolol, quinapril,
spironolactone and ticagrelor).

Nine (9) of the 23 drugs that showed an in vitro interaction were subsequently tested in vivo in healthy volunteers.
Losartan, glipizide and levothyroxine did not show any changes in exposure when co-administered with LOKELMA.
However, there was an increase in systemic exposure to weak acids such as furosemide and atorvastatin, and a decrease in
systemic exposure to weak bases such as dabigatran when co-administered with LOKELMA, as shown in Figure 2. These
changes are consistent with the hypothesis that LOKELMA, by elevating gastric pH, affects the systemic exposure of co-
administered drugs whose solubility is pH-dependent [see Drug Interactions (7)].




Figure 2: Effects of LOKELMA on the Pharmacokinetic Exposures of Other Orally Administered Medications
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
The following tests for mutagenic potential of sodium zirconium cyclosilicate were negative: (1) the Ames (S.

typhimurium and E. coli) test; (2) chromosomal aberration assay in Chinese Hamster Ovary (CHO) cells; and (3) in vivo
rat micronucleus assay. Given that zirconium cyclosilicate is not genotoxic, not absorbed from the gastrointestinal tract,



and did not cause local gastrointestinal alterations in a chronic toxicity study in dogs, carcinogenicity studies in animals to
evaluate tumorigenic potential of sodium zirconium cyclosilicate were not deemed to be necessary.

Fertility in male and female rats has been assessed at doses up to a Human Equivalent Dose (HED) of 58 g per day (the

maximum feasible dose) with no adverse effects.

14 CLINICAL STUDIES

14.1 Study 1

The effectiveness of LOKELMA in lowering serum potassium was demonstrated in a two-part, double-blind, randomized,
placebo-controlled clinical trial (NCT01737697) in patients with hyperkalemia (5 to 6.5 mEq/L, mean potassium

5.3 mEq/L), Study 1.

In the first phase of the trial (the acute phase), 753 patients were randomized to receive one of four doses of LOKELMA
(1.25, 2.5, 5, or 10 g) or placebo, administered three times daily for the initial 48 hours with meals.

The mean age of patients was 66 years, 59% of patients were men, and 86% were Caucasian. Approximately 60% of
patients had chronic kidney disease, 10% had heart failure, 62% had diabetes mellitus, and 67% were on renin angiotensin
aldosterone system (RAAS) inhibitor therapy at baseline.

The primary endpoint in the acute phase was the difference in the exponential rate of change in serum potassium levels
during the initial 48 hours of study drug treatment, comparing placebo-treated patients and LOKELMA-treated patients.
The study met its primary endpoint demonstrating a greater reduction in serum potassium levels for the 2.5, 5, and 10 g
(three times a day) dose groups compared to the placebo group (p < 0.001). As displayed in Table 1 for the secondary
endpoint of potassium change from baseline, LOKELMA showed dose-dependent reductions in serum potassium at 2.5, 5,
and 10 g. In patients administered 10 g TID, the mean serum potassium reduction was -0.7 mEq/L at 48 hours. Patients
with higher starting potassium levels had a greater response to LOKELMA. LOKELMA was effective in lowering
potassium levels in patients with chronic kidney disease, heart failure, diabetes mellitus and those taking RAAS inhibitor

therapy.

Table 1: Study 1 - Potassium Change from Baseline to 48 hours

Mean Serum Potassium Change mEq/L

(95% Confidence Intervals) Placebo 1.25 g TID 25¢gTID 5¢gTID 10 ¢ TID

Sample Size

All Patients -0.2 -0.3 -0.5 -0.5 -0.7

(-0.3,-0.2) (-0.4,-0.2) (-0.5,-0.4) | (-0.6,-0.5) | (-0.8,-0.7)

n=158 n=150 n=137 n=152 n=140

Baseline Serum Potassium -0.4 -0.3 -0.6 -0.9 -1.1

>5.5 mEq/L (-0.6, -0.3) (-0.5,-0.2) (-0.7,-0.4) | (-1.0,-0.7) | (-1.3,-0.9)
n=40 n=40 n=37 n=29 n=22

Patients who achieved a potassium level between 3.5 and 5 mEq/L after receiving LOKELMA during the acute phase
were re-randomized to receive once daily placebo or 1.25, 2.5, 5, or 10 g of once daily LOKELMA for 12 days together

with breakfast.

The primary endpoint in the maintenance phase was the difference in the exponential rate of change in serum potassium
levels over the 12-day treatment interval, comparing patients receiving LOKELMA and patients receiving placebo. The
study met the primary efficacy endpoint at the 5 and 10 g doses when compared with their respective placebo groups

(p<0.01 and p<0.001).

14.2 Study 2

The efficacy of LOKELMA was also demonstrated in a two-part trial with an open-label acute phase and a month-long
randomized, double-blind, placebo-controlled withdrawal phase (Study 2; NCT02088073).




In the open-label acute phase of Study 2, 258 patients with hyperkalemia (baseline mean 5.6 mEq/L, range 5.1 to

7.4 mEq/L) received 10 g of LOKELMA administered three times daily with meals for 48 hours. As shown in Figure 3,
left, average serum potassium levels decreased from 5.6 to 4.5 mEq/L during treatment with LOKELMA in the acute
phase.

Following the acute phase of the study, there was a double-blind randomized withdrawal phase where patients who
achieved potassium levels between 3.5 and 5 mEq/L were randomized to one of three doses of LOKELMA administered
once-daily for 28 days, or placebo just before breakfast. Of the patients enrolled in the acute phase, 92% achieved a
potassium level within this range and were enrolled into the second phase of the trial.

The primary endpoint in the randomized withdrawal phase was the mean serum potassium value over the period from
Day 8 to Day 29, comparing LOKELMA treated and placebo treated patients. All three doses (5, 10, and 15 g) of once
daily LOKELMA maintained mean potassium at lower levels than placebo (mean serum potassium was 4.8, 4.5, and
4.4 mEq/L for the 5, 10, and 15 g dose groups, respectively, vs. 5.1 mEqg/L in the placebo group, p<0.001 for all doses,
Figure 3, right). A greater proportion of patients had mean serum potassium levels in the normal range (3.5 to 5 mEq/L)
while on LOKELMA than while on placebo (80%, 90%, and 94% at the 5, 10, and 15 g doses, respectively, vs. 46% on
placebo).

Figure 3: Study 2 - Mean Serum Potassium Levels in the Acute and Randomized Withdrawal Phases
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Intent-to-Treat population includes subjects with at least one valid serum potassium measurement on or after Day 8

14.3 Eleven-Month Extension Study

Patients who completed the 28-day randomized withdrawal phase had the option to continue treatment with LOKELMA,
taken just before breakfast, in an open-label extension phase for up to 11 months (n=123; NCT02107092). Figure 4 shows
that the treatment effect on serum potassium was maintained during continued therapy.



Figure 4: 11-Month Open-Label Extension Phase of Study 2 — Mean Serum Potassium (mEq/L)
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14.4 Study 3

LOKELMA was evaluated in an open-label 12-month study in 751 hyperkalemic patients (NCT02163499). The mean
baseline potassium level in this study was 5.6 mEq/L. Following the acute phase treatment of LOKELMA 10 g three
times a day, patients who achieved normokalemia (3.5-5.0 mEq/L) within 72 hours (n=746; 99%) entered the maintenance
phase. For maintenance treatment, the initial dosage of LOKELMA was 5 g once daily and was adjusted to a minimum of
5 g every other day up to maximum of 15 g once daily, based on serum potassium level. The treatment effect on serum
potassium was maintained during continued therapy.

16 HOW SUPPLIED/STORAGE AND HANDLING

LOKELMA (sodium zirconium cyclosilicate) for oral suspension is supplied as a white powder in foil-lined packets as
follows:

LOKELMA (grams) Single Packet Box of 11 Packets Box of 30 Packets

5 NDC 0310-1105-01 NDC 0310-1105-39 NDC 0310-1105-30




LOKELMA (grams) Single Packet Box of 11 Packets Box of 30 Packets

10 NDC 0310-1110-01 NDC 0310-1110-39 NDC 0310-1110-30

Storage and Handling

Store LOKELMA at 15°C-30°C (59°F-86°F).
17 PATIENT COUNSELING INFORMATION

Dosing

Instruct the patient how to reconstitute LOKELMA for administration. Inform the patient that it is necessary to drink the
full dose [see Dosage and Administration (2.2)].

Drug Interactions

Advise patients who are taking other oral medications to separate dosing of LOKELMA by at least 2 hours (before or
after) [see Drug Interactions (7)].

Diet

Advise patients to adjust dietary sodium, if appropriate [see Warnings and Precautions (5.2)].

U.S. Patent No: 6332985, 8808750, 8877255, 8802152, 9592253

© AstraZeneca 2018
Manufactured by: AstraZeneca Pharmaceuticals LP, Wilmington, DE 19850



ANNEX I
SUMMARY OF PRODUCT CHARACTERISTICS



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

1. NAME OF THE MEDICINAL PRODUCT

Lokelma 5 g powder for oral suspension

Lokelma 10 g powder for oral suspension

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Lokelma 5 g powder for oral suspension
Each sachet contains 5 g sodium zirconium cyclosilicate

Lokelma 10 g powder for oral suspension
Each sachet contains 10 g sodium zirconium cyclosilicate

3.  PHARMACEUTICAL FORM
Powder for oral suspension.

White, free flowing powder essentially free of debris and particulates.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Lokelma is indicated for the treatment of hyperkalaemia in adult patients (see section 4.4 and 5.1).

4.2 Posology and method of administration

Posology

Adults, including the elderly

Correction phase

The recommended starting dose of Lokelma is 10 g, administered three times a day orally as a
suspension in water. When normokalaemia is achieved, the maintenance regimen should be followed
(see below).

Typically, normokalaemia is achieved within 24 to 48 hours. If patients are still hyperkalaemic after
48 hours of treatment, the same regimen can be continued for an additional 24 hours. If
normokalaemia is not achieved after 72 hours of treatment, other treatment approaches should be
considered.

Maintenance phase

When normokalaemia has been achieved, the minimal effective dose of Lokelma to prevent recurrence
of hyperkalaemia should be established. A starting dose of 5 g once daily is recommended, with
possible titration up to 10 g once daily, or down to 5 g once every other day, as needed, to maintain a
normal potassium level. No more than 10 g once daily should be used for maintenance therapy.



Serum potassium levels should be monitored regularly during treatment. Monitoring frequency will
depend upon a variety of factors including other medications, progression of chronic kidney disease
and dietary potassium intake.

If severe hypokalaemia should occur, Lokelma should be discontinued and the patient re-evaluated.
Missed dose

If a patient misses a dose they should be instructed to take the next usual dose at their normal time.

Special populations

Patients with renal/hepatic impairment
No changes from the normal doses are required for patients with renal or hepatic impairment.

Paediatric population
The safety and efficacy of Lokelma in children and adolescents (< 18 years) have not been established.

No data are available.

Method of administration

For oral use.

The entire contents of the sachet should be emptied in a drinking glass containing approximately 45 ml
of water and stirred well. The powder will not dissolve. The tasteless liquid should be drunk while still
cloudy. If the powder settles, the water should be stirred again. It should be ensured that all of the
content is taken.

The suspension can be taken with or without food.

4.3 Contraindications

Hypersensitivity to the active substance.

4.4 Special warnings and precautions for use

Serum potassium levels

Serum potassium should be monitored when clinically indicated, including after changes are made to
medicinal products that affect the serum potassium concentration (e.g. renin-angiotensin-aldosterone
system (RAAS) inhibitors or diuretics) and after the Lokelma dose is titrated.

Hypokalaemia
Hypokalaemia may be observed (see section 4.8). Dose titration as described under maintenance

posology may be required in such cases to prevent moderate to severe hypokalaemia. In patients with
severe hypokalaemia, Lokelma should be discontinued and the patient re-evaluated.

QT Prolongation
During correction of hyperkalaemia, a lengthening of the QT interval can be observed as the
physiologic result of a decline in serum potassium concentration.

The risk of interaction with X-rays
Sodium zirconium cyclosilicate may be opaque to X-rays. If the patient is having abdominal X-rays,
radiographers should keep this in mind.

Intestinal perforation
The risk for intestinal perforation with the use of Lokelma is currently unknown. No events of
intestinal perforation have been reported with Lokelma. Since intestinal perforation has been reported




with polymers that act in the gastrointestinal tract, specific attention should be paid to signs and
symptoms related to intestinal perforation.

Limitations of the clinical data
Patients on dialysis
Lokelma has not been studied in patients receiving dialysis treatment.

Severe hyperkalaemia
There is limited experience in patients with serum potassium concentrations greater than 6.5 mmol/L.

Long-term exposure
Clinical trials with Lokelma have not included exposure longer than one year.

4.5 Interaction with other medicinal products and other forms of interaction

Effect of other medicinal products on sodium zirconium cyclosilicate
As sodium zirconium cyclosilicate is not absorbed or metabolised by the body, there are no expected
effects of other medicinal products on the pharmacologic action of sodium zirconium cyclosilicate.

Effect of sodium zirconium cyclosilicate on other medicinal products

As sodium zirconium cyclosilicate is not absorbed or metabolised by the body, and does not
meaningfully bind other medicinal products, there are limited effects on other medicinal products.
Sodium zirconium cyclosilicate can transiently increase gastric pH by absorbing hydrogen ions and
can lead to changes in solubility and absorption kinetics for co-administered medicinal products with
pH-dependent bioavailability. In a clinical drug-drug interaction study conducted in healthy subjects
co-administration of sodium zirconium cyclosilicate with amlodipine, clopidogrel, atorvastatin,
furosemide, glipizide, warfarin, losartan or levothyroxine did not result in clinically meaningful drug-
drug interactions. Consistent with co-administration of dabigatran with other gastric acid modifiers,
dabigatran Cnax and AUC values were approximately 40% lower when co-administered with sodium
zirconium cyclosilicate. No dose adjustments or separation of time of dosing are required for any of
these medicinal products. However, sodium zirconium cyclosilicate should be administered at least
2 hours before or 2 hours after oral medications with clinically meaningful gastric pH dependent
bioavailability.

Examples of medicinal products that should be administered 2 hours before or after sodium zirconium
cyclosilicate to avoid possible raised gastric pH drug interaction are azole antifungals (ketoconazole,
itraconazole and posaconazole), anti-HIV drugs (atazanavir, nelfinavir, indinavir, ritonavir, saquinavir,
raltegravir, ledipasvir and rilpivirine) and tyrosine kinase inhibitors (erlotinib, dasatinib and nilotinib).

Sodium zirconium cyclosilicate can be co-administered without spacing of dosing times with oral
medications that do not exhibit pH-dependent bioavailability.

4.6  Fertility, pregnancy and lactation

Pregnancy
There are no data from the use of sodium zirconium cyclosilicate in pregnant women. Animal studies

do not indicate direct or indirect harmful effects with respect to reproductive toxicity (see section 5.3).
As a precautionary measure, it is preferable to avoid the use of Lokelma during pregnancy.

Breast-feeding
In a postnatal study in rats, maternal exposure to sodium zirconium cyclosilicate had no effect on

postnatal development. Due to its physicochemical properties, sodium zirconium cyclosilicate is not
systemically absorbed and is not expected to be excreted in breast milk. No effects on the breastfed
newborn/infant are anticipated since the systemic exposure of the breast-feeding woman to sodium
zirconium cyclosilicate is negligible. Lokelma can be used during breast-feeding.



Fertility
There were no adverse effects on embryo-foetal development in treated rats or in rabbits.

4.7 Effects on ability to drive and use machines

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

Summary of the safety profile

The most commonly reported adverse reactions were hypokalaemia (4.1%) and oedema related events
(5.7%).

Tabulated list of adverse reactions
The safety profile of Lokelma was evaluated in clinical trials involving 1760 patients with 507 patients
exposed for one year.

The adverse reactions identified from controlled trials are shown in Table 1. The following convention
was used for frequency of adverse reactions: Very common (> 1/10); Common (> 1/100 to < 1/10);
Uncommon (> 1/1,000 to < 1/100); Rare (> 1/10,000 to < 1/1,000); Very rare (< 1/10,000), not known
(cannot be estimated from the available data).

Table 1. List of adverse reactions in clinical studies

System Organ class Common

Metabolism and nutrition disorders Hypokalaemia
General disorders and administration site Oedema related events
conditions

Description of selected adverse reactions

Hypokalaemia
In clinical trials, 4.1% of Lokelma patients developed hypokalaemia with a serum potassium value less

than 3.5 mmol/L, which was resolved with dose adjustment or discontinuation of Lokelma.

QOedema related events

Oedema related events, including fluid overload, fluid retention, generalised oedema, hypervolaemia,
localised oedema, oedema, oedema peripheral and peripheral swelling, were reported by 5.7% of
Lokelma patients. The events were observed in the maintenance phase only and were more commonly
seen in patients treated with 15 g. Up to 53% were managed by initiating a diuretic or adjusting a
diuretic dose; the remainder did not require treatment.

Long term exposure

In 2 clinical studies with open label exposure of Lokelma up to 1 year in 874 subjects, the following
events were reported as related by investigators: gastrointestinal events [constipation (2.9%),

diarrhea (0.9%), abdominal pain/distension (0.5%), nausea (1.6%) and vomiting (0.5%)]; and
hypersensitivity reactions [rash (0.3%) and pruritus (0.1%)]. These events were mild to moderate in
nature, none were reported as serious and were generally resolved while the patient continued
treatment. Due to the open label study design, a causal relationship between these events and Lokelma
cannot be definitively established.

Reporting of suspected adverse reactions

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




4.9 Overdose

Overdose with sodium zirconium cyclosilicate could lead to hypokalaemia. Serum potassium should
be checked and potassium supplemented as needed.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs for treatment of hyperkalaemia and hyperphosphatemia,
ATC code: VO3AE10

Mechanism of action

Sodium zirconium cyclosilicate is a non-absorbed, non-polymer inorganic powder with a uniform
micropore structure that preferentially captures potassium in exchange for hydrogen and sodium
cations. Sodium zirconium cyclosilicate is highly selective for potassium ions, even in the presence of
other cations, such as calcium and magnesium, i vitro. Sodium zirconium cyclosilicate captures
potassium throughout the entire gastrointestinal (GI) tract and reduces the concentration of free
potassium in the GI lumen, thereby lowering serum potassium levels and increasing faecal potassium
excretion to resolve hyperkalaemia.

Pharmacodynamic effects

Sodium zirconium cyclosilicate starts reducing serum potassium concentrations as soon as 1 hour after
ingestion and normokalaemia can be achieved typically within 24 to 48 hours. Sodium zirconium
cyclosilicate does not affect serum calcium or magnesium concentrations, or urinary sodium excretion.
There is a close correlation between starting serum potassium levels and effect size; patients with
higher starting serum potassium levels have greater reductions in serum potassium. There is a
reduction in urinary potassium excretion which is a consequence of a reduction in serum potassium
concentration. In a study of healthy subjects given Lokelma 5 g or 10 g once daily for four days, dose-
dependent reduction in serum potassium concentration and total urinary potassium excretion were
accompanied by mean increases in faecal potassium excretion. No statistically significant changes in
urinary sodium excretion were observed.

There were no studies conducted to investigate the pharmacodynamics when sodium zirconium
cyclosilicate is administered with or without food.

Sodium zirconium cyclosilicate has also been shown to bind ammonium iz vitro and in vivo, thereby
removing ammonium and increasing serum bicarbonate levels. Lokelma-treated patients experienced
an increase of 1.1 mmol/L at 5 g once daily, 2.3 mmol/L at 10 g once daily and 2.6 mmol/L at 15 g
once daily in bicarbonate compared with a mean increase of 0.6 mmol/L for those receiving placebo.
In an environment where other factors affecting renin and aldosterone were not controlled, Lokelma
demonstrated a dose-independent change in mean serum aldosterone levels (range: -30% to -31%)
compared with the placebo group (+14%). No consistent effect on systolic and diastolic blood pressure
has been observed.

In addition, mean reductions in blood urea nitrogen (BUN) were observed in the 5 g (1.1 mg/dL) and
10 g (2.0 mg/dL) three times daily groups compared with small mean increases in the placebo
(0.8 mg/dL) and low dose sodium zirconium cyclosilicate (0.3 mg/dL) groups.

Clinical efficacy and safety

The potassium-lowering effects of Lokelma have been demonstrated in three randomised,
double-blind, placebo-controlled trials in patients with hyperkalaemia. All three studies tested the
initial effect of Lokelma to correct hyperkalaemia during a 48-hour period and two studies also tested
maintenance of normokalaemia effect obtained. The maintenance studies included patients with
chronic kidney disease (58%), heart failure (10%), diabetes mellitus (62%) and RAAS inhibitor




therapy (68%). In addition, two open-label maintenance studies tested long-term safety of Lokelma.
These five studies included 1760 patients given doses of Lokelma; 507 exposed for at least 360 days.
In the studies, Lokelma reduced serum potassium and maintained normal serum potassium levels
regardless of the underlying cause of hyperkalaemia, age, sex, race, comorbid disease or concomitant
use of RAAS inhibitors. No dietary restrictions were imposed; patients were instructed to continue
their usual diet without any specified alterations.

Study 1
A two-phase, placebo-controlled correction and maintenance use study

A two-part, double-blind, randomised, placebo-controlled clinical trial of 753 patients (mean age of
66 years, range 22 to 93 years) with hyperkalaemia (5 to < 6.5 mmol/L, baseline potassium average
5.3 mmol/L), and included patients with chronic kidney disease, heart failure, diabetes mellitus and
those on RAAS inhibitor therapy.

During the correction phase, patients were randomised to receive Lokelma (1.25 g, 2.5 g, 5 gor 10 g)
or placebo, administered three times daily for the initial 48 hours (Table 2).

Table 2. Correction phase (Study 1): Percentage of normokalaemic subjects after 48 hours of
Lokelma

Lokelma dose (three times daily)

Placebo 125 ¢ 25¢g S5¢ 10g
N 158 154 141 157 143
Baseline serum potassium, mmol/L 5.3 5.4 5.4 5.3 5.3
Normokalaemic at 48 hours, % 48 51 68 78 86
p-value vs. placebo NS <0.001 <0.001 <0.001

NS: not significant

Lokelma 10 g administered three times daily lowered serum potassium by 0.7 mmol/L at 48 hours
(p <0.001 vs. placebo); statistically significant 14% potassium reduction was observed 1 hour after
the first dose. Patients with higher starting potassium levels had a greater response to Lokelma.
Patients with pre-treatment potassium levels in excess of 5.5 mmol/L (average baseline 5.8 mmol/L)
saw an average decrease of 1.1 mmol/L at 48 hours while those with starting potassium levels at or
below 5.3 mmol/L had an average decrease of 0.6 mmol/L at the highest dose.

Patients who became normokalaemic after receiving Lokelma during the correction phase were
re-randomised to receive once daily placebo or once daily Lokelma at the same dose level as they had

received three times daily during the correction phase (Table 3).

Table 3. Maintenance phase (12 days, Study 1): Mean number of normokalaemic days

Maintenance phase treatment (once daily)

Placebo Lokelma P-value vs.
placebo
Correction phase Lokelma dose N Days n Days
1.25 g three times daily 41 7.6 49 7.2 NS
2.5 g three times daily 46 6.2 54 8.6 0.008
5 g three times daily 68 6.0 64 9.0 0.001
10 g three times daily 61 8.2 63 10.2 0.005

NS: not significant

At the end of the maintenance period, when Lokelma was no longer administered, average potassium
levels increased to near baseline levels.



Study 2
A multi-phase, placebo-controlled maintenance study with an additional open-label phase

In the correction phase of the study, 258 patients with hyperkalaemia (baseline average 5.6, range

4.1 - 7.2 mmol/L) received 10 g of Lokelma administered three times daily for 48 hours. Reductions in
potassium were observed 1 hour after the first 10 g dose of Lokelma. Median time to normokalaemia
was 2.2 hours with 66% of patients achieving normokalaemia at 24 hours and 88% at 48 hours.
Responses were larger in patients with more severe hyperkalaemia; serum potassium fell 0.8, 1.2 and
1.5 mmol/L in patients with baseline serum potassium < 5.5, 5.5-5.9 and > 6 mmol/L, respectively.

Patients who achieved normokalaemia (potassium levels between 3.5 and 5 mmol/L) were randomised
in a double-blind fashion to one of three doses of Lokelma [5 g (n=45), 10 g (n=51), or 15 g (n=56)] or
placebo (n=85) administered once daily for 28 days (the double-blind randomised withdrawal phase).

The proportion of subjects with average serum potassium < 5.1 mmol/L from Study Day 8 to 29
(three-week period) was greater at the 5 g, 10 g and 15 g once daily doses of Lokelma (80%, 90% and
94%, respectively), compared with placebo (46%). There was a mean decrease in serum potassium of
0.77 mmol/L, 1.10 mmol/L, 1.19 mmol/L and 0.44 mmol/L, respectively, and the proportion of
subjects who remained normokalaemic was 71%, 76%, 85% and 48% in the 5 g, 10 g, 15 g once daily
doses of Lokelma and placebo groups, respectively.

Maintenance phase with Lokelma titration (open-label) results: 123 patients entered the 11-month
open-label phase. The proportion of subjects with average serum potassium < 5.1 mmol/L was 88%,
the average serum potassium level was 4.66 mmol/L and the proportion of serum potassium
measurements below 3.5 mmol/L was less than 1%; between 3.5 and 5.1 mmol/L was 77%; or
between 3.5 and 5.5 mmol/L was 93%, irrespective of other factors that might influence the serum
potassium. Treatment was discontinued on study exit (Day 365).

Kaplan-Meier estimates of time to relapse for maintenance phase showed dose dependence in time to
relapse with median time for 5 g dose ranging from 4 to 21 days depending on the baseline serum
potassium values. Serum potassium should be monitored periodically and the Lokelma dose titrated as
described in section 4.2 Posology and Method of Administration.

Figure 1 illustrates the mean serum potassium over the correction and maintenance phases of the
study.



Figure 1. Correction and maintenance phases (Study 2): mean serum potassium over time with
95% CI
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Study 3
A study in chronic kidney disease patients with hyperkalaemia

This study was a double-blind placebo-controlled dose-escalating study in 90 patients (60 Lokelma
patients; 30 controls) with baseline eGFR between 30-60 ml/min/1.73m? and hyperkalaemia (baseline
serum potassium 5.2 mmol/L, range 4.6-6 mmol/L). Patients were randomised to receive escalating
doses of Lokelma (0.3 g, 3 g and 10 g) or placebo, administered three times a day with meals for two
to four days. The primary endpoint was the rate of change in serum potassium from baseline
throughout the initial 2 days of treatment. The trial met the primary efficacy endpoint at the 3 g and
10 g doses of Lokelma compared to placebo. Lokelma at the 10 g dose and the 3 g dose resulted in
mean maximal reductions of 0.92 mmol/L and 0.43 mmol/L, respectively. Twenty-four hour urine
collections showed that Lokelma decreased urinary potassium excretion from baseline by

15.8 mmol/24 h compared to placebo increase by 8.9 mmol/24 h (p < 0.001). Sodium excretion was
unchanged relative to placebo (10 g, increase by 25.4 mmol/24 h compared to placebo increase by
36.9 mmol/24 h (NS)).

Study 4
A two-phase, multicenter, multi-dose, open-label safety and efficacy study

The long term (up to 12 months) effects of Lokelma were assessed in this study in 751 subjects with
hyperkalaemia (baseline average 5.59 mmol/L; range 4.3-7.6 mmol/L). Comorbid conditions included
chronic kidney disease (65%), diabetes mellitus (64%), heart failure (15%) and hypertension (83%).
Use of diuretics and RAAS inhibitors was reported by 51 and 70% of subjects, respectively. During
the correction phase, 10 g of Lokelma was administered three times daily for at least 24 hours and up
to 72 hours. Subjects who achieved normokalaemia (3.5-5.0 mmol/L, inclusive) within 72 hours
entered the maintenance phase of the study. All subjects in the maintenance phase received Lokelma at
a starting dose of 5 g once daily which could be increased in increments of 5 g once daily (to a
maximum of 15 g once daily) or decreased (to a minimum of 5 g once every other day) based upon the
titration regimen.



Normokalaemia was achieved in 494/748 (66%), 563/748 (75%) and 583/748 (78%) of subjects after
24, 48 and 72 hours of correction phase dosing with an average reduction in serum potassium of

0.81 mmol/L, 1.02 mmol/L and 1.10 mmol/L at 24 (n=748), 48 (n=104) and 72 (n=28) hours,
respectively. Normokalaemia was dependent on baseline potassium concentration, with subjects with
the highest baseline serum potassium concentrations having the most prominent decrease after starting
the study drug but with the lowest proportion of subjects achieving normokalaemia. One hundred and
twenty-six patients had a baseline serum potassium > 6.0 mmol/L (mean baseline potassium

6.28 mmol/L). These subjects had a mean reduction of 1.37 mmol/L at the end of the correction phase.

Table 4. Correction phase (Study 4): proportion of subjects with serum potassium concentrations between
3.5 and 5.0 mmol/L, inclusive, or between 3.5 and 5.5 mmol/L, inclusive, by correction phase study day -
ITT population

Lokelma 10 g three times daily (N=749)

Correction Phase (CP) .Serun} potassium 3.5 to 5.0 mmol/L, .Serun} potassium 3.5 to 5.5 mmol/L,
inclusive inclusive
n/N Proportion 95% CI n/N Proportion 95% CI
CP at 24 hours 494/748 0.660 0.625,0.694  692/748 0.925 0.904, 0.943
CP at 48 hours 563/748 0.753 0.720,0.783  732/748 0.979 0.965, 0.988
CP at 72 hours/CP Last 583/748 0.779 0.748,0.809  738/748 0.987 0.976, 0.994

Note: One subject had a post-dose value that was more than 1 day after last dose. Therefore, the
subject was eligible for the Correction Phase ITT Population; however, the time point was excluded
from the analysis.

Normokalaemia was maintained while patients remained on drug and the mean serum potassium
increased following discontinuation. Among those patients using RAAS inhibitors at baseline, 89%
did not discontinue RAAS inhibitor therapy, 74% were able to maintain the same dose during the
maintenance phase and among those not on RAAS inhibitors at baseline, 14% were able to initiate this
therapy. During maintenance phase, 75.6% of subjects maintained normokalaemia, despite use of
RAAS inhibitors.

Figure 2 illustrates the mean serum potassium over the correction and maintenance phases of the
study.



Figure 2: Correction and maintenance phases in 12-month open-label study (Study 4) - mean
serum potassium over time with 95% CI
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CPBL 24h 48h 72h MPBL 29 57 85 113 141 176 211 239 267 295 330 365 Exit EOS
Correction (hour) Maintenance (day)
n= 749 748 132 28 746 701 674 645 620 602 588 559 546 524 508 495 439 734 597

CPBL=Correction Phase Baseline, MPBL=Maintenance Phase Baseline
Exit=Last Visit within 1 day of Last Dose, EOS=End of Study (7 days +/- 1 day after Last Dose)

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Lokelma in one or more subsets of the paediatric population in male and female children from birth to
less than 18 years of age, with hyperkalaemia (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption
Sodium zirconium cyclosilicate is an inorganic, insoluble compound that is not subject to enzymatic

metabolism. In addition, clinical studies have shown it not to be systemically absorbed. An in vivo
mass balance study in rats showed that sodium zirconium cyclosilicate was recovered in the faeces
with no evidence of systemic absorption. Due to these factors and its insolubility, no in vivo or in vitro
studies have been performed to examine its effect on cytochrome P450 (CYP450) enzymes or
transporter activity.

Elimination
Sodium zirconium cyclosilicate is eliminated via the faeces.

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, toxicity to reproduction
and development.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

None



6.2 Incompatibilities

Not applicable

6.3  Shelf life

3 years

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

5 or 10 g of powder in sachets of a PET/LDPE/LLDPE/aluminium foil laminate
Pack sizes: 3, 28 or 30 sachets

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1173/001

EU/1/17/1173/002

EU/1/17/1173/003

EU/1/17/1173/004

EU/1/17/1173/005

EU/1/17/1173/006

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 22 March 2018

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




ANNEX II

MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE
AND EFFECTIVE USE OF THE MEDICINAL PRODUCT



A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

AstraZeneca AB
Giértunavigen
SE-151 85 Sodertilje
Sweden

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports
The requirements for submission of periodic safety update reports for this medicinal product are
set out in the list of Union reference dates (EURD list) provided for under Article 107¢c(7) of

Directive 2001/83/EC and any subsequent updates published on the European medicines web-
portal.

The marketing authorisation holder shall submit the first periodic safety update report for this product
within 6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in
the agreed RMP presented in Module 1.8.2 of the marketing authorisation and any agreed
subsequent updates of the RMP.

An updated RMP should be submitted:
. At the request of the European Medicines Agency;

. Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.



ANNEX II1

LABELLING AND PACKAGE LEAFLET



A. LABELLING



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Lokelma 5 g powder for oral suspension
sodium zirconium cyclosilicate

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each sachet contains 5 g of sodium zirconium cyclosilicate.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Powder for oral suspension.
3 sachets

28 sachets

30 sachets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE




11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1173/001 3 sachets
EU/1/17/1173/005 28 sachets
EU/1/17/1173/002 30 sachets

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

lokelma 5 g

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Lokelma 10 g powder for oral suspension
sodium zirconium cyclosilicate

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each sachet contains 10 g of sodium zirconium cyclosilicate.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Powder for oral suspension.
3 sachets

28 sachets

30 sachets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE




11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1173/003 3 sachets
EU/1/17/1173/006 28 sachets
EU/1/17/1173/004 30 sachets

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

lokelma 10 g

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SACHET

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Lokelma 5 g powder for oral suspension
sodium zirconium cyclosilicate
Oral use

2. METHOD OF ADMINISTRATION

To open, cut across top.
Read the package leaflet before use.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

Each sachet contains 5 g.

6. OTHER

AstraZeneca
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SACHET

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Lokelma 10 g powder for oral suspension
sodium zirconium cyclosilicate
Oral use

2. METHOD OF ADMINISTRATION

To open, cut across top.
Read the package leaflet before use.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

Each sachet contains 10 g.

6. OTHER

AstraZeneca
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B. PACKAGE LEAFLET
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Package Leaflet: Information for the patient

Lokelma 5 g powder for oral suspension
Lokelma 10 g powder for oral suspension
sodium zirconium cyclosilicate

v This medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains
important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Lokelma is and what it is used for

2. What you need to know before you take Lokelma
3. How to take Lokelma

4, Possible side effects

5. How to store Lokelma

6. Contents of the pack and other information

1. What Lokelma is and what it is used for
Lokelma contains the active substance sodium zirconium cyclosilicate.

Lokelma is used to treat hyperkalaemia in adults. Hyperkalaemia means that there is a high level of
potassium in the blood.

Lokelma lowers the high levels of potassium in your body and helps to keep it at a normal level. As
Lokelma passes through your stomach and gut it attaches to potassium and the two are carried together
out of the body in your stools, lowering the amount of potassium in the body.

2. What you need to know before you take Lokelma

Do not take Lokelma
. If you are allergic to the active substance.

Warnings and precautions

Monitoring

Your doctor or nurse will check your blood potassium level when you start taking this medicine:

. This is to make sure you are getting the correct dose. The dose may be raised or lowered based
on your blood potassium level.

. Treatment may be stopped if your blood potassium level becomes too low.

While you are taking Lokelma, tell your doctor or nurse if
. you need to have an X-ray, as Lokelma may affect the interpretation of the results.
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. you have sudden or severe pain in your abdomen as this may be a sign of a problem that is
observed with other medications that work in the gastrointestinal tract.

Children and adolescents
Do not give this medicine to children and adolescents under 18 years of age. This is because the
effects of Lokelma in children and adolescents are not known.

Other medicines and Lokelma
Tell your doctor or nurse if you are taking, have recently taken or might take any other medicines.

In particular, tell them about any medicines which can change your blood potassium levels because
your dose of Lokelma may need to be changed. These include:

. diuretics (medicines that increase urine production)

. angiotensin converting enzyme (ACE) inhibitors such as enalapril, and angiotensin receptor
blockers which name ends with sartan (medicines for high blood pressure and for heart
problems)

. renin inhibitors such as aliskiren (for high blood pressure)

Also, tell your doctor or nurse if you are taking any of the following:

. ketokonazole, itraconazole and posaconazole (used to treat fungal infections)

. atazanvir, nefilnavir, indinavir, ritonavir, saquinavir, raltegravir, ledipasvir and rilpivirine (used
to treat HIV infection)

. tyrosin kinase inhibitors such as eroltinib, dasatinib and nilotinib (used to treat cancer)

If any of the above apply to you (or you are not sure), tell your doctor, pharmacist or nurse before
taking this medicine.

Pregnancy and breast feeding

Pregnancy
Do not use this medicine during pregnancy because there is no information on its use in pregnancy.

Breast-feeding
No effects on the breastfed newborn/infant are anticipated since the systemic exposure of the breast-

feeding woman to Lokelma is negligible. Lokelma can be used during breast-feeding.
Driving and using machines
This medicine has no or negligible influence on your ability to drive or to use machines.

3. How to take Lokelma

Always take this medicine exactly as your doctor has told you. Check with your doctor or pharmacist
if you are not sure.

How much to take
Starting dose - to lower your high potassium level to normal:

. The recommended dose is 10 g taken three times a day.
. The medicine takes one to two days to work.
. Do not take this starting dose for more than three days.

Maintenance dose - to keep your potassium level within the normal range after it has been lowered:

. The recommended dose is 5 g taken once a day.

. Your doctor may decide that you need more (10 g once a day) or less than this (5 g every other
day).

. Do not take a maintenance dose of more than 10 g once a day.
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Taking this medicine
. Try to take Lokelma at the same time each day.
. You can take this medicine with or without meal.

How to take

. Open the sachet and pour the powder into a drinking glass with approximately 45 ml of still
(non-carbonated) water.

. Stir well and drink the tasteless liquid straight away.

. The powder does not dissolve and the liquid appears cloudy. The white powder will settle in the
glass quickly. If this happens, stir the liquid again and drink it all up.
. Rinse the glass with more water and drink it all up to take all the medicine.

If you take more Lokelma than you should:
If you take more of this medicine than you should, talk to a doctor straight away. Do not take any
more until you have spoken to a doctor.

If you forget to take Lokelma

. If you forget to take a dose of this medicine, skip the missed dose.
. Then take the next dose as usual at your normal time.
. Do not take a double dose to make up for a forgotten dose.

If you stop taking Lokelma
Do not reduce the dose of this medicine or stop taking it without talking to the doctor who prescribed
it. This is because you may get high potassium levels in your blood again.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Tell your doctor or nurse if you experience any of the following:
Common side effects (may affect up to 1 in 10 people).

. you start to feel tired, or have muscle weakness or cramps, this may be a sign that your blood
potassium has become too low. Talk to your doctor immediately if these symptoms become
severe.

. you start to have a build up of fluid in the tissues, leading to swelling anywhere in your body

(usually in the feet and ankles).
Not known (frequency cannot be estimated from the available data).
. you start to have abdominal pain or discomfort, nausea, vomiting, diarrhoea or constipation.
. you start to have itching of the skin or recognise redness or scaling of your skin.
Reporting of side effects
If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Lokelma

Keep this medicine out of the sight and reach of children.

26



Do not use this medicine after the expiry date which is stated on the carton and the sachet after ‘EXP’.
The expiry date refers to the last day of that month.

This medicine does not require any special storage conditions.
Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Lokelma contains

The active substance is sodium zirconium cyclosilicate.
Lokelma 5 g powder for oral suspension

Each sachet contains 5 g of sodium zirconium cyclosilicate.
Lokelma 10 g powder for oral suspension

Each sachet contains 10 g of sodium zirconium cyclosilicate.

There are no other ingredients in this medicine.

What Lokelma looks like and contents of the pack
The powder for oral suspension is a white, free flowing powder, essentially free of debris and
particulates. It comes in a sachet.

Lokelma 5 g powder for oral suspension
Each sachet contains 5 g of powder.

Lokelma 10 g powder for oral suspension
Each sachet contains 10 g of powder.

The sachets are supplied in a carton containing 3, 28 or 30 sachets.
Marketing Authorisation Holder

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

Manufacturer

AstraZeneca AB
Giértunavigen
SE-151 85 Sodertilje
Sweden

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +322 37048 11 Tel: +370 5 2660550
Bbarapus Luxembourg/Luxemburg
Acrtpa3eneka bwarapus EOO/] AstraZeneca S.A./N.V.
Tem.: +359 24455000 Tél/Tel: +322 37048 11
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Ceska republika
AstraZeneca Czech Republic s.r.o.
Tel: +420 222 807 111

Danmark
AstraZeneca A/S
TIf: +45 43 66 64 62

Deutschland
AstraZeneca GmbH
Tel: +49 41 03 7080

Eesti
AstraZeneca
Tel: +372 6549 600

EALGoa
AstraZeneca A.E.
TnA: +30 210 6871500

Espaiia
AstraZeneca Farmacéutica Spain, S.A.
Tel: +34 91 301 91 00

France
AstraZeneca
Tél: +33 1 41 29 40 00

Hrvatska
AstraZeneca d.o.o.
Tel: +385 1 4628 000

Ireland
AstraZeneca Pharmaceuticals (Ireland) Ltd
Tel: +353 1609 7100

Island
Vistor hf.
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 9801 1

Kvnpog

Aréktop Qappokeutiky Atd
TnA: +357 22490305
Latvija

SIA AstraZeneca Latvija
Tel: +371 67377100

This leaflet was last revised in

Other sources of information
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Magyarorszag
AstraZeneca Kft.
Tel.: +36 1 883 6500

Malta
Associated Drug Co. Ltd
Tel: +356 2277 8000

Nederland
AstraZeneca BV
Tel: +31 79 363 2222

Norge
AstraZeneca AS
TIf: +47 21 00 64 00

Osterreich
AstraZeneca Osterreich GmbH
Tel: +43 1711310

Polska
AstraZeneca Pharma Poland Sp. z o.0.
Tel.: +48 22 245 73 00

Portugal
AstraZeneca Produtos Farmacéuticos, Lda.
Tel: +351 21 434 61 00

Romania
AstraZeneca Pharma SRL
Tel: +40 21 317 60 41

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenska republika
AstraZeneca AB, o0.z.
Tel: +421 2 5737 7777

Suomi/Finland
AstraZeneca Oy
Puh/Tel: +358 10 23 010

Sverige
AstraZeneca AB
Tel: +46 8 553 26 000

United Kingdom
AstraZeneca UK Ltd
Tel: +44 1582 836 836



Detailed information on this medicine is also available on the European Medicines Agency web site:
http://www.ema.europa.cu
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1.8.1.1 BEEXRIEHMR (F)

IRESUTAII () AT O &5 RE LI,

wA U A ILSE

1.8.1.2 IR

ZS X, & U U AMIE DM IE R OCFREGIED 7= O R G2ETem b U U A MUEDTEE Z
HEZBRIE L= OEFITH 5, @b U v LIMIEDIEE « ZHEOESE 5 L. MiEET 2%
W nWE s U U AfERE (BUF, IEEITEE) 234 & L7z D9482C00002 7k (=N H
waxERER [J-DFS #BR] ) . D9480C00002 7R (55 I AR E PRI FIFER [HARMONIZE Global
AER] ) KT D9482C00001 #kEk (EHANEMPBGHER [J-LTS &Rk ) I N iENT 25T T\
LV v AGERSE (LLF, BTEE) Zxig & L7z D9480C00006 7Bk (5 IN1 FHIE R IE R
B [DIALIZE] ) Z5Eh L7z, *tB4ERNCIL, MRS BH %2 5 R EE (CKD) | LAR4
RO ARG 72 EREx IRBEHFE L, L=v-T oA T v - TV RAT R V%R
(RAAS) FHEHRZ: EOOFHEEZHERT EE LS, BIAWVERAEREREG TN TN D,

J-DFS &k & TN HARMONIZE Global 3ER DFERN G| FEEHTEZITIHBNT, @A U U AMAED
FHIE M OV Dtk DHERHRIEIZ BT 2 AFI OB INE R OFFR AIRe Z 27 v 7 7 A VISR &
7o ST, JILTS REATIX, ZS OEHIEEICLY R VHZBUTEELE-AMERL, £
W5 D B 72 2 M R OB E 2 i LTz,

DIALIZE RER DOFE RS B MIEANT BE 1281 5 ABIOFIE N OFFR e /r 2 et~ n
T ANPIRENT, o, EBEIBEEOLEN T a7 7 A NI L THIZR Y A7 3H LN
2otz

J-DFS %%, HARMONIZE Global %, J-LTS 7B & () DIALIZE iRBR 2BV T, DAEDOFH
. BERWOAME, CKD OFE, RAASHEHOFEIZ D LT, WTHOHAERICE N T
b AFNOFREITEEEROFRE R L —B L TWE, £, 37 70— ERELOFET
B O ERNC BT D2 et EOBSITR T SN o T,

. EEHLFEFRER TH 5 HARMONIZE Global #5k & (8 DIALIZE B Cld. &AER & A A
NEMTHEFERND B L TN D ZENRBREINTT20, BARANTBWTHREROA MR O
MRS S,
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oo 2B, HEEFRRBREFEOERNLCID £ 2 —/L 27322 28D &,
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1.8.2 RERUVAE (B) RUZDRERML
1.8.2.1 RERUVRAE (F)
IR O (R) BT LB Y RE LR,

WEL. RN, BEHEE LT E 10g 2K TEELC1 B 3E, 2 BfROKSGT5, 72
B, MEL Y U AMESLEEOREBIS U T, &KE3 HRETRAOKEGTE 5, U#EE, 11E 5g
ZATRELTL B ERAKS TS, 2B, MiED Y 7 AMESCEE ORI U Cl HHER
THN, EmHEF1H1E15gETET 5,

MAENTHEI TR OBA I, WH, 18] 5g 2K CTRE L CIESEHTAIC1 B 1 ERAZRST 5,
2. BAREHTHIRE OBHTRIO MG S U 7 AMECEE OREIZS U CGEEHEBT 208, K&
HA&EIT1 B 1R 15gETET 5,

1.8.2.2 IR

1.8.2.21 FEWNMEBEEFOHZEZRUVH=ERTE

BIEHETH S 10g @ 1 BH 3 [\ (tid) # 51, J-DFS 3B EERHIE H O 574 48 FEfEIC

BUF 5 S-K (fiEA Y 7 L) fED exponential rate of change (23T, 7 F & ARRE & g L CRER
HINCERD & DAt FHIA EEDTRD bV RE R ﬁO%%ﬁLKO%Q%ZM%ﬁ BT,
ZS 10g tid BEDBEDIF L AL (83.3%) NEEICIEF A U U AMEIZEL TV odizxk L, Sgtid #f
LT T RARBETIEIENEI 353% KLV 273% CTh -7, J-DFS BRI VT, ZS 10g tid BEO G-
48 WEfIZ ICIER 1 ) 7 MEIZE LT BFE OEIE1X 91.7% TH Y . HARMONIZE Global 3k T ¢ [F]
ROFERTH -7 (BIAREFT 89.1%. AARNERIT 95.6%) . J-LTS ik TITIFEM T ZS 10g
tid & i % 72 FE# G- Lo, T2 oG 2 E LB 1X0.7% (161 oA TH-o72 (CTD
TV a2—/L273323H M) , &5HIT, ZS 10gtid DFIMEIL, PHERE (CKD, BERKE. &
DCLAE) OFEIZELLT B L TWe GEMIXCTD £V a—/b 254251 ) , &4
PEIZONWTIR, 77 B EER O J-DFS RBRIZ 31T 2 22l . ZS 10mgtid & 77 &R
THRRBIZER DD 2721370 < . MWDK 7 7 77 A CHRENIZT v 7 7 A VERBZ D
Bl RV T ARRFESND Z L blehoTz,

EDZ ENG, HMPERICEDOLTRTORZICBWT, @AV ULAMEOHEZ LT
é%“%%ﬁgizsmym14ﬁ%ﬁum®&ﬁfhék%25ntoit J-LTS ik Tix
ZS 10g tid % 48 W& 5 L7 Wf RSB W CIER MG 7 U U M2 R L TR0 T2 EBF IS ﬁb
T, R 2B ECTOREEZAREL LCW2Z &b, @2 AME T, kE3 BfOKS
L7,

EWA YT NMEICELZER, ZO#RZANE LTl &kE ZS 052k & Th 5,
HARMONIZE Global #AB5RIZE T, Day 8~29 D S-K fED M F#)1%X 2S 10 gqd (1 H 1[7]) &,
S5¢qd (1 H 11[8) &, 77 REETENTN 44, 48, 53mmol/L TH Y, V¥ S-K A H B
FRIRIR TR A LN, S BT, IEH S-KAMRHERF S 4Tz B OFEIE O H BARAFRY 7203
A5 (10g qd BET 77.3%, 5gqd BE T 58.6%. 77 BAREET24.0%) . ZS5gqd BETH —~EDH
IHPERERD HivTe, AARNEMICEIT ARERITAERERME B LTV (CTD £¥ 2 —/b
25423 ) . DLk, Kﬁyﬂ&@ﬂ@@@ﬁwiﬁ@&éﬂhoféﬁkowfﬂ\m
5gqd LT 10g qd D B 72 2B R OBEERHER S, MR CA LN A EFROMiAE
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1.8 WfHE (%) AstraZeneca
— x4 U a=mu sy a8 N U LK

FROFBRIL, MAOBRKBRIE T 0 77 ATRHRO LA TWDL T u 7y AV ERETH-To, A
EEGE RN L2, SN AEFRORBRIIEMEN & B A NEM TR
LCWe, fsme LT, EWD U U MEOHER Z B &+ 2 HERMAR IR/ D HETH D
S5¢qd ThHDHEEBEZ BT,

J-LTS iR ClL ZS 5g qd Pt HE & L, Sgqd /IZ 15gqd £ T, H2HWE 5gqod Xid 2.5¢ qd
F O & T O HEME AT — 22 HWT, REIRGROREMEL G L BT LI, £0
FERL LTS RBRICBW T, HERH AT — LA TEM®RS Lz & & OARA|O BIF 722 2 VEHFE
SV (CTD E¥ =2 —/L 255 &) | Day362 (Rf&KPE Visit) KA T 79.5%D B3 (97 i)
MNIEF A U MEZHEEE L, EMEICHOTZVIE® D) U AMEEZHERFCTX 5 Z &R S LT
(CTD EY 22—/ 254231 M) . Z Oft51L HARMONIZE Global 3ER Df B2 H#4 5
HDThH-o7, 2.5gqd XL 5gqod ZME L L-BE XTI AHT, Hx 0RBREFEICH LR ZEIX
WL oT= (CTD EY 2—/V 273421 28) RO VWL, EERENRER
BRD J-LTS BRICIBWN T, ZSITAARAE A Y U AMIERE BN T 12 7 A Iz TEEMEN
BifFCThot-, LTS HBRTHONTLZRMET e 77 A M F. TNETCORBRTRDO LN HD
ERERTH -T2,

Db Z &t MmiFED ) v MEZMERT 2 BB THESRE S 2 &S A — A3, 5gqd &
PlapE L L TG Y v AMELEE ORBIIS U CTHEEIEHE L, HmMEiE1 B 13 15 £T
ETDHZENEYIEEZ B,

18222 BWBEODHAERUVAZERTE

MEENT 22T T D @A U w AMEREIC ZS L7 7R &2 3EEN B IC 8 M#E Lz,
DIALIZE 55RO R0 4 8 M3 KB RIRRE OBHTRIO i-STAT @ S-K fEIZHES =, HEOH
Bi#1T > 7=, DIALIZE iBRIZIS51T 5 ZS O &L, FEMKBNT RS & k5 & Lizigst O KBRS
Ta T ATIEFEA Y U LMEOHEFHCEN e HEZTIR LTz, T720bb, BN H O ZS 5gqd #
HGaRIEHEE L, EMTAI0O S-K % 4~5 mmol/L |(ZHEFF 3572812 15gqd £ CTHERT & L7,
Tk, B0 4B ZS OREEF 2 ARel L Uiz, ZS BETII T 7 B AREE L il L TR D
%ﬁﬁ%%?% CHEIZE L (41.2% vs 1.0%; p<0.001) | IMigFENT 251 T2 KR AR 2R

Témi&iﬁ*ﬁﬁu@mﬁ) U AMIEDIRRICHL AN TH D Z ENRENTZ, BARNERIZET

F%i FEME —ELTW= (CTD BV 2—/L 2542321 28) . ReHEOIESITH
Be515g 5T ZS \Z X D16HIE, MREN =7 TWa @A U U AMfEBE TLEMEDRREIT
BOLNIoTe (CTDEY 2—/L255H &) . BRANEMIBTLILZR2MET a7 7 A1
X, BfERTHELNEZLDE B LTV,

LEDZ &b, MEENT 2% T TWbDEmA Y U AMERFICK T HHESEH &L, JEEFTB O
7S Sgqd # 5 (15gqd £ CHER) NEUITHL LB LT,

1.8.3 FERALEDIE () RUZDHRERL

FRLDEE () Baics
5. ZhRESUT N R BE T AR R 5. ZhRESUT R BE T AR R
5.1 AFNINEHKBDBIRTH L0, BAD | AFIoMmiED Y v METEMRIZ., BE51 H%%F’%’é
BREETLEN ) U AMIEICIIEH L2 | 268D 5 TEY 24 B2 63.3%.
L. [17.12. 184 ] 21213 89.1% 2N IEH I ET 5, Lﬂb@
NOEEMEENT LI RBEEOED U U AE
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1.8 IRAF3CE (%)
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AstraZeneca

BB D HRBRIT 2 < B R O 4tk
WIS SN TRV, Lo T, Az
T U v AMEICE LT, BEFEOBREIRRD
REOBHTARAZHENTHZ EDRNK I
T L,

7. FER O EICEET 53R

71 ARFEEFMG 3 HEIZ 1E10g % 1 H 3 [
B53 258120, 3 A BOBRSRNCMmE Y Y
7 MMEDERE B EEIZEL TV & AR
THZ &, Fo. ARG 3 BRICH MG
71V T MEER BEEIZE L TWRWEE
. IR FIEE R S 2 & (ILiREHTiE
TH R

7. HEROHEICEET DR

(FEFEHTBHE)

7.1

J-LTS OFIEM ORERT A > K ORAEIZ IS
XFRE L7-, J-DFS. HARMONIZE Global, J-

LTS TlE. IfiEH Y 7 2 5.0 mmol/L & #8 %
HEEEXNBIZ, BV U MEEHET H7-DI1C
WEMOWEREEZERL, 1FEAEDBEN 48

BERILAPIC IEFAEICEE L=, F72. 48 BRI A
TEFBRIZEL TWRWEFIIH LT, KET72
B £ TG A[RE/R T A v & L2 J-LTS it
TIE, 72 R OG- %23 U 7= B35 1T 150 il 1
Bl (0.7%) ThHolz, ZHNHDOFERND, 48 B
MR TG # U ¥ SMESTER BAREICEZE L T
WARWZ AR L T, &E 2B E T

BHEAEMREETDHZ L ERTE LI,

7.2 ARFN % 5-BItAR e O 5 R rs T, 1EM
A BRCMEL Y U MEEZRET D &, LA
%X, BEORELEIG U T, T iimiEy
U MEERRIET S L, (74, 8.1, 11.1.1
2]

72
MG U 7 SMEOREILAE 2 OB OIRIEIZIE
CTHTOND NS TH LD, J-LTS D7
A v EBE LT, ARANB G DGR R OG- B
BRFOPERET 1M Z B e LTaIE L

7o

T3HEEEITHOEAIT g oL L, 1 HMLE
OEREZET AT &,

7.3
LTS # BTV A 2 EZE L THE L,

7.4 f3EH U 7 2MEH 3.5 mEq/L R 2K T L7=
LA, AROBEXTTIEEZBETHZ L, (i
BV T LMEA 3.0 mEq/L R IAE T L7125

A, AFlERIET S Z L, MED VU v AMEIDES
CC, BV Y AHTROBLE,EZRFTD L,
[7.2, 8.1, 11.1.1 ]

7.4
AANOHPAEERNTA o U 7 L 2K
SELHZLETHY, WMEDETIZIVELY D
DMFEICE D ATREVED B 5, AR Y U A LEED
HIE(L L7256, DB %S O BOEMEARIRIRIC
BELRBNDPH DT ORRE LT,

8. R HANEE

8.1 KA Y U7 AMIEIZ L Y REIRENEL HE
TNDHDH DT, AEIBEHIL, EWIRIZ G
BV MEERRIET DL, £, MY D
IMECBE RITTHA (=T o7
VURLER, BTV RAT a AL FIlRE
) OHBICEENECEA, MmiGH ) 7 A
EOEECEETHZ L, [712. 74, 11.1.1 &
i

8. EEQILARIER

8.1

AN OHPAEERNTA P 0 U 7 L AT
SELHZLETHY, WMEOETIZIVELY D
DMFEICE D ATREVED B 5, AR Y ¥ A LEED
HIE(L L7256, DEilEh % o BOEMEARIRIRIC
BELRBNDH DT ORE LT,

82 WMEHRLGEZII<T-D, RAZENTZ5HE
I, RORMTFERFFICEE B0 1 =5

8.2
Rz En e saic, TELEIRMR LY b
FENLTRHT D & ROIR E TORRHI R
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1.8 IRAF3CE (%)
— x4 U a=mu sy a8 N U LK

AstraZeneca

BERATL L BEIHEETLZ L,
[11.1.1, 13.1 &M]

TELDLEL RV, BECIMEL Y 7 LMED
RTFEBIEREITBZEURDH D20, izt
T AT DITERTE LT,

9. FFEDE A AT HEEICHAT IEE

9.5 Ifha

I b ATATHR LTV 5 AIREE D & 5 eI,
IR EOR RN ERRMEE Eal D R S D
BElorET 5k,

9. EOHE mEATLEEIIHT LR

9.5 #Thm

AR OETEF A TR (7> b, UHF) (I
BWT, &5 AMREZ e KA & 6000 mg/kg/H (B
FORHBEIZHBET LT v REOTH X TER
ZNS8 g/ HE N6 g HIZARY) #&ELL
T, R, IR - BRIEEAE. RO AR
FIBIZKT B RBITBO LN o 7203, il
ZRtGb UTBRARRBR T M L TR ook
E LT,

9.7 /NIEEE
INREE B3t G & U T2 iR RRBR 13 5206 L T
AN

9.7 /NR&E

ENICB TR, NNEEE RS & Lol
LTy, Eio, AN TN A xS b
L7-ikBh % Fhi P CTd D H, Bl ClIakBhis
HICOWTEMHENTWARNZ EMHREL
77

10. fREAEH
ARFNIKFEA A 2 W L C—RICEHN pH
Z LRSELHAREMENH S, [16.7 ZH]

102 PFRHEE (PFHICEET D Z L)

$KH 4 [TAZS NG FEFF - fElR
a7k ISR
PLHIV 3K INHOHEA | AFIOEN
7 RYEF AR | oEBEEE | pH ICKRIE
73 +a ey | TREICK
INT 4 FEN | BB, @:ﬁ:ﬂ‘\%\
S E PRt O o
YrEey L | B | e T
mel % Sy L
A » A T %0
7Y =V RTE TN O3RA| BEME 3
#l DEGHLE |
A FSafry— | BEBITE
L ARAN# G- Db

e |G
< e 1G] S

RY ATV oy

b 5Tk,

AR

A
nF=TJH
Wil
=7 K
W

10. FHAE{EH

KHFND in vitro BEEOFERIZHS X, AFNTEN
pH % —IFIC EH S A AHEMERH B £ B 2

b7z, BN pH ITEEAF L CRERAICR-E
LD KD IRWINDZALE U D AIREMEDN & 5
H & OPFHIZOWT, CCDS (B¥EHEET —

Z— ) IZEDSERE LT, £, AHIEDOF
HEA EDOENTOHGFEZRET D720, Zhvh
DIEFNDOEH-PLEIRGEIL, KA G007
< EH 2 BRI L 2 BrEglIcE 5T A2 &

L7,
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1.8 IRAF3CE (%)
— x4 U a=mu sy a8 N U LK

AstraZeneca

ATV, BE RO bG8 I3k s
kT 57 PR EEIT Y Z &,

—aF =T

WKy %
11. AIVEH 11. &IEM
WROBWERANRSH 5D ENnHDHDT, HE | BHEHDORTE :

AFNB G L AREE N R SN D ESL (RIFE
H) X CCDS 36 X OARA DGR FBRAGE 2 212
RIE LT,

11.1 ERZ2EIEH
1LLUES Y o AfED  (11.5%)
8.1, 8.2, 13.1 ]

V) ERBIR A DI S U v A EHS 3.5Smmol/L Al
A A I L7

11.1.2 9 It nA4 (0.5%)

(7.2, 7.4,

RIVE RS BB DFHA -

IEFNTHRE &%t & L7z HARMONIZE Global
BR. J-LTS 3B K& OVEME M ik Z AT B 2 k52
L L7- DIALIZE RBOfEEREDOSHEIZ L 0 EH
L7, 728, HMERFHIOH B2 A RE7e T A
VCHENE L7z J-LTS BBRICHOWTIE, 3BTk
ELIET R TCOHBORREEE DT,

11.2 =M oFEIER

10% A5

—f - AbEE | RE (RIE, RRITE. 2

BROERGHEAL | YEPE, RMMERE, ROOR
DIRRE )
Hbg {ERk

I o MMELAE, I, ERIZOWTIE, [EAD
DR EBRIMIC S & . AK & oR#EMEA Y
CHMrENTREREZ S SICEH L,
AV 7 AMIEIZONTIX, KELNELL D
A BEGEMEORRRAEMO B & U CRET
HZ Enn, EEORREBEGRER DT IMEY Y
%7 AMEDN<3.5mmol/L DIEFI A S & ICEH L
Yl

ek, 17, BRRBHEOHIZB W TS, AREL[H
R, AFE G L D BEMENRIE X% 5
ZRIER & LTt LT,

12. BRARMRA RS R R IFE T 2

AHUIRR BH ORI X ARIIH L, AADE
6T BRI 2300 5 TN b 5.

12, BRPRRRADHE R RIF 955

ARz R L T2 BT 2 185 X SR
OFEICE L U, BERBROT — 5 I13E
fHF BN TWARNEDO, FRERMICIT X SR
NEEE T T REMENGE TE RN &b
RE LT,

13. @E&RE

13.1 JEIR

BV o AMSEIZ &0 REARZED A U HBE1
N5, [82. 11.1.1 BH]

13.2 WLE

MEHD Y U AEIZS T T, B T LTSI
PEERET 22 &,

13. WEHRE
AF|OWERGIZ LD FEEERH @RI I
S, BH Y U AMSEIC LA RERBZAEL DB
Fhb b, &S Y U AMENRD S -ES
1T, MEIZSCTH Y v o (o XI3ERk
NEE) 2179 Z & THAREETH D Z L5
RELT,

14. #H EoEE

14.1 3EHNZ TR OFE
UTORIZOWTREICREET L Z &,
14.1.1 72ENOETOIRLZREHTET ., K
45mL DOKIZIRE T DH Z &,

14.1.2 RENIEFR L7728, o3 I8
L. LT 2RNICRAT 52 &, L%
A, OB L ORI A 2 &, IRA%IC

14. #H EoEE
14.1 FEFIZZFREOFEE
CCDS Iz 3%/ E LT,
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202082 A 1ERK

BAEEER TS

B T L MAEER] 87219
Inaz gLy rarA g )T LKNY
i % =EERE D‘ ' JIJQ 1853,
AR : 34 l&\l%mﬁﬁﬁa5g
DI LY smmgsan
RN B
IR T - 9
LOKELMA" 5g-10g powder for suspension
(single-dose package)
5g 10g
AipEs - -
HR7ERAMn - -
3. #ERY - MR BHEEBVIHTOHEBZRAT A2 LS BEIEETSZ &,
3.1 #8Rk [11.1.1.13.1&%H8]
HR7e% Oy L ERERKSESeE | oL BB /A10gE 9. HEDEEAFJTIEEICEET I IR
1@ 1 9.5 iF@
BRRG (|PVA=T LY I aTABS | YNA=T LY s u TGS LRSS LT\ B AT REHE D 5 5 X HEIC I R L B 2 At
bV LAHIS bV 7 LA 108 faltiz LS S M S N ABAEICOHRET S L,

) AESgIC B £ %0.4g.10gIc B X Z0.8gDF U LR ET,
3.2 REIDMIR

HR7E4 oL~ BB E5g oL~ BiEA S E10g
=1ji7 SRV P B
AR B~ REDmE
4. FRENIZHR
=AU Y LM

5. MEEXFHRICEIET 5=
5.1 RAIERHERSBRTH B0 BEOWREETHEN Y
v LM L0 C &0 [17.1.2,18.48 ]

6. AiENURAE
EELRAICIE AR LT1E10g% /K CEE LT LH3E.2
HEEORET 2. 28 MMEHY 7 LAEPEZEORREICIE LT,
BREIHME TROKS TEZ 5. %13, 1k5g2/KTHRE L TIH
1EREORET 2. 2B MFN ) 7 AESLEEORREIZIE U THE
HIEET 5 REARIE1H1E]SgE TET 5,
MAEBENTHEITH DOJA I3 GBE, 1O 5g % 7K THEE LU CIEERH
WKIHIEROBRS T 5.4 8. & KENTEREEZO ST OIME 7
U LEREFEOREICE U CHEEBET 2 mARIZIH]
E15gETET B,

7. BiERUREICEEYT 235

7.0 AR SHB3EEIC1E10g% 1 H3E# ST 5154101330
HOBRGHICIMEN ) 7 AMEMGEEREIGEL LW &%
R A2 Lok AR EHBIERICHMMFE A Y 7 LMENR
BEHEMEICEL TLARVWES X MoEEA 2R 22 & (N
WENTHEATH 2 BR <)o

7.2 KA S HGBR KOG ERER I LERZZ BLICmEN Y
TLEERET D E DB BEOREEFICE U TOERNIC
MiEH VU 7 AMEZBIET 52 &0 [7.4.8.1.11.1.185]

7.3 HEEITHHAESgT > L IEMY LOMBEEEIT S 2 &,

7.4 MiE A ) 7 AMEA3.5mEq/LAMIE T Lz e AR O R
XIGH Ik 2ZET 2 2 EMFEN ) 7 AMEHN3.0mEq/ LA K
TULBE ARE2HRIET A2 & MENY T LEIECT HY
I LAHRODEREHRET 52 E.[7.2.8.1.11.1.12]

8. EEREAXRNIER

8.1 KAV Y AMEICKDABIRENELHEZNNHHD TR
Al S EMICIE S Y 7 LMEZHET 5 2 &k 72 M
HI D LEICHEERIZTTEA(L=-T O T UV U REE
ALBL7 IV R AT 0 VAL RIRES) OB ICEENE U546, 1
BHY) T LAEOEBCERT A2 &.(7.2.7.4.11.1.118]

8.2 BEEEZM <O RAZENZEA I IRORATERBIC

9.7 INR
NREENRE UZZBRRHERIIER L T,

10. #HE{FH
RANGKEA A+ > % LT — I BpH% LR &€ 5 A
Wb 5. [16.750]

10.2 AR HAICERTZTE)

FEH 7% FRPRIEIR - $EBITE W - fERRE T
HLHIVEE Zh o DEFOIER % | AFIOBApHICKIE
7 & CIVERERE WET AW RS H L. | THBICED. I h

AT 4 FENRA DI | KA & O RS 38 | 5O R OBEBRE»
i3 FarZE, BT U RIS ET
VLR VIERIE | ChS0ERORED | T HAREESDH 5,
% B IS AR AR
7V = VRIEEA 5n47a & 2WE AT
f b Sarv— IX2BEEB IR ET 5
V1%= Y Pl

R)yarv-n %
FurFF—EHEA
TvaF=7IERIE
Y F = 7K
—uF = 7 EBEKM
L7/

11. ElfER
WROBERBHbNBZENHAHDTHBEETHITITVBEE
PROOGNIBEICEEREL2RIET L2 B LUEEITS
Eo

11.1 EXLEIER

11.1.1 |®A YUY LMAED (11.5%) [7.2.7.4.8.1.8.2.13.151]

) FRREG 2R DT IME S VU 7 L EA3.5mmol/ LA 0 RER % &

HL7
11.1.2 5 > DARZE(0.5%)
11.2 ZDH{uDEIfER

10%A i
—f - 2HWEB LORS | PIE OREFRITE . 25 RE AR E.
ERALDIRRE R ORAHIERR)
HEE R

12. [RRRERBRICRIETHE
AR BE ORI X AR I I X ARIPELT 2 B BE ICK
HEROLAREYTH S,
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13. BERS

13.1 K
&) 7 LMAEIC & O REIRESEC D BTN H 5. (8.2,
11.1.13H]

13.208
MEH Y 7 LMEIE LT AY T LAFHFTOLEEZHET 52 &,

14. BALDEFR

14.1 FERIFOER
DROBICOWTEREICEET S &,

14.1.1 ZEANDO R T O 2 BRI ET F45mLOKICEET 5
Z&,

14.1.2 KENIBR L2072 3B UL SRTICIRAT
BT EIBLIZGHEIIBORE L TRAT 2 2 LRARICE
BICKHIDPE> TOWEWI EEHERT B L,

14.1.3 BEZROERIIREE T EETH T &,

16. EYENEE

16.1 MHEE
=AY T LMAERE296ICARHK %5~ 15gDHAE T H 1B RERE
A5 L&A MBEFICIIARICHEKRT 2 EEZ2 62 DL
=y AIBESN D272V SEAT—%),

16.2 ORUN
AEIORFRIH L EREO MR O K & SICHE LD TK
LA TIEBIIEENEETRETH S &0 56 HILED 51k
PIZEIRENZWEEZZS5NS,

16.5 Bttt
EAY Y LMAERE296ICARHK %25~ 15gDHETLH 1B RERE
A%5 L7z &2 A RPICEARFNCHEKT 2 VLT =7 L3
Enar-> 1V HEAT—%),

16.7 EYEEIER

16.7.1 FIHIVE. 7V —-ILRHEER. FOY U+ F—BHEERE
AHlZ50mg/LOBETALBR (pHL.2) IZHRMUL-&EZAVA
TE#EOpHIE2.912 LR U722 (in vitro ). L1258 > T ARH
E—BICBENpHZ LR S B2 REEN S D 2Pk - TR
BHESEOHNpHICIREL TNAFTTRA ) 574 HELT S
FRNOERZHEBT2B8FhrdH 5,

16.7.2 ZDthDEH]
AR EZOERTVLFER T2 7 EY R (EIRNRERD).
UYLy . 70t I R T RN RYF . 7LaIEY T
77V YR VAFaOF Ty EHARS L FEEORINICZIE
TARADOEEEZRFA LIBREITROLBY THoz. 7O N
TULVROTERT TV OBBEVERUT MUNAYF T
Ot I RRUTLNT 7Y Y DCrax BB LA, 26 OFEI
BERMICHEE 220 TREL HEBHARZLE LT HHDT
BarweEEZOSNZIBEAT—%),

xR AERBICXSHHAEO MFEHENBEINT XA —FICRITTE

B (REOH,AEIEOH)

Pf %
Brse D s HIERFR Cm: AUCo
(Brs) L e :
BE58
111 1.05
LUVE: 18 |7LmvEs
ThmIey | Smg |18\ TARIEY | ) ) 1200 | [1.00, 1.11]
7av¥ Ry L 0,68 0.88
Ju¥RILIL | 75 24 VAR Y ’ ’
e B 1057, 0821 | 1082, 094]
&a)
o e 0.57 0.59
FE#tsy | 75mg |24 |FEH T
77 e 771 1040, 0.82] | 10.40, 0.88]
TiwsasEl [ T besas] Le 1.04
> & F3 [1.44, 1.97] | [0.95, 1.14]
FUETE Smg |24 |[ZUEVE 104 102
& [0.92, 1.171 | [0.95, 1.10]

fFE
DrFE o | wene C AUCo
(RO L3 mex N
58
Jat IR 20mg |24 (7Tt F 166 100
) & b [1.10, 1.71] | [0.98, 1.15]
LEFOFY 1.04 1.06
LRFOETY | 50ug | 18
O B v [1.00, 1.08] | [1.02, 1.09]
0.98 1.03
oy Ly 25 18 (a4
g me 7| 1074, 130] | [0.93, L.15]
R-IL7 7 1.34 1.07
vy [1.21, 1.49] | [1.03, 1.12]
INT 7)) Smg | 18
S-TINT 7 1.38 1.12
vy [1.18, 1.62] | [1.07, 1.17]

AP ME L [90% fEHE X ]
a) 7 R LV TERPICIASESNE IS 7u R oL
L OWIRZE KRS 1R E U TREITH 2 71 LA VREPHE S Nz,

17. BRRRE

17.1 BHNERUREHECET HHER

17.1.1 BASEI/IITBFAEERERERY
=AY Y LMERE 10361 % MR AF 10g ARFISgiE 7T
ROV %1 H3E(TID) 48 E Ui . FEFHIEE TH
5 WA 548K % £ TOMIE A Y 7 AMEDexponential rate
of change (BB & 7z D OIMTE A VU 7 LMEDOEL 2RI HEE)
U FOEDEBY TH Y AH10gTIDEE & 5gTIDEHZ 75+
APBLHBLTOITAOEREIBO SN (LT b
<0.0001).

x BE548MEBOME DY 7 LAfEDexponential rate of

change (B K DTSR ER])

AP AHISgTIDE | ARAI10gTID B
(3343) (3445) (36f)
exponential rate
of change -0.12 -2.73 -5.08
(x103) [-0.69, 0.45] | [-3.28, -2.19] | [-5.61, -4.55]
[95% (5 /X ]
77 th§ o ~ 2,61 -4.96
[959% (2 48 ] [-3.37, -1.85] | [-5.71, -4.20]
pfiE®) - <0.0001 <0.0001
N—=2A74 Ol
BEHY T LE 5.65%0.42 5.57+0.39 5.46+0.37
(mmol/L)b)
#5481 o Il
BEHY T LE 5.36+0.38 4.74%+0.34 4.16%£0.47
(mmol/L)b)
B 548K % D
R—=—AFAL D5
DT -0.24+0.34 -0.83+0.31 -1.30£0.48
(mmol/L)b)

a) R L - ME 7 ) 7 AMER IS E AR R X O S8 L RO HIE
HZEENR R RO 2 ERBHRE LT EBMRBOHGBATIIC
MBI % (€ L 7zrandom slope model

b) P9fl + RS

F o MEA ) T AMEEFE{LEIE (ME A Y 7 L fEA3.5mmol/L
Bl ES.0mmol/LU RO BEEE) U TORDEBV TH o7z,



x MFEH Y 7 AMEEFELEE (FAD BT RER)

754 KB | AASgTIDEE | AAILOZTID B
(3361 (3463) (36f)
52415 %O
tean | 273 35.3(12) 83.3(30)
77 ARIA 1.347 15.334
Ty Z - [0.419, 4329] | [4.006, 58.697]
[95% S HEIX ] o R
548K %O
epne | 15205 85.3(29) 91.7(33)
7;2;731\};# - 46.495 71.835
10.142, 213.152] | [13.497, 382.
oo ] [10 3.152] | [13.497, 382.337]

IEFALEI &% EFLFE)

FEEEOBEREORR I LD > - BEH & LTRE S /-E
MIEAASgTIDEET141(2.9%) IC580 &5 N AHI 1 0g TIDEE K O
TS ARBTOMERI LD o7 BWERE LTHEShz5 -1
HOREDORBIE L P> iEH Y 7 LEH3.5mmol/L% T
[H] - 7z B 13 ARFI10g TIDEE T 24 (5.6%) AFISg TIDEE K '
T REETORITH -7z,

17.1.2 ERS4ERE%ENIEEER (HARMONIZE Globalgg) S

BAY T LAMERZFE267H (S 5 HAAN68H]) % Rt RIAKH
10gTID % 48K§fH# 5 L IEH A1V 7 A f# (3.5-5.0mmol/L) I
L7z BEICARF10g (9961 (> 5 HAAN27H1]) AFISg (99%1[
B5HAN266]) Xid 75t R (5061[> 5 HAAL3SI) DLWITh
% 1H1E(QD)28HME#E L7z,
RIEHIC BV T 5248 % K 48RRI ICIER 1 U 7 A fHIC
ELBEOEEIX.ZNTN63.3% MU I%TH - 7z %50
AR B O ME N U 7 LMEOFEHE(LEIZ-1.28mmol/LT
H-72 (K1)

6.0

A

L

5.0 e —

(IR =

s
(mmol/L) 4.5

40

B2 4 2425 55 (5579)

AEESH 5 DS
B R—=23512

R1 P A ) 7 L E(9S%E X)) DHERS (BRA D BEITRR
M) : WIEM

FEEIEE TH 5. 22HE (Day8~29) 0liiEH Y 7 LMED K
N1 AF10gQDEE SgQDE R T T L REEZ h
ZNn4.4.4.8.5.3mmol/LTH Y. I RBELEHBELTVWIND
ARIEMETH - 72 (WTFhHp<0.001) (K2).

k) }
AT S S
Wi EE g

4.00
375

[(mA#I59) T@AH# 109) TATS LR

1 bt

s SR S S

B
SEracvs

OL 24 RP 2 s 8 12 15 19 2 26 29(H)
i)

OL A—TVstig (W) R—2351Y ; RP BIERLIRSH (R ~A—251>

B2 P Y 7 L E(9S%IEFHXRE) DHER (RADBRHTNR
M) - MR (HIEH D 5 OB 2 & 1)

MRBHOFEEEORIEHR & LT AFI 10gQDEE TIFE2H4]
(2.0%) AFISgQDEETHRAEMEFELHI(1.0%) g sh. 75
T ARBTOME L 2D > 1 BIfEH & UTHlts S iz @i AR
10gQDEE3HI (3.0%) AHISgQDEELF (1.0%) ICED 5N TS
T RETOWME I LD o> BIER & LTHlE S NS - MDD
TEDOFRIE A - 2 M7 ) 7 AEA3.5mmol/L% FIE - 7
B AH10gQDEETLOM (10.1%) . 5gQDEET6M1(6.1%)

T ARBETIH(2.0%) TH -7z,

17.1.3 EAEIIBREFRSHERS
=Ah Y LA MRERE 1506 %2 A FRICAF0gTIDZIEE H Y 7 A
B (3.5-5.0mmol/L) I2i# 9 % £ T . RE72EBES L. EFE{EL
7o B R TO2 B O MERHEICEAT U 7z HERHE Tl AAI 2 5gQD %
BfRAE & LT A ) 7 AEICIE U B/ NSghe H# 5. X132.5gQD
» 5 HA15gQD E THH L7z,
B524. 48 U720 MRICIEE A Y T AEIGE L - BEOEE
X FNZFN65.3%.81.3% K% UV82.0%TH -7z,
MERHRICB W TOREIME S Y 7 AEHS. I mmol/LAI R THh - 7z
BEDE|A1393.3%(140/150%1) T 441 (150/15041) TFHii
AV 7 LEHS.5mmol/LUI R TdH - 7z,
MO ZEBEEOBIER & LT RMIEIZE6H (4.0%) & 51
RIE200(1.3%) R ETEE 200 (1.3%) MRS S Nz BIEHE LT
WE SN (EBIZL0H(6.7%) ICERD SN BIEF & L TGS
N7z > ME DAL 260 (1.3%) 1RO Sz JEHN U 7 LfHE
H3.5mmol/L% RE] - 7z BEF 1. 2941 (19.3%) TH - 7z,

17.1.4 EELERESEIMEEEER (DIALIZESER) 7)
M BT EBE 1966 (RFNEEI7HI[S 5 HARAN28F1]. 7T & KEf
99 [ 5 B HAA28611) 2 151 B AENT RIS (MEEHT H Dok
D2HM) %O MEBENTRIO A1) 7 LEZ4.0-5.0mmol /LI #ERE
5 &S FAISg2BBAEE LT JEBREICIHLE &K15g
F CHBLALERES L. 20BARORE2EE L 3 HIC4EM
BE5 L7,
AHIBETIET T LR & L TEHH (BEOLERICB T 25
KENEEZOAR FR3ETHEMAME S ) 7 LEH4.0-
5.0mmol/LT\VAF 2 —RBEZ T - BHEOLE)PE
BICED»272(41.2% vs 1.0%; p<0.001),
FEEEOBMERE LT, 7S RBETRMEERLF (1.0%) 7]
HENFHBETORE I D > KBRS b 7 LEE
DY US — v —Hh—TH2BNEOFEHIMNAFEFEE STt
RBTERIIRD NG 52 BEA & UTHE SNz ERIX A
AIBE2B1(2.1%) 7 £ REELHI(1.0%) ICRD S iz BIfEFH & L
THE SN D > MEDAREOFERIL R D 5 72 BHTRIO MTE H
U LMEH3.5mmol/L %z R - 7z BE I A EE TS5 (5.2%)
TS RBETHH(5.1%) TH > 7z,

18. EWNFIE

18.1 {ERER
RENE I — L HAAEEEE T 2R v —ORBEETH 0.
F) T LA G Y EBRICHEE L TKBAL Y RUOF MY T LA
I ERT B.ARANE Y T LR EIRL CHEPICHR S
{LENBEICB T B Y 7 LABERARTIES 2 LICKD . 00
EH)TLBERZENSEEHN) T LAMEORER2B/25F,

18.2 B+ 7 V&R
In vitro B WTEKFNZ AN T LRI TR T T LD XS It
DAFTYOFEIERTH HY T LA F I T 280V BREZTR
38,

18.3 PHIC& BN U Y ATIRBENDHE
AREIAMEMEE (Smeg/mLELT) 035412 pH1.2 TI3pH4.5% 1'6.8
EHBLTHY Y LB ED > 72 W hOpHIZBWT
AT LAREENRENTZ8) 2 D720 KHNIHELE L&D
TeoThI Y LRI A EEZ 6N,

18.4 £ MIHIFBEHZENER
&Y L MERF AR 10g% 1 H3E2 A REROHRS Lz
EZAVUMEH Y Y LMERER SRR LIRS KT LY IEHEE
IET HDIC24~ A8 ITRE B L2 [17.1.28/1],
TR E ICAK 25K U1 0g% 1 HIE4BHBREROKS L
LA HEPHY) T LAHRRSHBIRFENICHEMU. 2o T
MiEH ) 7 LMERCRBA Y 7 LHEHEIMET Lz RFF b U
T AR R I RN ICER AR EEIRD 6N E D 5 210
HBEAT—%).
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19. BRI ICET ZEEFHRR
—h%E9BFn
Inazy Ly rarA4 S )T LKA (Sodium
Zirconium Cyclosilicate Hydrate) (JAN)
=2
Sodium hydrogen zirconium silicate hydrate
AFR
NaxHyZrSizOg + zH20 (x+y=2, 252 =3)

22. g

(O7 LI EERES 258
284

(O LR EEANSE210g)
284

23. EEXHR

DARER - oSS IIIERER (2S-00438%) (2020 EMM A DD
H&#R.CTD2.7.1.2.2)

2)#NER © in vitro fHEA/EF#EE (2020 EMMADD H%&EZ .
CTD2.6.4.7.8)

3V HNER - S ETERER (ZS-00938%) (2020#MMADDH
#%#.CTD2.7.2.2.2.2)

A HNER  ENEIL/IHHERHRE R (20206 MMHADDH

#8.CTD 2.7.6.2)

5)Zannad F, et al. ESC Heart Fail. [published online
ahead of print 2020 Jan 15] doi: 10.1002/ehf2.12561.

6)HENER : ENEIIHEER®R SR (2020 EMMADDH.
CTD 2.7.6.2)

7)Fishbane S, et al. ] Am Soc Nephrol. 2019 Sep;30(9):
1723-33.

8)Stavros F, et al. PLoS One. 2014 Dec;9(12):e114686.

9)Koshiborod M, et al. JAMA. 2014 Dec;312(21):2223-
33.

10) &R B/ EIHREEZS-00635% (2020 EMM A DD H %
#8.CTD2.7.2.2.2.1)

24. XaERERUEVWEDEE
TALTEFARKEH] AT AN T A—varty
y.__
T530-0011 ARBRHILRKERETIE]S
TEL 0120-189-115
https://www.astrazeneca.co.jp

26. RIERTTRESF
26.1 BUEIFTE
PANS IR S

RIRFHIEEAREISE S



1.9 —RMARICLR D S0H AstraZeneca
R Z A2 ==ty N/ A =3/ o il RN, il

F1H BHFEEFTREREVRAXEICEYT 51ER
. GRSty NN/ = R/l ol WAV L7
fiEe I

1.9 —RMBMIZEZRIXE
oiazZo LA F ) o LKIY

KEBHIFLH S NG RITR DHERNTT A N T B W RASHITRE L E 3, o FERTOK
R S KERONB ZMICHRT 2 Z L3N TVET,
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1.9 —MARICLR D S0 AstraZeneca
—W 4 oAy A ralr A BEF R TAKY

1.9.1 JAN
SRk 30 4E 12 H 10 BfF  SEASEIE 1210 1 BT LV LT oO®@Y @Em Sy,

JAN :
(BHA%) Yrvaz=ubvralrAfES Y U LKy
(#4) Sodium Zirconium Cyclosilicate Hydrate

L4

(ARA) Dna=vhrAgKET ) vL Kok

(¥4 ) Sodium hydrogen zirconium silicate hydrate

1.9.2 INN
INH7e L

CONFIDENTIAL AND PROPRIETARY 2(2)



HASKE I 1210485 1 &
SRk 30 4F 12 A 10 H

FAERREATE (7)) & OB

ZAEGBE RS - AR AR R S R A B R
( N Ffl ) S )

[ 3K D — R FRIZ DWW T

FERCIZ DWW TR, TEES O — A RO B MZ DWW T (R 18 423 H 31 A 3E
RHEHF 0331001 ZEAETBE EERMFEEM) JBIZLOVERVFHE->TnWHEZAT
HOHM, A, BOENCBIT HEHEL A (LLF TJAN] £ H,) 1220 T,
BB O LBV EDT=OT, #HTMmO L, & FEMRERICHEMG LA L < HE
JEREVNZ U,

(M)
HARES G — x4 #r7 — & ~<X— 2 : URL http://jpdb.nihs.go.jp/jan/Default.aspx
BIRDOTEHRD 5 6, JAN DA ORFTOERIX, YikT —F X—2ADEF R THIET
HZELELTWET,)



IS
(A& 1) INN & OBEAERK LD AREOH 5 H D
(CFp% 18 42 3 A 31 HFEAFEAIEE 0331001 524 J7 @48 =3 &t o A8 PR Rk R 973 1)
Bk s 29-5-A2
AN (AAA) - vova=gniral g o LKY
JAN (3% 44) : Sodium Zirconium Cyclosilicate Hydrate
NaxHyZrSizOg * zH.0 (x+y=2,2=2=3)

DNA=T LT ABKFET P U TN K

Sodium hydrogen zirconium silicate hydrate



1.10 ¥ - BEREOREFREEROE LD AstraZeneca
—W 4 A=y hy s alr B RN AR

F1H BHFEEFTREREVRAXEICEYT 51ER
. GRSty NN/ = R/l ol WAV L7
fiEe I

1.10 FE - BIEZDREEEEEHOFE LD
oiazZoLoarAEF ) o LKIY

KEBHIFLH S NG RITR DHERNTT A N T B W RASHITRE L E 3, o FERTOK
R S KERONB ZMICHRT 2 Z L3N TVET,
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1.10

I - BEEFROREREREGHOE LD

AstraZeneca

—f4 VA=A a s A BTN YLK

1.10.1 BE - BEFODREEEEEHDFLD
=1 BE - BEFORETEEEHDOFELD

{b54 - 4 A=y LA AKFET N T LK

EEX (T NaH,ZrSi309 * zZH 0 (xty=2,2=z=3)

)

Zhie - 2hik EA Y T AE

AL - HE WE, RANIZIE, BsAHEE LTI E 10g 7%7kf‘$ﬂ%bfl H3E, 2 HE&D

BET %, 2B, MiEN Y U AMESCEZE OIS U T, &E3 BREE RO
HT&%, LI, 1 Sg#2/KCREBELTL A LEROKRST S, ok, g
BV T AMERLEZ ORREIL U CHEENT 522, KkmA&EIZ1 B 1FE 152 £ T

L2,

1 HEEHTHEAT T DH A

ARG 5, 723,

J& U CHEEH T 28, &

Wi,

l:l
=]

HHE, 108 5g Z/K TR L CIEENTHIC T B 1A
%k@rﬁﬁaﬁw&@@hﬁu@mmﬁ U 7 AMESCHEE OIRREIC
HXZ1IH1E15g £TET D,

BHRAE DFEE

iR A B O o~ RRE R Sg c Yva =g Ay alr AT N Y U LK) Sg
HNRSY « & | a7~ B eS8 10g: Dva= Ay s a7 U v LK 10g
= Hi[a$ 57k
BpRE | B GRRE lis kh&E B/ NBOBE R
(mg/kg)® (mg/kg)
Ty b & 10 i i3 2000 2000 <
A X o MR 2000 2000 <

a BB L LT, v m MO am g ny a4 BEF ) U LKFY (ZS9) &

pAg 5w
B | HGRRE 63 Fehg e Fil AU TR FFERT R
P 5-H1H]
Zv b & HERE | 0,300, 1000, | 2000 mg/kg 2L
(i B G-y 2000 mg/kg [ 1 H 3[A]
28 [ ] 1 A3 (6000 mg/kg/ A)
2000 mg/kg | 2000 mg/kg
1A 1A 1A 1]
(2000 mg/kg/ A)
7w b e e | 0,333,1000, | 2000 mg/kg L
(i ) 2000 mg/kg [ 1 H 3 [A]
26 1 ] 1 A3 (6000 mg/kg/ A)

CONFIDENTIAL AND PROPRIETARY
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1.10

I - BEEOREFALRIOE L0
AL VI Y R TN T

AstraZeneca

= 1 B BEZDETEREHDE LD
b4 - B4 Ua=g LA ERKFET Y T LKFY
£ X & WERE | 0, 100,300, | 300 mg/kg 1000 mg/kg
(IREFHE )/ 1000 mg/kg, | 1 H 3 1A 1A 3E:
28 A 1000 mgkg + | (900 mg/kg/ H) EH Y & AE,
Kcl BT R, (B ERAN
1A3ME 1000 mg/kg R OB 351
1000 moke | LE T B UM ORI RE
TERE | (1000 mglkg/F) | s, SRANESE
LR ik, i, BEB
}°g°3m|§(kg*KC1 T LR,
BT S S R 2
(3000 mg/kg/ B AAE AR IR
+KCl)
S X ®&n HE | 0,100,300, | 1000 mg/kg 730
(IREFRE )/ 1000 mg/kg 1 A 31E
28 H 1 A 3 (3000 mg/kg/ H)
S X s WERE | 0,300, 1000, | 1000 mg/kg 2000 mg/kg,
(IREHEE 5/ 2000 mg/kg, | 1 H 1] 2000 mg/kg+KCl
39 JA i 2000 mg/kg + | (1000 mg/kg/ H) 1A 1A :
KCI® 5V v AU,
1 H 1A iAo (B RAR
BFEROMEICBT
DM e OMRAEME
2t Mg~ b
U w7 2D
O EVE D#HEL)
a WRWEL LT, Yha=wvassal s k) Ak (ZS) %W
b Hifb U v A BB S
I/EH BIERZREIR (BRmEREEZET)

[EIRRHL[E 55 I 4H3A5% (HARMONIZE Global

BR)

FIEM « MR SUE R 267 B 1 61 (0.4%)

BIVEH o fiE Bl

KAV o A E™ 3 %5

KA IERR 1 5]
HERFHR

S5g 1 H 1 [REGHE MR R SUER] 99 B9 4 61 (4.0%)
10g 1 B 1 [BIGRE © LRV SER] 99 B 8 5] (8.1%)

BIlVEF DR Bil% (5g #E) | Bil% (10g #)
KAh U 7 AfE™ 6 il 10 131

I 0 B 2 fl

E Rl EEA 1 41 0 1

(XA 1 31 3 1)

CONFIDENTIAL AND PROPRIETARY
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1.10 ¥ - BEREOREFREEROE LD AstraZeneca
—W 4 A=y hy s alr B RN AR

= 1 B BEZDETEREHDE LD
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