7 <)L/ \EE 20mg
7 < )L/ \EE 40mg
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T DI\ EXR SRR

1.5 BRXIERROERBEUVRDOER

TONYPNE Y (JBBRRSEES  TAK-536) (BAF, AF)) 1%, REELTEESHTIZ
BOCTARINEZHFROT L UAT VT (AL SEEERIE (ARB) ThHY., ALl FZ A
71 (AT)) SFEEZBRROICAET 32 L CREERZ2 R TROOEMLEEREETH D,

ARENL AT, ZBEA~D Al OFEA 2RO AZIAET 5 Z & T BEFED ARB 12~
BRA ORI RBREEREZ R T I EAHFEIND, I DIC, EEBMET VIV TR
? ARB % E[E 5 A R Y SEFUEREERC. RPTAT I HREMEERZ R L2 Z &
o, BAOZIBERREERIHEIND,

BH| O FEEEREZ L TITR LT,

CO,H
@( 1
NﬂN O HN /ﬁ
0

e

TAK-536 D&

AHFNZR D TEEBEIGEDBRKRR « FREAEPAOME) X2.51.212, TBE#EECS L
HEERELZERT I L 2RI 22T R 132513108 LT,

1.51 BRXIXIIRROER

AT, RAES TEFXSTITB VW TAIRINZFH ARB THY, V=T oFT
YU RAR)REENTHD Al OBWREERAZZHE LNV THET LI LICLY,
Bt LIREDRERITEATH D,

ARB IR Z X UDEATHLLELFERASLTREY . BVENIMERVORZEERELIN T
5, LL, BEFOBREECITHEA R OMLOBRERK L OFRABIECL > TbET L5572
BIEHEBELNTWADLIT TIERL, £, BEDRD 4 KEEHR L2V &b DR
Vo T, BERBBICBWCEREEMEDOAR LT, REMLESRHMENLMERE L
MCBEET A EMERINTRY ELERET A K54 22009 IZBWTHEME KR TR
MEZLMERBOEEREREF LR L. 24 BEICH 2 BR2MEFERNRD LN TH
Do

Lo T, BEBEAZZERTA-OHEBITEL Y EEHNENR, 1 B 1 BEES5 T 24 FFH
Kbl THMEEENRFRE L 25 X 57, ROFEMEICENITH -2 m MEETBREL &
BEEZ, REEZERE L,

1.5.2 BAROEHE
w#NE e o kRaB e pn L, 1 E 0 ot ici TRRIOBRERRSRZ B

L, 2ot I 71 > 7 - | 7

v TR THD TAK491 (TINVHFNAFYy ARXFYIN) ZAMLEZZ &b, B TIEA



15 BERXEHEOEERURFEDOER HKAXRIFEHAE1
T DIV EX MR RIR

# oAz x T L. 2] #2025 TAK491 OEEFRREBRZ Bt L7z, 2ok, Wik 2
PiickE. o £ A BN 8 » Bici TR MEEOMES BRI ETV. KE
ROAXVaTRRBERA L GHEICET 2ARESET 1.6 BH) .

—%. Erci 2df Eic Tak-491 ofaEkRB 2 B Lo [
S 00 0 0 —
N - - . TAK-491 DA% % i L. 2)En b AH O BRRE 2
BR%E L7,

BT, REORE, FERABRKECRRRBROBME LR,

1521 SEOHME

AFNL, 1EFIZTINAINF L ELT20mg Vit 40mg 2EHF T 5, MRE 20mg) X
IEA (40mg) OMEEIRAV 7 4NVba—F 4 VITEETH D,

BTV, (LEEE ORISR R O ELEREE OMA LTV, BEFE, ABRT
RER L, BEEORMEERTo7, AR OWTIL, BIFERE, BETR, #BEURER
Kk, REREORIE2IT- 712,

JFEDOZEME T, RHIRTERE 36 v A ROIMERAR 6 » AICBWTHRBE(LITFED
Bbrolotzdh, BREFETOV TR MIEz[PERL Lk,

AF|O PTP BEROR Y HEEICRIT 2REMIT. RERTFRER 24 » A RUINERABR 6
H AICBOTHERREDOEANBD SNl Ehb  [REWT — % OFEICET 5
HARTAr) CERR 1S4 6 A 3 Bt EIEEFEHKE 0603004 &) (THES & HEHENT 2 EHE L 7o
R MBIV 36 AT TRETHDI LHEEINTZ, 2O b, FROFHHMITE
B36» AML L, 2o, BEMRTRERIL 36 » A £ TRBMET CH 5 Q] #PA ik
FRTTE) .

Z oM, FEERUCRA O - RBEFE, BEEE0OFMIT 23 IR L,

1.5.2.2 FEERERBARRDBE

FHIOFERRRRBR L ] FicBit L. KERBR (HHEEMATORBR. BIKAIEEMNER,
—ARIRERER, KM RERR) | KRR, BHERR (BERREEERR. RERE
BEHRR., BEEERR. PARERR, LB EFERR, RETREMERER, FURMERER,
BEUHRBEOMFICET 2RR., REHOFELERR) 2EH LT,

(1) FEHRER

TAK-536 127 v P RO XEMEET NMIBWTCHEBICEKFE LZBREFERAZTRL, ®iILE
HBARFEIET v b (SHR) KBV TIRKREHSICLAERAOBHREROEERILEZDO ) TR
BMBIIRD SN2 o7z, £72,SHR Z AWV TRFHZBW T, TAK-536 iITA VAL FZ L R

KFEY v (OM) kKo bsghmno, Arsnrsy ivFxEFu (CC) KTOMLY
bR R BEEERZ R LTz,

TAK-536 OREEERIL AT ICHER L TAT ZEZKZHET 2 LICK IV RESh, o
ARB & IR U CEEMBREE bR AT ZREBREEEEEA LR L, U X REBIRIEAD
AlL B 5 L CHBABOMBIERZ R Lz, b AT\ SBEE~OBEEFRLPAE DR
EERAHEROBEEEBMTIIERO—2THE EEX LN, EHIZ, SHRIZBWT



1.5 BRXIIERDERRUHREDEE HKAEAIEKART
7 DILNGE EER ISR

TAK-536 |Z OM. L HE_T LV IRAITA VA Y VB MR ®EL, 2BIBERFE T » MW T
CC.EVEBMNMITNATIVREMBI LIz, TNODRE LY, TAK-536 1ZEFD ARB 12tk
LCENEZT a7 s ANVERTHH - RBNERERE 2D 2 LR END,

L REAMBRIT B\ T, TAK-536 I3 EHELA X CEBERICESIS LERZ LN LEER
AEmL, —BREHERBRICBW CRERARTRER, PHREOEMHERZERE OO AE R
BREREMREZ R LT=A, TAK-536 OBKABICBWTAHAERAMOEKEER 2/~ AIREME
RV &l L7z, '

(2) EMENRESAER

TAK-536 %7 v PR UA XIZROKE LIZEED BA IZENEN 142% KV 21.6%TH Y |
WINRIZZNEI 14.0% KN 283% Th o7, 7 v MIBWTRARE STz TAK-536 i1,
RO+ ZHEE» D EICRE(E L L THRERHE TRIRSILD &EEX bz, TAK-536 O
MEFFREITT v PROA XIZBWT, HERBIZIE CTUIIEHRBITHER Lz,

Caco-2 #iflg % AW 72T OFE R 5 TAK-536 OEFAMEIIEWEB 2 bz, 72,
TAK-536 i3 P-gp (P-glycoprotein) D FEE CTid72 <, BCRP (breast cancer resistant protein) X
XZOMD N T U AR—F—FLIERFOEE ThH D Z L3RS, TAK-536 i% P-gp
FEERE RS oo,

b MIEIZE 1T B TAK-536 O MERBITRIZREIEFE T 24% U T Tholz, b Mg
BT D TAK-536 D7z A BRARITBREIEFET 99.5%TH Y, EILTAT IVITHEL
TWaLEZLbNE, £/, BER CHABRBEIN KA THLIUALT 7 Vo DT ENA,
ranFl) Ry, 7ruly, ARSIV EY L =27V, w2V ULVFTE
L, Turs s u—), M) JupAFTYR, JrEI R, YIFT b losooF
TYR, AFVF LU EOMEEREZRNLEBR, AANISRAEROABRREIZH LT
BRELREEYEZT, KEMEERLZEZ IEEIENEEZXbNT,

b MFI 2 v Y — A8 D TAK-536 DB & e U 7R, TAK-536 13 B RBRIC &
D MIIZ, O-fi=FAAIic L 0 M-TIZERERARF S, REBOLIIMIL TH o7z,
TAK-536 7> 5 M-Il ~OREH2IE, EIZ CYP2CY BEET B B2 biz, & CYP 3 &
(CYP1A2, CYP2B6, CYP2C8, CYP2C9., CYP2C19, CYP2D6, CYP2El, CYP3A4) %t
AARFOMREER Z S LZRER, 100 pmol/L (28T CYP2CY IEMEE K 40%FHE L7 D
D, BI L2 TO CYP REHEMEITRT L IC50 fEIX 100 pmol/L £ ¥ &< . AANC CYP [HE
ERIIZEA LRV EEZ LN, &biZ, b MR EZ AWZRBRICBS VT, AR
CYP3ABEMEREZRI o T, LMo T, RANIHFHED CYP IZ L 2Rk EL B
Z BAREME IRV EZ X BT,

TAK-536 R OG- LT v P ROA BT 2 FREORET ~OPRITERA. 22D
BONTH Y, FHEMRBIZIEP TH o7z, BN STz TAK-536 K OE O BRE D ITEICAR
HEMLTERICHRShD EEX O, £z, TAK-536 R UE O HERKT DENEIRRIC
WM BBIFBROFHIINEINEEZ DN, BT v MCBWT TAK-536 KU D HRRK
53 D—ERITHAIT AT LTz,



15 BRRIIERDEERUVFRAREOERE KERRIEHAR
7 DIViNER ERRIPRR

(3) HHEHER
FEVERBROR R, TAK-536 O 7 v MHAFBRA - BIEEERRICK T 5 HAERDKBIE
(BIZIE) 2RV T TR0 invivo RRICBWTHBEWE M HERR S 1, £ 7= TAK-536
BOZORSFHNE MM L CEBEECD AR Z T RIREMEIZER V- & HIlT L7z,
L7z3- T, ftho> ARB X ACE FHER &L FRIER~ORERIER LT RETIIH LB D
O, EBREAARCBW AR TARXEBLAERPRERT 2 AREIENEEZ LN,

F M, FEEERRBREDOEMIT 2.4, 2.6 IZR LT,

1523 BREKREBROBE

wElomERREB I o )E 0 o Bt L ERICIS O TREERA £ R 8ICAH] 10~80 mg DB
E# 538 (CPH-001 3RBR) ROKREHREHE (CPH-002 RBR) # £l 7=, £OH%, 15 -
1 EEAREME S MBS R E 2 BRICAH] 5~80mg # AT T IR RBICE NHAERE
RERZEM Lz (CCT-001 3RBR) . /o, BEEZAMHT 2R MLERESRE 2 HRICAKA O
MENREZ BT L7 (CPH-005 #%R) .

Z D%, CCT-001 RBOMEEZHE X, AFIOBRKAEEL 20~40mg LHEL, 15K - 11
BEASBE M B LB IE B & P RIS AH] 20~40 mg VT, ENTR LA I TS ARB
ThHDC.CEXNPBIC, & M BRIERBRZ EH L7z (CCT-005 3 ER) ., CCT-005 RER Tidin
JERRNZEENCRIETARBOREIC OV T LA TRE L, T, 1E - 1 EAREES 0LIEE
BEFRIBICAF BB SR OARA & BT LREFE (CCB) IFIRE L OHHBE
B 5 B & £ L7z (OCT-006 3 ER) , £OMOFE NI FARERE LT, HREICEAOME
AMBESHIHERAE (BEELMES AOLEESSE, I ERLEESRE) 2xse Lic—
FREEPRABR (OCT-002 #BR, OCT-003 RBR) Kk OB FHFRAIZ AW - BFOHLERR (CPH-011
RER) 2 EME L7,

Fo, BERBERBICBN TN —HMER L2 &b, RAIM (10 mg & vs 20 mg §2
vs 40 mg $E (58 M HRBREUA]) ) DEMFEHFRSMEZHE Lz (CPH-009 #5R) .

(1) EPEREGHER

HANBEERAS FIZ, AF20~80 mg 2B D HEERE L7z L &0, TAK-536 ® Tmax (F
RAE) 1 1.50~3.00 B TH YV . AUC(0-inf) 2 Of Cmax X, 20~80 mg DEFIZB W THREE
ST L., AEREMEEZR L. (CPH-001 &8k) , TAK-536 iZXE®KRES 4 B E T2
EHREBIGEL, REREICLAPEFEEEIRVWEEZ LN,

AR ORBWIIL, BLURERIC X 2 RE M-I & O-Biz T Akiz L 53 M-1L A EET
73, b MEF TIXEIZ TAK-536 23 &4, M-I KO M-IT @ AUC 1%, TAK-536 DX
2 20%EKH R UM 60%TH Y (CPH-001 ER) | invitro IZ8T 2 2 b O D ATI
ZAREEEERIZ. VT TAK-536 DF 1/1000 & FEFIZTFWVL O TH -7 (2.6.2.2.4 58),

AH 20~80 mg F R ABEFE L/~ & % (CPH-001 &BR) . RFITiX TAK-536 KU M-I
PRHEN, MIIZIEE A EDORIEREA CTERRBRARB ChH o7, BERAZF (MBS I
[“C]TAK-536 R O BL[E#H 5 L7- & & (01-05-TL-536-014 RBR) . V¥ RBEHRFEOLEIX
RITEFE DD 52.6%., REN23%THY, FCEFBFOOLEINE N, RPESTREDOMARK



1.5 ERXEHEROBEBRUVEAROEZRE REELSIzHAE
T O IVINEE EXRTER

eid. TAK-536 7% 40.2%. M-I 78 0.9%. M-II 2 45.5%., FEFEPHKEEEDOMRILIX. TAK-536
DEHBRAR. M-12%60.1%. M-ILA 0.1%ThH Y, TAK-536 RO M-ILITEFEFIITE A
EHoend., RPlcH LN,

(2) BEENRE LI-EBRKRKER

LB - I EAREEGMEERE 2R L L bt BBk (CCT-001 3Bk, CCT-005 RABR)
WZRWT, AKAOBRESHRIIT 7R U THERICEN, S HIZAK 20~40mg D 1 H 1
Bl# 513 C.COBERENORERAE B~12mg) L TENZBREDRERTZ & 03HK
REN, £, AFNZ1 B 1EREICEY CCIED 24 KRR LIEBREDRE R L,
KR OB E CENZBREDRNERT S Z LRI N, BREMIZBWTIL, ARB D3
BERCESCBERE LTEZ NS RMEEESES, BHREMESES, a4 ) v LABEE
HEFOMEREEEERLED CCLRARETHY, BEMRUABEIRG THo T,

F 72, OCT-006 REETiX, AFTHEMELTRE KXV CCB UIFIRE L ORI RHIHREIC
Y 52 BEEZ@EUCEE LE-BRESHREZRL, BAMIIRGFTHLZ L 2HER LT,

KRl 2 BEEE (I ERLEESSE. REEE. BREERE, MEEREEE) T80T
b, AENXTE - I EAREERLTEESRSE. EREE, TRERVITFHERELZEH L2
W L RIERIC RIF R B R OZEMEPER S,

(3) TAK-491 RERT—2 OFAIZDONT

AHEIOBFBIZHT- > Tk, L0 LB FICAFOEN TEM L ZERRBRIC &0 EERT
—Z Ry — DR LT, —AH & O TAK-491 O CEE L 72 KRR [NWEEE
R (FEE, R, ATE) e LICEBIRERER (01-05-TL-536-008 #AER) . TAK-491 & H
Wz T REEE S TOXRMENRERE (TAK-491 102 3&BR) . QT/QTc &R (01-05-TL-491-007
RER) ] ORREARFOFMICK A L,

TAK-491 |Z TAK-536 DX XA I Z Y —LVBOTININVEFIALEE A REFY I NV AT
N (TRARE TLEEMH LI AEHTHY ., BOBET D LRLAR IV TEICHE
THRNITIASR S NIFMEAETH D TAK-536 ICE# X, b PMiEF 26 TAK-491 1%
R SR,

TAK-491 O#EERZ LU IR LT,

.............

TAK-491 O) &5
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FUNINEE EXREBER

HE AT TAK-491 %5 L7-3BR Tid. TAK-491 7 U —{& (BATF, TAK-491F) {(dif i
MHBRHEENT, TAK-536 (TAK-491 OREHY) ORINE O M REHZITAAAN LEHU
LTWe, LERoT, BAANIEIT S TAK-536 e 5.0 & SAE AR IT 5 TAK-491 &5
B OB ENRRIL, BA LISk TAK-536 OEMBREICERITRWVWEB IO Z &b, BT
i L7z TAK-491 RBR %2 AF| OFMICHIA T2 Z LIXFRE L ¥l L7 (27235 28) .

Z DM, EEERBREGEOFEMIX 1.8, 2.5, 2.7 R LT,

VbR, FERRR . BRIR BB AR 2 B E 2 AN BRI ER R A AME2 HESL LTV 5 ARB
WCRBLAZRL, A TROHBILAIN TS ARB TH S C.C.E5 EE L8>0 24 K7
DRI RBREDR, CCLRABEDREMAF T 2EMEERKIEL RVED LHITTE
ez &S, AREAARANOBMLEEREICKT 2EMERROE RINEL LTHEICE
RES~RET 2L REBVH D LEL, ARORERTFARBRFEZITOI L L LT

AFNOBEFE DR 2K 1.5.2-1 1777
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15 BRXITERDOEFBRUFEROFEE HREESIEKRASH
P2 ZAY EE AR

153 PETHHEEHR. AERUAR
fnE, FEREARRBR K CHRRBROB RN O R L53-1 IR THENIDER, HERUHE
CTAAOERMBERFBARBHF LTI L L L,

%1531 PEEXZZR. AZRUAR

R4 T U NVNEE 20 mg, [RISE 40 mg

RIED R4 TIOAYINE

5 X 5 ERAEZEM (1) FEDRDEAEKM

UL BB 8 I R

RERVCAR WBE. BACRTIOALHALZ L LT 20mg % 1 B 1 EREOREST D, R, T,
FERICE D EEMBRT 24, 1 BERREEET40mg &9 2,

154 ABREBFOZER
AANOBRRICEE L, UTOMES 217 o7, HKNE LS RMAIL 2514 1R LT,
- I e 2ES SR (=P rEso
- e (=20ES S (il = rE®
- Z2HES SRS )l =) AP e E

155 FHOBRBERUEHAN

EIMER, DOLEREBOFERMGRETTH Y . B2 L EEEILLMEREDRETE
DEENPOBOTEETHD, £, WETEREEMEORA ST, KEMEXIZRH M
EXASEZ R TRESLERVCREARLENOMERE LB EETIZ D, BLER
BHA KT A2 2009 TIIRE R OEFMEZ D7 24 IS 2 R 2 MEEE %2 KD
TW5b, TO—FT, BEOADLRBEENFLET HBREICBN TS, BEFEOBREEDHH
ROBFRRIETIISNT L0 RERDEPFEOLNL TV DI DT TIERL, £ 0HRITL
FTLD 24 R T FICBREDRPET T2 RHOMLEERENSERETH D Z L AERHS
nTWnsa,

AFNL, BECERAOE RS L TS ARBIZB LR L, A THRBIAAINLTVD
ARB Th 5 C.C.& L[E A5 S1Hv0 24 BEEIC O A FMREED R, CCLRBEOLE
Hr AT HRMLEERRETHD,

INETIELN-FERERBIE R A ARANOBEMEEBRE &5 L U BRRRBRRRE
FEEZ, RROREKRT v MEUTICR LT,

(1) AR THROBILAIN TS ARB (B TFHLE Yy YUXEFL) ELIBREDRE
R~

(2) AMTHROBILASNTWVD ARB (W THALZ Yy VidvFN) ICED, 24 FEE
T oBEDFRERT

(3) En-MERRNEHOREDREZ L., KESLERCRHSLELRET D
- KEMLEESOREZ%EL, REELEZRIET D
C MEE—= 7Y —UEEE L, RHRLELZRIET S
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4) REICOILHRE LBREMDREZRT
(5) CCB. FIRE L OHFRRIECLVENT-BREDREZRT
(6) BREMEAVHMFTED

LlEnG, AFILBARAORMLEEBRE N T 2 BmMLEBRROE —BIREL L TORKR

HFRENH/FTE S,
BHND [ Rx7 4w eV RAZIZET AR X256 1”7,

10
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B
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(1) AENZBIT DEAGEIRIAZEOETE « BAFEIRIT oottt sr s 2
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L6 HNEIZETSERRKREFICETSIEN HEESIEHA S
T DI\ E EXRIEMR

1.6 SEICEITAERARREICET IR
() SEIZHEITEEBIRARUVBEE - ARRKR
TAK-536 BEIZAHOLTHEL. AETIIWTFNOEICEB W THER., BKFE L TV,

I, AL TIX TAK-536 D71 N5 » J{KTHDH TAK-491 (T INHnFr A RF
vIn) 2EAELTCEY., ¥ERCAFVaTAREZEEL. &N R . 3.
O 1 TERREFERTH D,

AEICE T D TAK-491 SEO AR, B - FRRRER 1.6-1 KUK 1.6-2 [T~ ¥ (FRK 23
£9 ABE) .

% 1.6-1 S EIZEHITSH TAK-491 fROXKBKR

- - . - Zhee - HE
EsE FR7E4 ABEHB I 5E mik . R
[%hiE - ZhER]
EDARBI IZ, Bl ERRZBELETHT
VAT N SFEBRETH O (ME
FETEES, MENMETTD L, EITH
ERRLHEEE L Vo N R R
EHLMERA N FDO) 27 BNEADT
%, EDARBI [ R LR S L < I3 OREE
H & OHFHBIENRATRETH 5,

40 mg
80 mg [Hi - BE)
FRA~OHEEHEL 1 B 1 E 80mg Th
%, BREOFIRAERZERL TWDHE
FIIX BHBAEL LT40mg ZRETT 2
&,

EDARBI BAFOHFRICHADLL TR E
RETHD,

EDARBI (3fth D& FEH| & ORI E1 T
ETHD,

KE EDARBI 201142 A 25 H | §E#!

[2h8E - E]
BRE~PEERLELZBEISEETHT
AT I RFEBRETH D B
BED LR oBER & o O AEER
THETH 5,

20 mg (M- HE]

AF* i 2 | EDARBI 20115 A308 | 8x |40mg | BRA~DOBBAEIZ 1 A 1B 40mg TH
80 mg Do SLRBBEENKLERGEEIZ L A 1E
80mg £ CHEFRETH D,

EDARBI B CmE= > he— AR T
ROESE, FIREEZ ELMoOBER L O
BRABRSICIY IR ARBIEEZ NS,
EDARBI (I BFEDOHFEICHDLL TRET
BETHD,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

Edarbi (azilsartan medoxomil) tablets
Initial U.S. Approval: 2011

WARNING: AVOID USE IN PREGNANCY
See full prescribing information for complete boxed warning.

* When pregnancy is detected, discontinue Edarbi as soon as
possible. Drugs that act directly on the renin-angiotensin system
can cause injury and death to the developing fetus. (5.1)

Edarbi is an angiotensin Il receptor blocker indicated for the treatment of
hypertension,to lower blood pressure. Lowering blood pressure reduces
the risk of fatal and nonfatal cardiovascular events, primarily strokes and
myocardial infarctions. Edarbi may be used, either alone or in
combination with other antihypertensive agents. (1)
wmmememmmeeeeen-----DOSAGE AND ADMINISTRATION-—-----=-memeemenene-
The recommended dose in adults is 80 mg taken once daily. Consider a
starting dose of 40 mg for patients who are treated with high doses of
diuretics. (2.1)

Edarbi may be administered with or without food. (2.1)

Edarbi may be administered with other antihypertensive agents. (2.1)
—mmmeeemnemeeao---DOSAGE FORMS AND STRENGTHS--------------—mmmmeen
Tablets: 40 mg and 80 mg. (3)

S —— -CONTRAINDICATIONS
None

mmmmmmmemmmemeemnnnene----WARNINGS AND PRECAUTIONS-----eeenzccncemena—v

e Avoid fetal or neonatal exposure. (5.1)

e  Correct volume or salt depletion prior to administration of Edarbi.
(5.2)

¢  Monitor for worsening renal function in patients with renal
impairment. (5.3)

ADVERSE REACTIONS
The most common adverse reaction in adults was diarrhea (2%). (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Takeda
Pharmaceuticals at 1-877-825-3327 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

e —mreeeeeeo---USE IN SPECIFIC POPULATIONS-=-esemsmneermeenmeen

s Nursing Mothers: Discontinue nursing or drug. (8.3)

e  Geriatric Patients: Abnormally high serum creatinine values were
more likely to be reported for patients age 75 or older. No overall
difference in efficacy versus younger patients, but greater
sensitivity of some older individuals cannot be ruled out. (8.5)

¢ In patients with an activated renin-angiotensin system, as by
volume- or salt-depletion, renin-angiotensin-aldosterone system
(RAAS) blockers such as azilsartan medoxomil can cause
excessive hypotension. In susceptible patients, e.g., with renal
artery stenosis, RAAS blockers can cause renal failure (5.2, 5.3).

s Pediatrics: Safety and efficacy in children have not been
established.

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
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FULL PRESCRIBING INFORMATION

WARNING: AVOID USE IN PREGNANCY
When pregnancy is detected, discontinue Edarbi as soon as possible. Drugs that act directly
on the renin-angiotensin system can cause injury and death to the developing fetus [see
Warnings and Precautions (5.1)].

1. INDICATIONS AND USAGE

Edarbi is an angiotensin Il receptor blocker (ARB) indicated for the treatment of hypertension to lower
blood pressure. Lowering blood pressure reduces the risk of fatal and nonfatal cardiovascular events,
primarily strokes and myocardial infarctions. These benefits have been seen in controlled trials of
antihypertensive drugs from a wide variety of pharmacologic classes, including the class to which this
drug principally belongs. There are no controlled trials demonstrating risk reduction with Edarbi.

Control of high blood pressure should be part of comprehensive cardiovascular risk management,
including, as appropriate, lipid control, diabetes management, antithrombotic therapy, smoking
cessation, exercise, and limited sodium intake. Many patients will require more than one drug to
achieve blood pressure goals. For specific advice on goals and management, see published
guidelines, such as those of the National High Blood Pressure Education Program’s Joint National
Committee on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure (JNC).

Numerous antihypertensive drugs, from a variety of pharmacologic classes and with different
mechanisms of action, have been shown in randomized controlled trials to reduce cardiovascular
morbidity and mortality, and it can be concluded that it is blood pressure reduction, and not some
other pharmacologic property of the drugs, that is largely responsible for those benefits. The largest
and most consistent cardiovascular outcome benefit has been a reduction in the risk of stroke, but
reductions in myocardial infarction and cardiovascular mortality also have been seen regularly.

Elevated systolic or diastolic pressure causes increased cardiovascular risk, and the absolute risk
increase per mmHg is greater at higher blood pressures, so that even modest reductions of severe
hypertension can provide substantial benefit. Relative risk reduction from blood pressure reduction is
similar across populations with varying absolute risk, so the absolute benefit is greater in patients who
are at higher risk independent of their hypertension (for example, patients with diabetes or
hyperlipidemia), and such patients would be expected to benefit from more aggressive treatment to a
lower blood pressure goal.

Some antihypertensive drugs have smaller blood pressure effects (as monotherapy) in black patients,
and many antihypertensive drugs have additional approved indications and effects (e.g., on angina,
heart failure, or diabetic kidney disease). These considerations may guide selection of therapy.

Edarbi may be used alone or in combination with other antihypertensive agents.

2. DOSAGE AND ADMINISTRATION
2.1 Recommended Dose

The recommended dose in adults is 80 mg taken orally once daily. Consider a starting dose of 40 mg
for patients who are treated with high doses of diuretics.




If blood pressure is not controlled with Edarbi alone, additional blood pressure reduction can be
achieved by taking Edarbi with other antihypertensive agents.

Edarbi may be taken with or without food [see Clinical Pharmacology (12.3)].

2.2 Handling Instructions

Do not repackage Edarbi. Dispense and store Edarbi in its original container to protect Edarbi from
light and moisture.

2.3 Special Populations

No initial dose adjustment is recommended for elderly patients, patients with mild-to-severe renal
impairment, end-stage renal disease, or mild-to-moderate hepatic dysfunction. Edarbi has not been
studied in patients with severe hepatic impairment [see Clinical Pharmacology (12.3)].

3. DOSAGE FORMS AND STRENGTHS

Edarbi is supplied as white to nearly white round tablets in the following dosage strengths:
e 40 mg tablets - debossed “ASL” on one side and “40” on the other
e 80 mg tablets - debossed “ASL” on one side and “80” on the other

4 CONTRAI NDICATIONS
None

5 WARNINGS AND PRECAUTIONS
5.1 Fetal/Neonatal Morbidity and Mortality

Drugs that act directly on the renin-angiotensin system can cause fetal and neonatal morbidity and
death when administered to pregnant women during the second and third trimester. When pregnancy
is detected, Edarbi should be discontinued as soon as possibie.

The use of drugs that act directly on the renin-angiotensin system during the second and third trimesters
of pregnancy has been associated with fetal and neonatal injury, including hypotension, neonatal skull
hypoplasia, anuria, reversible or irreversible renal failure, and death. Oligohydramnios has also been
reported, presumably resulting from decreased fetal renal function; oligohydramnios in this setting has
been associated with fetal limb contractures, craniofacial deformation, and hypoplastic lung
development. Prematurity, intrauterine growth retardation, and patent ductus arteriosus have also been
reported, although it is not clear whether these occurrences were due to exposure to the drug.

These adverse effects do not appear to have resulted from intrauterine drug exposure that has been
limited to the first trimester. Mothers whose embryos and fetuses are exposed to an angiotensin Il
receptor antagonist only during the first trimester should be so informed. Nonetheless, when patients
become pregnant, physicians should have the patient discontinue the use of Edarbi as soon as possible.

Rarely (probably less often than once in every thousand pregnancies), no alternative to a drug acting on
the renin-angiotensin system is available. In these rare cases, the mother should be apprised of the
potential hazards to the fetus and serial ultrasound examinations should be performed to assess the
intra-amniotic environment.

If oligohydramnios is observed, Edarbi should be discontinued unless it is considered life-saving for the
mother. Contraction stress testing, a nonstress test or biophysical profiling may be appropriate,



depending upon the week of pregnancy. Patients and physicians should be aware, however, that
oligohydramnios may not appear until after the fetus has sustained irreversible injury.

Infants with histories of in utero exposure to an angiotensin Il receptor antagonist should be closely
observed for hypotension, oliguria, and hyperkalemia. If oliguria occurs, attention should be directed
toward support of blood pressure and renal perfusion. Exchange transfusion or dialysis may be required
as a means of reversing hypotension and/or substituting for impaired renal function.

5.2 Hypotension in Volume- or Salt-Depleted Patients

In patients with an activated renin-angiotensin system, such as volume- and/or salt-depleted patients (eg,
those being treated with high doses of diuretics), symptomatic hypotension may occur after initiation of
treatment with Edarbi. Correct volume or salt depletion prior to administration of Edarbi, or start
treatment at 40 mg. If hypotension does occur, the patient should be placed in the supine position and, if
necessary, given an intravenous infusion of normal saline. A transient hypotensive response is not a
contraindication to further treatment, which usually can be continued without difficulty once the blood
pressure has stabilized.

5.3 Impaired Renal Function

As a consequence of inhibiting the renin-angiotensin system, changes in renal function may be
anticipated in susceptible individuals treated with Edarbi. In patients whose renal function may depend
on the activity of the renin-angiotensin system (e.g., patients with severe congestive heart failure, renal
artery stenosis, or volume depletion), treatment with angiotensin-converting enzyme inhibitors and
angiotensin receptor blockers has been associated with oliguria or progressive azotemia and rarely with
acute renal failure and death. Similar results may be anticipated in patients treated with Edarbi [see Use
in Specific Populations (8.6) and Clinical Pharmacology (12.3)].

In studies of ACE inhibitors in patients with unilateral or bilateral renal artery stenosis, increases in
serum creatinine or blood urea nitrogen have been reported. There has been no long-term use of Edarbi
in patients with unilateral or bilateral renal artery stenosis, but similar results may be expected.

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

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

A total of 4814 patients were evaluated for safety when treated with Edarbi at doses of 20, 40 or 80 mg
in clinical trials. This includes 1704 patients treated for at least 6 months; of these, 588 were treated for
at least 1 year.

Treatment with Edarbi was well-tolerated with an overall incidence of adverse reactions similar to
placebo. The rate of withdrawals due to adverse events in placebo-controlled monotherapy and
combination therapy trials was 2.4 % (19/801) for placebo, 2.2% (24/1072) for Edarbi 40 mg, and 2.7%
(29/1074) for Edarbi 80 mg. The most common adverse event leading to discontinuation,
hypotension/orthostatic hypotension, was reported by 0.4% (8/2146) patients randomized to Edarbi 40
mg or 80 mg compared to 0% (0/801) patients randomized to placebo. Generally, adverse reactions
were mild, not dose related and similar regardless of age, gender and race.



In placebo controlled monotherapy trials, diarrhea was reported up to 2% in patients treated with Edarbi
80 mg daily compared with 0.5% of patients on placebo.

Other adverse reactions with a plausible relationship to treatment that have been reported with an
incidence of >0.3% and greater than placebo in more than 3300 patients treated with Edarbi in
controlled trials are listed below:

Gastrointestinal Disorders: nausea

General Disorders and Administration Site Conditions: asthenia, fatigue
Musculoskeletal and Connective Tissue Disorders: muscle spasm
Nervous System Disorders: dizziness, dizziness postural

Respiratory, Thoracic and Mediastinal Disorders: cough

6.2 Clinical Laboratory Findings

In controlled clinical trials, clinically relevant changes in standard laboratory parameters were
uncommon with administration of Edarbi.

Serum creatinine: Small reversible increases in serum creatinine are seen in patients receiving 80 mg of
Edarbi. The increase may be larger when coadministered with chlorthalidone or hydrochlorothiazide.

In addition, patients taking Edarbi who had moderate to severe renal impairment at baseline or who
were >75 years of age were more likely to report serum creatinine increases.

Hemoglobin/Hematocrit. Low hemoglobin, hematocrit, and RBC counts were observed in 0.2%, 0.4%,
and 0.3% of Edarbi-treated subjects, respectively. None of these abnormalities were reported in the
placebo group. Low and high markedly abnormal platelet and WBC counts were observed in <0.1% of
subjects.

7 DRUG INTERACTIONS

No clinically significant drug interactions have been observed in studies of azilsartan medoxomil or
azilsartan given with amlodipine, antacids, chlorthalidone, digoxin, fluconazole, glyburide, ketoconazole,
metformin, pioglitazone, and warfarin. Therefore, Edarbi may be used concomitantly with these
medications.

Non-Steroidal Anti-Inflammatory Agents including Selective Cyclooxygenase-2 Inhibitors

(COX-2 Inhibitors)

In patients who are elderly, volume-depleted (including those on diuretic therapy), or who have
compromised renal function, co-administration of NSAIDs, including selective COX-2 inhibitors, with
angiotensin Il receptor antagonists, including azilsartan, may result in deterioration of renal function,
including possible acute renal failure. These effects are usually reversible. Monitor renal function
periodically in patients receiving azilsartan and NSAID therapy.

The antihypertensive effect of angiotensin Il receptor antagonists, including azilsartan, may be
attenuated by NSAIDs, including selective COX-2 inhibitors.



8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C (first trimester) and D (second and third trimesters). There is no clinical
experience with the use of Edarbi in pregnant women [see Warnings and Precautions (5.1)].

8.3 NursingMothers

It is not known if azilsartan is excreted in human milk, but azilsartan is excreted at low concentrations in
the milk of lactating rats. Because of the potential for adverse effects on the nursing infant, a decision
should be made whether to discontinue nursing or discontinue the drug, taking into account the
importance of the drug to the mother.

8.4 PediatricUse
Safety and effectiveness in pediatric patients under 18 years of age have not been established.

8.5 Geriatric Use

No dose adjustment with Edarbi is necessary in elderly patients. Of the total patients in clinical studies
with Edarbi, 26% were elderly (65 years of age and older); 5% were 75 years of age and older.
Abnormally high serum creatinine values were more likely to be reported for patients age 75 or older. No
other differences in safety or effectiveness were observed between elderly patients and younger
patients, but greater sensitivity of some older individuals cannot be ruled out [see Clinical Pharmacology
(12.3)].

8.6 Renal Impairment
Dose adjustment is not required in patients with mild-to-severe renal impairment or end-stage renal

disease. Patients with moderate to severe renal impairment are more likely to report abnormally high
serum creatinine values.

8.7 Hepatic Impairment

No dose adjustment is necessary for subjects with mild or moderate hepatic impairment. Edarbi has not
been studied in patients with severe hepatic impairment [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

Limited data are available related to overdosage in humans. During controlled clinical trials in healthy
subjects, once daily doses up to 320 mg of Edarbi were administered for 7 days and were well tolerated.
In the event of an overdose, supportive therapy should be instituted as dictated by the patient's clinical
status. Azilsartan is not dialyzable [see Clinical Pharmacology (12.3)].

11 DESCRIPTION

Edarbi (azilsartan medoxomil), a prodrug, is hydrolyzed to azilsartan in the gastrointestinal tract during
absorption. Azilsartan is a selective AT subtype angiotensin Il receptor antagonist.

The drug substance used in the drug product formulation is the potassium salt of azilsartan medoxomil,
also known by the US accepted name of azilsartan kamedoxomil and is chemically described as (5-
Methyl-2-oxo-1,3-dioxol-4-yl)methyl 2-ethoxy-1-{[2'-(5-0x0-4,5-dihydro-1,2,4-oxadiazol-3-yl)biphenyl-4-
yllmethyl}-1H-benzimidazole-7-carboxylate monopotassium salt.



Its empirical formula is C3pH23KN4Og and its structural formula is:
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Azilsartan kamedoxomil is a white to nearly white powder with a molecular weight of 606.62. It is
practically insoluble in water and freely soluble in methanol.

Edarbi is available for oral use as tablets. The tablets have a characteristic odor. Each Edarbi tablet
contains 42.68 or 85.36 mg of azilsartan kamedoxomil, which is equivalent to containing 40 mg or 80 mg
respectively, of azilsartan medoxomil and the following inactive ingredients: mannitol, fumaric acid,
sodium hydroxide, hydroxypropyl cellulose, croscarmellose sodium, microcrystalline cellulose, and
magnesium stearate.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Angiotensin |l is formed from angiotensin | in a reaction catalyzed by angiotensin-converting enzymes
(ACE, kinase Il). Angiotensin 1l is the principal pressor agent of the renin-angiotensin system, with
effects that include vasoconstriction, stimulation of synthesis and release of aldosterone, cardiac
stimulation, and renal reabsorption of sodium. Azilsartan blocks the vasoconstrictor and aldosterone-
secreting effects of angiotensin |l by selectively blocking the binding of angiotensin Il to the AT, receptor
in many tissues, such as vascular smooth muscle and the adrenal gland. Its action is, therefore,
independent of the pathway for angiotensin Il synthesis.

An AT, receptor is also found in many tissues, but this receptor is not known to be associated with
cardiovascular homeostasis. Azilsartan has more than a 10,000-fold greater affinity for the AT, receptor
than for the AT, receptor.

Blockade of the renin-angiotensin system with ACE inhibitors, which inhibit the biosynthesis of
angiotensin Il from angiotensin |, is widely used in the treatment of hypertension. ACE inhibitors also
inhibit the degradation of bradykinin, a reaction catalyzed by ACE. Because azilsartan does not inhibit
ACE (kinase Il), it should not affect bradykinin levels. Whether this difference has clinical relevance is
not yet known. Azilsartan does not bind to or block other receptors or ion channels known to be
important in cardiovascular regulation.

Blockade of the angiotensin Il receptor inhibits the negative regulatory feedback of angiotensin Il on
renin secretion, but the resulting increased plasma renin activity and angiotensin Il circulating levels do
not overcome the effect of azilsartan on blood pressure.

12.2 Pharmacodynamics

Azilsartan inhibits the pressor effects of an angiotensin Il infusion in a dose-related manner.
An azilsartan single dose equivalent to 32 mg azilsartan medoxomil inhibited the maximal
pressor effect by approximately 90% at peak, and approximately 60% at 24 hours. Plasma
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angiotensin | and Il concentrations and plasma renin activity increased while plasma
aldosterone concentrations decreased after single and repeated administration of Edarbi to
healthy subjects; no clinically significant effects on serum potassium or sodium were observed.

Effect on Cardiac Repolarization: A thorough QT/QTc study was conducted to assess the potential of
azilsartan to prolong the QT/QTc interval in healthy subjects. There was no evidence of QT/QTc
prolongation at a dose of 320 mg of Edarbi.

12.3 Pharmacokinetics

Absorption: Azilsartan medoxomil is hydrolyzed to azilsartan, the active metabolite, in the
gastrointestinal tract during absorption. Azilsartan medoxomil is not detected in plasma after oral
administration. Dose proportionality in exposure was established for azilsartan in the azilsartan
medoxomil dose range of 20 mg to 320 mg after single or multiple dosing.

The estimated absolute bioavailability of azilsartan following administration of azilsartan medoxomil is
approximately 60%. After oral administration of azilsartan medoxomil, peak plasma concentrations
(Cmax) Of azilsartan are reached within 1.5 to 3 hours. Food does not affect the bioavailability of
azilsartan.

Distribution: The volume of distribution of azilsartan is approximately 16L. Azilsartan is highly bound to
human plasma proteins (>99%), mainly serum albumin. Protein binding is constant at azilsartan plasma
concentrations well above the range achieved with recommended doses.

In rats, minimal azilsartan-associated radioactivity crossed the blood-brain barrier. Azilsartan passed
across the placental barrier in pregnant rats and was distributed to the fetus.

Metabolism and Elimination: Azilsartan is metabolized to two primary metabolites. The major metabolite
in plasma is formed by O-dealkylation, referred to as metabolite M-1l, and the minor metabolite is formed
by decarboxylation, referred to as metabolite M-I. Systemic exposures to the major and minor
metabolites in humans were approximately 50% and less than 1% of azilsartan, respectively. M-l and M-
Il do not contribute to the pharmacologic activity of Edarbi. The major enzyme responsible for azilsartan
metabolism is CYP2C9.

Following an oral dose of "“C-labeled azilsartan medoxomil, approximately 55% of radioactivity was
recovered in feces and approximately 42% in urine, with 15% of the dose excreted in urine as azilsartan.
The elimination half-life of azilsartan is approximately 11 hours and renal clearance is approximately 2.3
mL/min. Steady-state levels of azilsartan are achieved within 5 days and no accumulation in plasma
occurs with repeated once-daily dosing.

Special Populations

The effect of demographic and functional factors on the pharmacokinetics of azilsartan was studied in
single and multiple dose studies. Pharmacokinetic measures indicating the magnitude of the effect on
azilsartan are presented in Figure 1 as change relative to reference (test/reference). Effects are modest
and do not call for dosage adjustment.
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Figure 1 Impact of intrinsic factors on the pharmacokinetics of azilsartan
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis: Azilsartan medoxomil was not carcinogenic when assessed in 26-week transgenic
(Tg.rasH2) mouse and 2-year rat studies. The highest doses tested (450 mg azilsartan
medoxomil/kg/day in the mouse and 600 mg azilsartan medoxomil/kg/day in the rat) produced
exposures to azilsartan that are 12 (mice) and 27 (rats) times the average exposure to azilsartan in
humans given the maximum recommended human dose (MRHD, 80 mg azilsartan medoxomil/day). M-I|
was not carcinogenic when assessed in 26-week Tg.rasH2 mouse and 2-year rat studies. The highest
doses tested (approximately 8000 mg M-Il/kg/day (males) and 11,000 mg M-il/kg/day (females) in the
mouse and 1000 mg M-II/kg/day (males) and up to 3000 mg M-lI’kg/day (females) in the rat) produced
exposures that are, on average, about 30 (mice) and 7 (rats) times the average exposure to M-Il in
humans at the MRHD.

Mutagenesis: Azilsartan medoxomil, azilsartan, and M-Il were positive for structural aberrations in
the Chinese Hamster Lung Cytogenetic Assay. In this assay, structural chromosomal aberrations
were observed with the prodrug, azilsartan medoxomil, without metabolic activation. The active
moiety, azilsartan was also positive in this assay both with and without metabolic activation. The
major human metabolite, M-Il was also positive in this assay during a 24 hr assay without
metabolic activation.

Azilsartan medoxomil, azilsartan, and M-Il were devoid of genotoxic potential in the Ames reverse
mutation assay with Salmonella typhimurium and Escherichia coli, the in vitro Chinese Hamster Ovary
Cell forward mutation assay, the in vitro mouse lymphoma (tk) gene mutation test, the ex vivo
unscheduled DNA synthesis test, and the in vivo mouse and/or rat bone marrow micronucleus assay.

Impairment of Fertility: There was no effect of azilsartan medoxomil on the fertility of male or female rats
at oral doses of up to 1000 mg azilsartan medoxomll/kg/day [6000 mg/m? (approximately 122 times the
MRHD of 80 mg azilsartan medoxomil/60 kg on a mg/m? basis)]. Fertility of rats also was unaffected at
doses of up to 3000 mg M-ll/kg/day.

13.2 Animal Toxicology and/or Pharmacology

Reproductive Toxicology: In peri- and postnatal rat development studies, adverse effects on pup viability,
delayed incisor eruption and dilatation of the renal pelvis along with hydronephrosis were seen when
azilsartan medoxomil was administered to pregnant and nursing rats at 1.2 times the MRHD on a mg/m?
basis. Reproductive toxicity studies indicated that azilsartan medoxomil was not teratogenic when
administered at oral doses up to 1000 mg azilsartan medoxomil/kg/day to pregnant rats (122 times the
MRHD on a mg/m basis) or up to 50 mg azilsartan medoxomil/kg/day to pregnant rabbits (12 times the
MRHD on a mg/m? basis). M-l also was not teratogenic in rats or rabbits at doses up to 3000 mg M-
lI/kg/day. Azilsartan crossed the placenta and was found in the fetuses of pregnant rats and was
excreted into the milk of lactating rats.

14 CLINICAL STUDIES

The antihypertensive effects of Edarbi have been demonstrated in a total of 7 double-blind, randomized
studies, which included 5 placebo-controlled and 4 active comparator-controlled studies (not mutually
exclusive). The studies ranged from 6 weeks to 6 months in duration, at doses ranging from 20 mg to 80
mg once daily. A total of 5941 patients (3672 given Edarbi, 801 given placebo, and 1468 given active
comparator) with mild, moderate or severe hypertension were studied. Overall, 51% of patients were
male and 26% were 65 years or older; 67% were white and 19% were black.
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Two 6-week randomized, double blind studies compared the effect on blood pressure of Edarbi at doses
of 40 mg and 80 mg, with placebo and with active comparators. Blood pressure reductions compared to
placebo based on clinic blood pressure measurements at trough and 24 hour mean blood pressure by
ambulatory blood pressure monitoring (ABPM) are shown in Table 1 for both studies. Edarbi, 80 mg,
was statistically superior to placebo and active comparators for both clinic and 24 hour mean blood
pressure measurements.

Table 1: Placebo Corrected Mean Change from Baseline in
Systolic / Diastolic Blood Pressure at 6 Weeks (mm Hg)

Stud y1 Study 2
N=1285 N=989
Clinic Blood 24 Hour Mean by Clinic Blood 24 Hour Mean by
Pressure ABPM Pressure ABPM
(Mean Baseline (Mean Baseline (Mean Baseline (Mean Baseline

157.4 1/ 92.5) 144.9/88.7) 159.0/91.8) 146.2 / 87.6)
Edarbi 40 mg -14.6/-6.2 -13.2/-8.6 -12.4/-71 -12.11-77
Edarbi 80 mg -14.9/-7.5 -14.3/-94 -15.5/-8.6 -13.2/-7.9
Olmesartan 40 mg -11.4/-5.3 11.7171-7.7 -12.8/-7.1 -11.2/-7.0
Valsartan 320 mg 95/-4.4 -10.0/-7.0 |

In a study comparing Edarbi to valsartan over 24 weeks, similar results were observed.
Most of the antihypertensive effect occurs within the first 2 weeks of dosing.
Figure 2 shows the 24-hour ambulatory systolic and diastolic blood pressure profiles at endpoint.

Figure 2: Mean Ambulatory Blood Pressure at 6 weeks by Dose and Hour
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Other studies showed similar 24 hour ambulatory blood pressure profiles.

Edarbi has a sustained and consistent antihypertensive effect during long-term treatment, as shown in a
study that randomized patients to placebo or continued Edarbi after 26 weeks. No rebound effect was
observed following the abrupt cessation of Edarbi therapy.

Edarbi was effective in reducing blood pressure regardless of the age, gender, or race of patients, but
the effect, as monotherapy, was smaller, approximately half, in black patients, who tend to have low
renin levels. This has been generally true for other angiotensin Il antagonists and ACE inhibitors.

Edarbi has about its usual blood pressure lowering effect size when added to a calcium channel blocker
(amlodipine) or a thiazide-type diuretic (chlorthalidone).

There are no trials of Edarbi demonstrating reductions in cardiovascular risk in patients with
hypertension, but at least one pharmacologically similar drug has demonstrated such benefits.

16 HOW SUPPLIED/STORAGE AND HANDLING
Edarbi tablets are unscored and white to nearly white, debossed with “ASL” on one side and “40” or “80”
on the other.

Tablet NDC  64764-xxx-xx
Bottle/30 Bottle/90
40 mg | 844-30 | 844-90
80 mg | 884-30 | 884-90

Store at 25°C (77°F), excursions permitted to 15°-30°C (59°-86°F) [see USP Controlled Room
Temperature]. Keep container tightly closed. Protect from moisture and light. Do not repackage;
dispense and store in original container.
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17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (17.2).

17.1 General Information

Pregnancy: Female patients of childbearing age should be told that use of drugs like Edarbi that act on
the renin-angiotensin system during pregnancy can cause serious problems in the fetus and infant
including low blood pressure, poor development of skull bones, kidney failure, and death. These
consequences do not appear to have resulted from intrauterine drug exposure that has been limited to
the first trimester. Discuss other treatment options with female patients planning to become pregnant.
Women using Edarbi who become pregnant should notify their physicians as soon as possible [see
FDA-Approved Patient Labeling (17.2)].

17.2 FDA-Approved Patient Labeling

Patient Information
Edarbi (eh-DAR-bee)
(azilsartan medoxomil)

Tablets

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

What is the most important information | should know about Edarbi?

Taking Edarbi during your second and third trimester can cause harm and even death to your unborn
baby. If you think that you are pregnant, stop taking Edarbi and tell your doctor right away. If you plan to
become pregnant, talk to your doctor about other ways to lower your blood pressure.

What is Edarbi?
Edarbi is a prescription medicine called an angiotensin Il receptor blocker (ARB) used to treat high blood
pressure (hypertension) in adults.

Your doctor may prescribe other medicines for you to take along with Edarbi to treat your high blood
pressure.

It is not known if Edarbi is safe and effective in children under 18 years of age.

What should I tell my doctor before taking Edarbi?
Before you take Edarbi, tell your doctor if you:
¢ have been told that you have abnormal body salt (electrolytes) levels in your blood
e are pregnant or plan to become pregnant. See “What is the most important information |
should know about Edarbi?”
e are breastfeeding or plan to breastfeed. It is not known if Edarbi passes into your breast milk. You
and your doctor should decide if you will take Edarbi or breastfeed. You should not do both. Talk
with your doctor about the best way to feed your baby if you take Edarbi.

Tell your doctor about all the medicines you take, including prescription and nonprescription
medicines, vitamins, and herbal supplements.
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Especially tell your doctor if you take:
e other medicines used to treat your high blood pressure or heart problem
e water pills (diuretic)

Ask your doctor if you are not sure if you are taking a medicine listed above.

Know the medicines you take. Keep a list of them and show it to your doctor or pharmacist when you get
a new medicine.

How should | take Edarbi?
e Your doctor will tell you how much Edarbi to take and when to take it. Follow his/her instructions.
o Edarbi can be taken with or without food.
¢ If you take too much Edarbi, call your doctor, or go to the nearest hospital emergency room right
away.

What are the possible side effects of Edarbi?
Edarbi may cause side effects, including:

¢ Harm or death to your unborn fetus if taken in the second or third trimester. See “What is
the most important information | should know about Edarbi?”

¢ Low blood pressure (hypotension) and dizziness is most likely to happen if you also:

take water pills (diuretics)

are on a low-salt diet

take other medicines that affect your blood pressure

get sick with vomiting or diarrhea

o do not drink enough fluids

O O O O

If you feel faint or dizzy, lie down and call your doctor right away.

These are not all the possible side effects with Edarbi. Tell your doctor if you have any side effect that
bothers you or that does not go away.

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

How do | store Edarbi?
o Store Edarbi at 59°F to 86°F (15°C to 30°C).
o Store Edarbi in the original container that you received from your pharmacist or doctor. Do not
put Edarbi into a different container.
e Keep Edarbi in a tightly closed container, and keep Edarbi out of the light.

Keep Edarbi and all medicines out of the reach of children.

General information about Edarbi.
Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet.
Do not give Edarbi to other people, even if they have the same symptoms you have. It may harm them.

This Patient Information leaflet summarizes the most important information about Edarbi. If you would
like more information, talk with your doctor. You can ask your pharmacist or doctor for information about
Edarbi that is written for health professionals.

For more information, go to www.edarbi.com or call 1-877-825-3327.
What is high blood pressure (hypertension)?
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Blood pressure is the force in your blood vessels when your heart beats and when your heart rests. You
have high blood pressure when the force is too great.

High blood pressure makes the heart work harder to pump blood through the body and causes damage
to the blood vessels. Edarbi tablets can help your blood vessels relax so your blood pressure is lower.
Medicines that lower your blood pressure may lower your chance of having a stroke or heart attack.

What are the ingredients in Edarbi?

Active ingredient: azilsartan medoxomil

Inactive ingredients: mannitol, fumaric acid, sodium hydroxide, hydroxypropy! cellulose, croscarmellose
sodium, microcrystalline cellulose, and magnesium stearate.

Distributed by
Takeda Pharmaceuticals America, Inc.
Deerfield, IL 60015

Edarbi is a trademark of Takeda Pharmaceutical Company Limited registered with the U.S. Patent
and Trademark Office and used under license by Takeda Pharmaceuticals America, Inc.

©2011 Takeda Pharmaceuticals America, Inc.

April 2011
AZL069 R2
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WEEERERN 2B EINEE0LEEDBEF CEKBDE. BIR - HEROR
L. HAROELE, BFRE, Bh U U LAE, BEOBERAEEVCEKE
DI LB EHBI SN UEOHE, BEEEOER. MOBRERER D D
bt oHRERH S, ]

Q) FATOBACEET S Z L 2T, RSUEETRETIHEICEELE
FilEkEw®2Z L. [Ty VOREHSERCEAHICAFZEERORETD &
10 mg/kg/ B LA EOBECHARICKBEDORAEMBRD LN TND, 2B,
F v FOEIRKHOR, HAHNEBILHMOLICARZ®RE LIZGE, VWTH
% 300 mg/kg/ B CHARICKBEOEMBRD o TN D, ]

U ER AR
RS EWE TEREY
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EH Ve LT

—RREIA TR A NP E FTNIPNE
EX Irbesartan Telmisartan
R 554 A NVRE L O8E 50 mg, 100 mg I AT 4 A®8E 20 mg, 40 mg, 80 mg
BRoe =4 B RRMERASH AERR—Y v H—A A LEEREH
AKREAH 2008/4/16 20 mg, 40 mg : 2004/8/27 80 mg : 2010/6/9
HBELmER B - =
BEEFAH = —
X5 W5 AEE S WHEAERER
e 3
aFR N _
P
TR N "J
} SN ey
HzC\/\.,/z\NA:—O NN ;“:_—é,n
HN __N iy
I\/w 'T/ :.,.r‘ i
= P W :f{;h v \"gl\\? coH
a | e W | P Nt
\'CH, S
2-But.y1—3-{fl—[2-(1H-tetrazol-5-yl)pheny1]benzyl}- 4~ {[4-methyl-6-(1-methyl-2-benzimidazolyl)-2-
1,3-diazaspiro[4.4]non-1-en-4-one i
CorHacNLO - 428.53 propyl-1-benzimidazolyl]methyl}-2-
2577286 ’ biphenylcarboxylic acid
C33H30N402 * 514.62
k=3 = 1EEFICANASY LAY 50mg XiZ 100mg ZEHTHHB~SHEEAD | 20mg, 40mg: 1 EEFTFL IV AL ZL 20mg it 40mg 2 EHT 5 B~

FPHEQOEBAD 74V —F 4 T8

wing . AFEATIH, REAT—R, JaRANMAT—RAF Y T A
bt iu—2R BEEKTFAB, ATFTIV VBRI 7T
BrlxFr, BlbkFE, ZNT

EEOHFEOER (40mgiIBIHAD) ,

0mg: 1EFTNVIVNLF L 80mg 2 BETHABDERAV 7 4 VL=
— &

WY - REEKABE, AT TV VB TR TL, ATLVI R
ZTHFETFLUA60)RY AF 7t L @0 U a— (LlLEEHAI
%) . VRV b= (20mg, 40mgliZEH) . D-vr=Fr—, 7 |
TAm—RA, wruaI—6000, ¥, BELFZ L (LAE80mgizDH
EH)
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Ml SISyl AT FAIFAE N
HA Irbesartan Telmisartan y [
R - BAE BERANIIEALRFLALELT50~100mg % 1 B 1EARAOEST | BF. RAKITAIPAZ L T40mg 2 1 B 1EROKES S, & Hg
GR 7ZL, 1 H20mg o520 MLBIREEYT D, 2B, Fi - ERICL o
B, E, ERICEYEEERET A, 1BRABRESEBIE200mg T | VEEHEBT . 1 BREAEEEIZOmMg ETLT 2, |
&%, i
<% - AEICEAET SHERLOEE> s
FREECHDBEICERETIHE, KFRAKERIZ1IA 1M
40mg £ 93,
[ EERE] OESRE]
s (25 (ROBHFICIFRELEVLIE) ] [2 (ROEFICIEFEELEWVWIE) )
1. XADOES I LBABEOBREREDOHLES ) FHlOFESF I VIBBUEDBEROH 2 8E
2. ERRIEER L CLBAHE D HE|A [ T, ER. BARSEA~ | Q) EHEUIBRL TS FEEOH S A
D5l ODESE) [ TiER. ER. BLRE~0RE] OESR]
3) BHOZWREBO CTEVWBEXIEBRIFREDH HEE
[ EEHRE DEZR]
EALEOEER 1. HERE (ROBEIZKEEESETIE) 1. HERE (ROBEIZKEEICRET L L)

1

() MEEBSREEDH ZBRE XTI B CEMREEODHHEE ([E
ELREANEE] OESR)

Q) mHVUAMECERE ( [BEERERNEE] OESR)

) EELRBHIEEEOHB8E BEORFEIZL ) BEELZELEE
rBENWRH B, )

@) FTEEOH L BEE, BICHEHHITFEEROBH ) >HEOHLERE [K
FxEicEHFiIcEEt SN B2, T b0BRETIIOAPREN LR
TEHEBEINEHS, ( [EHEHE) O0BREZR) ]

) MmEEEDHLBE BECERESMLKEAEEZ5 &L, A
REELLIEIBETNANRD D, ]

6) mEE [ TRBE~0O®RE] OESR]

(1) TRIEBSIRERZOH 2BEXIIA B CBEHRKREDH D EE
[ TEELREANEE) OE2E]

Q) EHVTLAMENCESE [ (BEEREANEE] OHESR]

Q) FEZEOH2BE
[(AFNIZICEAFICHEND =D, TAIYAZL DI VT TR
BETTHIEEHB, £, ECBWTHFEESRE CARA|OM PR
ERR3~45BERTHILABEIN TV (TEYEIE 0ESR) ]

@) EELRBEEOHIBEE
[(BHELZELIEIRBTNLEH DD, MES VT F=1E 3.0 mg/dL
UEDOHEITIT. BEEICRETSHZ L, ]

) MEEEDH 5 BE
LEEDORENPMOFEARESEFZRBI L., REZELIEIBTIAEH
%, ]

(6) =nE
[ IEE~DEE] OESRE]
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Trr, BFICROBETIHEAE»OREZRE L, HETHIHEITE BT 35 A IHBRAIZITO 2 &,

FEOREZTDICBELZBLHR LTI L, 1) MEEHFORE

1) MRENTFOEE 2) FIRBERZS POBRE

2) FlRBEERIR S DOEE 3) BEARBIERETDOBRE

3) BRERBERETORE @) BREERIZESSDEN, S00ERHoONDILERHHDT, BT

@) AREELT VAT v N XFEERRIRE TICER R ITHE 1E%. BB EOBEELREM I WRERIET IBRICHERS®EH I &,
BERbLDLNLOBRENRDH D, FRERELZERT 2 LBEL | (5) FWAT 24 FRIIREG LBV EBEE L,
TV, RECRBDONHECIRELTIT 2 EBEORL | (6) AR EBLT VAT vy I XEGEFAIREFICRRAEOER

BExz1TH> 2 &, FEEXROObNLOBRERDH D, FRERELZERTLI2E., BE
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A Irbesartan Telmisartan
FREOEE
3 (e&) ERT oA FERREE | ARESBERLVEBY | 7R SF UV UAR
(NSAIDs) L.BEEEOHLBETHE | BEERICLY BLEE
COX-2 BIRAIBEF AMEREEEEEBIT | BETTEHLELS
FEEEA B B ha,
BEZEOPDELHTEE | DEREER2E TS
HIEBBEESNTWS, | BRFTFT UV DOARK
BEE S0, BEE
DIEIE T 1ER % 855 &
#BLEZLRTVS,
TrUF TV CERE | AEBRLSLBME | BFTH
SR EH EEFEZTREThND
20T HATHIHEIIZ
BHEEEIC OV TS ICE
BYar k.
FEREOEE 4. gl4EH 4. BIfERA
4-1 AREC R EIER (B MEER) 13, 2285 898 Flth 117 | I AT 4 A X FEAOERNITEIT 5 EEERRSR T, 593 #H 134 41(22.6%)

#l (13.0%) IZRH LNz, TRboiE, HEV 246 (2.7%) . ZEK
14 6 (1.6%) . BBW& 1051 (1.1%) Thotz, £/, BRREBEORE
EENL, BREREENSTM S -2t x84 896 #lH 140 #
(15.6%) IZEBDH BN, 2 bDix, CKCPK)LEH 326 (3.6%) .
ALT(GPT) L5 21 5l (2.3%) . AST(GOT)EH 18] (2.0%) Th o7,
() EXGRIEA
) MEZTE GEERE) FEH. OE, WHE, SX0ERYERET
ZMEZERSDLDLNDZERHDHOT, BEEZHHITTH, BER
BOOLNFBACERSEPIEL, BURAEEITI> Z L,

KERBREEOCRF2E0REANRED LN TS, ERBEEARDEWV
17/593 $1(2.9%). ALT(GPT) L5 15/552 1(2.7%). HRX 13/593 #1(2.2%)% T
HoTr,

() EXGREIEA

KOX S ZBEERR S LN T ERHBDOT, BELZ+HITTV, FERS

HOobh-BAIZdEs2 Ik L, BUARAEBEZITI Z &,

1) MERE (0.1%K#) :BE. DE. HE - %E, TZ0ERZERLE
THMEREND LN, BEEESICL O HERESEL K LERNLHRE
ENTVBEOT, BEZ STV, EEXRRDONLGEICIE. EHIC
BEZPIEL, BURLEEZITI Z &,

N BB SR T E=
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WEIIZRAEBEITY Z &,

3y avy., k@, BEHEE BETH) vy s, mEERTIES
L, BRHEENLLDONAZERHEDT, BELZ STV, &
B, BH, BEBRMEAERHODbNZEAIE. EICEYZNEET
5L, HBICMESEN ., BRERBEFEEY. FREERRSTDOR
ETIHEAE»LBREZEHL., HETHIBGIIRATORELZ+4IC
BELEBLBLIITIZ L,

4) X2 (BEEFH)  BRaldbbbndtnbsdsoT, BEY+
STV, RERRBDONEGECEREEZPIEL, BURLEEZT
52 ¢,

5) FFiaelEE, |E (0.1~1%3k i) : AST(GOT), ALT(GPT), Al-P, y-GTP
DO LEEEOEEEE, BEXLLDNEZ I ERHEOT, BEEZT
STV, BEXIRDON-EBEICIEIEELFIEL, BORLELRT
52k,

6) {EMFE GEEFH) EMELXHLLNAZE03HD (FERFEBFET
DEETHLLPRARTV) OT, BELZ STV, B, ZERER,
wF. FOEZ. EFHET. B, EREEERHLDNUIHEIZ
FRE5EEREL, BORAEETI Z &,

7) BUGREE EETH)  HWE. WO, CK(CPK)ER . i+ &k
CRFIATe b ERE2/REE TIRMGRMBE D bDNDZ &
BHHDOT, BEZFHHIZITV, 20X I RBECEELICEELY
IEL, EORAEEITI>Z &,
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3) BHEEE EETH) BFrR22ELEfingEshTnwsoT, &
B2 50TV, BEXRDOLNEBEICIE. BE52TIT572 88T
RAMBEEITHIZ L,

4H avy HEEFTH) . k@, BERHEEXO01%): >3 v 7, MERTIZ
PES KM, BERBEREDLDNEZEBHBDOT, BEEZHHITITO,
B, B, EREEESH LB, EDICEDZLERTT
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LB BH2IZITH Z L,

5) FFHsgEEE, &E (EEARB) : AST(GOT). ALT(GPT). Al-P, LDH ®
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TV, BESFEDONEEARICE., BE2TIET 572 PBERAERIT
PN

6) EMmEE BEEFH) EOEXRHLONEZZLXHS FERBEETO
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. FOBx, EFHET. B8, EREZSEXS LN EHEEITITR
Sl EERAEEITY Z &,

7N FTF7243F—HEK GEESRH)  REH, O/FEET. HEEE
ERERE L THLLNBZZERHEZOT, BEEZFHITH. BESN
ROLNEHEIIE, BEEFIEL, BURLEEZTI Z L,
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VCRFIAT e EE2HBETIHEMGRBENR D bbILd Z 23
HHOT, BELZFTHITTV., ZOLSRBACHELIRELZPIEL,
BEERAEBEITH 2 &,
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ME : +5CBE0 S %2, BHEXIBHEEEZITI., 28, FFXMKE | A OBERABGI mg)iz LV (RMERTCERE B L bz OHERH
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FEREOEE 9. BRLEDEFE 9. BRLDEE
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HESTHZ L, (PTPV— FOBKICLY ., BOSATSEERE~H
AL, FlTiRBIL2EZ L CHBAXZOEBRAHMELHRT L L
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T3, ]

LINRE~DES
EHAEGER, FAER, LR, SIRTNRITNT 2 Z2EER
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02 46 81012 24 36 18 72
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®’E58 Cmax Tmax AUCo-inf Tin

(ng/mL) (h) (ng:WmL) (h)
20mg 2,020.1+496.1 1.8+£0.6 15,475.844,413.8 13.2+1.4
40mg 4,707.8£1048.3 2.4+0.5 33.892.0+8.109.3 12.8+1.3
(EEE IR R )

(2 REE‘E?
HEER AT NP4 2 20mg (12 F) RO 40mg (12 B) % 1
B 1E 7 AREE Uicke, MSEPREITRE 4 A% I TIOE
FIRBBIEL, ThEhERMIT R T,

B)BEORE>
BERA (2 B)ICT DAV F 2 40mg & RIERE LT,
FRE(LED Cmax, AUC IR THRE LR EMBLT, £
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2. ZOHEexRY
[“C17 ot 2 % 03,3,30pg/mL BE T M imL
2B, WIN L EABAERIT 99.5% Th o7z (in vitro)
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(1) 7PN F U IBRRERIC X 0 3 M- 112, %72, CYP2C9
X o R M-TLICREI SN B, 2B M-1 RUM-TL D AT,
ZRAROEEER IZRELAEDK 1/1,000 TH - 7= (in vitro) ,
Q)7 Ut g ik CYPIA2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6, CYP2El K U} CYP3A4 ZAZE 1 CYP3A
BEE Lo (nvitro) o

4. FRepHkit ?
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1[E 7 AERE®RS LK, &5 168 HEE COREILED RE
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RS HREREEE 4 41, 30~60 KM O EEEHEREEE 10 4,
60 LI EOIEE ~BEBHMEREE ST AL v
20mg % 1 B 18 7 AMKERS L, EX~BRESHERES
#F LB L T EEBMEEEE S © Cmax, AUC iZEFhEh
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TR HEEEE A (eGFR¥ A 15 RiH) O b 7 7 Bem $E H MR AE 1T
51.0~91.9%3EMm L 7=,

¥ BMED eGFR (mL/min/1.73m?) =194 X Cr' 9 X Age® 2
#HED eGFR (mL/min/1,73m?) =194 X Cr' % X Age®?7 % 0.739
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CFEEEERONE GIEAT—4)°
B B ~ A B AT RS HE RS 4 (Child-Pugh™ R 22 7 28 5~6 DERERT
HREEEH 8 . 7~9 O EEFEEREEE8Hl, FH 166K
TMERERA Q6B 7 PNPAF A RFY I AL LT
40mg % 5 ARG U7-Re, BEERARA & el U CEREETHRE
fEEE O Cmax IX 7.7%Bi>. AUC 1 27.9%8800, S HTHEE
FEEE D Cmax, AUC iZZNEN 17.9%. 64.4%ML71- (MEE
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REHS U, BfiE O Cmax, AUC(8 B B)iX. FHEMhE &
e L CTENER 15.6%., 9.0%WA LTz,

[o=]

CEMMEEERGEAT—2)"
R A 18 H) 127 L 2 F Y — L (CYP2CY FHEH) 200mg % 1 B
1|7 BERERS LTINS 40mg & BRIEFRRE (7
NarS—L g5 7HEB) LR, 7TYNHA4 O Cmax, AUC
X, BREERE L B L TENEH 14.1%, 42.1%8 L7z,
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1. REMENLEE
(1) —EEREEHR (RESTEHR) "
[ EXZ T EAEESIEEREZ GRICT IOV AT %
1 B 1E128R#BE5 L7 5 RR - ESRBRBROE
BT TOLEYTHSD,
I TR EELEMT T ORSHIEBNTL TS
T ARBERFIC L AAFE R AR b (p<0.0001, 3R
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b 5 7 BN IE (mmHBg) *
BEH n R I )
Z5HIHE EX(#S FebiE A
e 100.8 -4.1 160.0 8.2
TTER |8 4o | x0129 | +766 | x14639
7y npipy | oo 1002 -10.8 158.5 -17.6
10mg +4.07 +7.76% +696 | +14.207
Ty gy | os| 1015 -12.5 159.2 205
20mg +4.72 +9.60 +6.71 +13.71
TV MIREY | e, 1004 -14.3 159.2 222
40mg +4.14 +9.92 +7.04 +16.83
17wy | oo | 1010 -10.9 159.6 -18.3
8~12mg** +4.40 +10.139 +7.68 | *=15.88"

#t : LOCF i {Last observation carried forward i£)
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¥, T 7B MLE O # 5B (LIRH /ISR  TYME
HERERE) X, TIPS RS (=313) 13
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. BEEEESBNEE GEERRR
BREE D BILEERE 41 §) EXRICT NN Z 2 10~
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—f%4& : TNV H U (Azilsartan) (JAN)

{b%4 : 2-Ethoxy-1-{[2'-(5-0x0-4,5-dihydro-1,2,4-0xadiazol-3-
yl)biphenyl-4-yl]methyl}-1H-benzo{d]imidazole-7-
carboxylic acid
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B R :190C
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1.82 FhEe - R (B) RUETORTHRH
1.8.2.1 %hkE - iR (%)

& I E

1.8.2.2 ZEE - ZIROBERH

FENX, BEFEOT VAT vy U ZEBETRIE (LLT, ARB) L RROEEEEZHF L,
L VAR e BRES R L R T EMERERRE) & L THE L7ZHH O ARB Th 2,

BIMEEDOHRE - HROmMBLHEEL., TREXOEKFMETIFAIC VT (F
R 1441 H 28 A, EEERE 0128001 5) [CESE, ENTIE - 1 EREMR LEERS
a2 xS AR ERER (CCT-001 3ER) | RFERBR (CCT-005 RER) | R\ 535k (OCT-006
RER) ZEM L7, AFOMERNEBH~RIETHEIT CCT-005 R T, BMEERRTA K
T 422009 TARB & OSBRI TWAMOBERE (D1 v L7 EHE (LLF, CCB)
RKOFRIE) & oARSEROFHER OZLMIT OCT-006 3B TRt Lz, £/, HikE
WCARIOERPBESNSBEER L LT, NI ERLEESSE (OCT-003 RER) kOBEE
O BILEERE (OCT-002 HBR) ZXBIC—KERRAERZ FiE LT,

1B - I EABEESNEEREZ NS L U B ERBR (CCT-001 3Bk, CCT-005 RER)
BWT, AFOBRESREI I ERCHLTHERICENR, IDIKENTRILASLTY
5ARB THARITHALHEY viFxEFNL (BT, CC) CHLTHLAELENRDZ L E
MR L7z, S5, AFIX1 B 1EREIZLY C.C.&2 LR 5 24 Bk L - BEDHE L
L. 2IROFFFBEICBNTHEND Z L 2R LT, KMV T, ARB OEBEERIC
ESCRMERE LTEAONARMEREES, BHREMESFS, 50 ) VLABEESZRKV
MEFEREERLED CCLRBETHY, BEMRUOAREIZIRFTH-T,

F 72, OCT-006 3Bk Tik, AANIHEMRHFRE R O CCB XIFFIRE L DR R#KR 52X
D 2BEEBLTRELLRENRETRL, AEMIRGTHL L 2HA L, IES
M/EFEARFE (OCT-003 RER) RUBEEZLMH O RMEERE (OCT-002 FER) 1B TH,
1B EAERESLEESRE & ARICRGREBEDNRIF LN, 22l RS~ EHEIX
otz

INOORENS, TE - I EARBERMLEE, 1 ESLEEROCEEE L 5 &M EE
T BARFOEIMER NZEMNHRINTZ 0D, AEIOME - 2REEZ [HMLEE)
ERRE LT,

BB O A ® 1.8.2.2-1 IR LTz,



#* 1.8.2.2-1 RBAHIOREXR
- I & BEE 2 SERE
et S [eGFR <30 eGFR> 30
CCT-001 CCT-005 OCT-006 OCT-003 OCT-002
R TAK-536 Cc.C. TAK-536 cC. TAK-536 C.C. TAK-536 TAK-536 TAK-536
5mg 10 mg 20 mg 40 mg 80 mg 8~12mg 20 mg 8mg 20~40mg 8~12mg 10~40 mg 20~40 mg 10~40 mg
T A —ESR. EEkEsR Y —EHER., BB st sy . HEmkaie Y
AR AL 12 #B(LOCF) 8 SB(LOCF) 16 B(LOCF) 8 #E(LOCF)|52 38(LOCF) 8 8(LOCF) 10 #(LOCF)
WREK 80 89 80 85 82 84 81 311 309 311 309 3617 25 19 21
FE{ SRR i DYk (mmHg)
bl 4.1 -10.9 -10.8 -12.5 -143 -13.0 -10.9 -11.0 9.0 -124 938 -10.3 -14.6 128 -14.7 -13.0
(OSUlERERT) (-6.15, 1301, (<1254,  (-1458,  (-16.50, (<1522,  (-13.15, | (-12.00, (-9.88, 1355, (1074, | (1126, | (-15.57, | (1649, | (-1996, | (-18.57,
-2.10) -8.81) 9.09) -10.44) -12.14) -10.73) -8.67) -10.02) -8.21) -11.35) -8.84) 9.39) -13.62) 9.11) 9.51) -7.43)
TSR E ORERIES
RIEERE == 6.8 6.7 -8.4 102 8.9 6.8 - - - - - - — — -
. 9.69, 9.67, -11.32, -13.15, -11.80, 9.76,
(05 (EARECH) (-3.88) (-3.71) (-5.44) (-7.23) (-5.91> (-3.82)
CC.LDEEMEY
RIEEE 6.8 0.0 0.1 -1.6 34 2.1 - 20 - 26 - - - - - -
- (3.82, (-2.89, (-2.87, (-4.52, (-6.36, (-5.00, (321, (4.08,
(O5 SRR 9.76) 2.90) 107) 133) -0.45) 0.87) -0.69) -122)
FEFOEIMEDZ KAt (mmHg)
AL 82 -18.7 -17.6 -20.5 222 222 -183 -199 -173 21.8 -17.5 171 235 -193 203 242
(0594 /= AR (1148, (2161,  (20.78, (2349,  (-25.88, (2543, (2179, | (2152,  (-1860,  (23.55,  (-18.87, | (-1851, | (-24.85, | (2573, | (2822, | (3190,
= 4.97) -15.86) -14.47) -17.57) -18.49) -18.93) -14.77) -18.32) -15.97) -20.13) -16.03) -15.61) -22.06) | -12.83) -12.41) -16.48)
TR L OREREY)
RAEER - -10.5 94 -123 -14.0 -14.0 -10.1 - - - - - — — = =
N -15.00, -14.01, -16.85, -18.54, -18.51, -14.66,
(O5%fRARRRD) (-6.01) (4.79) (-7.76) (-9.37) (-9.39) (-5.46)
CC.LoREmzE"
RIEEE 10.1 04 0.7 22 39 39 - 26 — 44 - - - - - =
- 5.46, 4,93, 3.94, 6.78, 847, -8.44, (462, 6.53,
(OSBRI §4.66) (4.04) (5.26) (2.29) (0.67) (0.65) -0.60) (-2.20)
FEERDEE%)” 7(8.8) 37(416) 31(38.8) 40(47.1) 45(549) 44(524) 36(44.4) | 137(44.1) 91(29.4) 161(51.8) 106(34.3) | 143(39.6) | 218(60.4) | 11(44.0) | 10(526) | 11(524)
MEEREROEA%Y | 1(13)  16(180)  11(13.8)  18(21.2) _ 20(244) _ 22(262) _ 19(23.5) | 56(18.0) _ 31(10.0) _ 60(193)  41(13.3) |110(35.)7| 151 (482)”| 1(45™ | 5(263) | 7(333)

) EEART 12 BRARE, CCIE, AHAMEECTREANO 4812 8mp, #< S BIT 12 mg 2HE,
2) SEI M I TRA O 8 BILAHF 20 mg NIt C.C. 8 mg. #&< 8 BEILAH 40 mg XiL C.C. 12 mg D3 16 EHK &

N10mg 5B L, 2B LICBREBZEIZELR2WESIX 20 mg, 40 mg (IZfEE S, OCT-006 3B 8 LML 40 mg (T B,

4)20mg LKL, BEEEICELRVEAIE 2 BHEIT 40 mg I[CEEHE

5) BEAEE 246 B, CCB ffFEE 60 #1. FIRZEGHEE 55

BERBICELR2WEREIHAELZHEXIBRERELZEMT 5 L &/aEL L,

6) ABFEHFHEDE, CCT-001 (I—TEESESTETT /L. CCT-005 X 2 BOMBER L = EHERCRERZMNERE LE - aBBABESTET LV

HADESIL, UFOWTLDREEBZITERML Lk,

kT 7 B EEALIL AR B M E ZE (L B S 20 mmHg BL EEF >0 b 5 7 BRI M EZE B2 10 mmHg LA E{ET

kT 7RI SEA ME A 130 mmHg RiGIZIE T 222 b7 7EEEEALRER M E A 85 mmHg RiWIZIE T (OCT-003 RFrix,

8) MEEF(LEFZLUTOWTAOEF LM TEML L,

b T TR EAAEME 2 130 mmHg RIEGITET (OCT-003 BRI,
b5 7 B EAAL YRR HA M EAS 85 mmHg RFEIZIE T (OCT-003 BRI,

9) =313, 10)n=22

[140 mmHg RFHIIET) )
190 mmHg RFITET )

140 mmHg i & T 272 90 mmHg KMITE T )

ByUG L
() |XpE 8T

NIERB ST A=
HESERFETEEEHE



1.8 FAXE () HEESIEKAS
22174 EX SR EWETIR

PUT AR OREE « 2R BT D ERRBREEZ R LTz,

(1) TE - EXEHSDEEERS
1) AEEERER (CCT-001 &HER)

1 - EAEEELEERE 2RI, AF)5~80mg # 1 B 1B RBMKRE L&D
AR CRZEMOABKGERICOWT, IR ExRET2EELEN., —EEHRE
FHBRBRIC L VM Lz, £z, CCEBREEL LT, AAOBRKROMEMT Z BRI
BREt L7, 2B . C.C.OREEBITEHHIBEIC L VBRI 4 BIC8mg b 12 mg ~EE LT,

REIE TR (128, LOCF) @ b7 7R EAIGES EDE{EIX, FH 5~40 mg D&
EEOHBEATHLARKFENICTRL, BRKOTREIZO0mg#HETHLN, RAFEL 75
AL OREHMZE GREESEYE) ORHEERE (MR 95%EEXE. LT 95%CD 1X
ZAA] 5 mg B, 10 mg #¥.20 mg #¥. 40 mg L V80 mg BE CTENF I -6.8(-9.69~-3.88) mmHg,
-6.7 (-9.67~-3.71) mmHg, -8.4 (-11.32~-5.44) mmHg, -10.2 (-13.15~-7.23) mmHg &} -8.9

(-11.80~-5.91) mmHg TH Y, WTHOXRFBHIZBNTHL S T ERBELOFERENRD
bl (Wb p<0.0001, STHARE) » iz, C.CHEL OB TIX, AA| 5 mg HKE DV 10 mg
BHCIICCHLFARE.20mg# 40mgHR NSO mgHETIICCHLIY BRES TR L,
IhoORERIZ. T 7REMINERLEOCEE., BHEH K O EIEE/LES OB &I
BWTHRIETHo = (2545.1) ,

BFEERORBEEIL. 77 2 RBET 37.8% (31/82 fil) . &H| 5 mg BT 50.6% (45/89 f1) |
10 mg £ C 56.6% (47/83 Bi) . 20 mg # T 47.1% (40/85 ) . 40 mg #E T 52.4% (43/82 ) .
80 mg BT 57.1% (48/84 ) R ONC.C.H T 37.8% (31/82 ) Tholz, BEEEIX, 77
TRER O C.CEITH L TAFIBETORLE L o, RFORERIISE U THEMTHZ &iX
BT, WTNPORFFETT T ERBICH L T3% G 6 LEEL AN EEERIT
SBMREER (14.1~18.0%) . TH (0~4.9%) . fiHF ~U 7V &Y F#EM (0~4.5%) . RF M
Bt (0~3.6%) Thole, WTNOREEFEL L, BEAEIX T AL REREITRL,
BFEEZOBELITIEALIBRETEE LR DI/ > 7=, ARB OERBE/ERICES< BIER
ELTEZALONDBRMERESES, BHEHEFESR, Bl ) U LABREES KON E FEEE
BRI, AABLE T EABR O CCHTREAHEERVCREILRE REIIRP o1, £k,
EBELEZINOOEEEROBREIXFILACPBETCHIEERLOIRL, EELRAES
FRIOBEOMEIERTICED Tvay s R, BlEERl . TAEFETRL] AR P-
oo ZTOMOFEBRRIZBNTS, AFOREME FRETNE L0132, KAl 5~80 mg
DEEMITIERHFTHo7= (2.55.5)

2) HREEEER (CCT-005 LER)

LB - EAREMELEEBRE 2RI, A% 1B 1E 16 AMKFEE LI-L ZOFMMER
U2 E CCEMRIC, mMFPL = EEEERIIRT & L-BRIEEAEIMN., ZESHRE
FHERBRIC I VRFT L7z, o T, FHOMERNEEB~DOFEERI Lz, B, #
HBIIRFIEEIC L 0 R 8 BICAAIL 20 mg 2>5 40 mg, C.C.ixk 8 mg 2>5 12 mg ~H4
L7,
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1.8 HfXE (F) HKAXSIEEXSH
T OILINER EX AR WETIR

BRI TR (16 8., LOCF) @ b T 7 RFEN LR MEDE(L &I\ T, £EI#E L C.C.
HEOBREHME REAELTHME) ORMEEME (95%CD) 1% -2.6 (-4.08~-1.22) mmHg T
HY. 95%CIDLEREDR 0] ZTFTEIoTWEZ EG, AH| 20~40 mg @ C.C. 8~12 mg iZ
T BEAENBEEESRIES iz, NI 7IREBANEHLEOCE(EIIE T, REH
BzEix -4.4 (-6.53~-2.20) mmHg TH Y, AHI20~40mg TIX C.C.8~12mg [ZH L THE
WWTFBE L (p<0.0001, —TEEDBON) . £/, KRAlE C.C.LDBREMROEIZ, LK
HMEOHBZD SHEEBNFEINCRELL TBENCERODSZ (1.6 mmHg) | % L
B o7z &, HEHIE CrIBEMZED 95%CT LIRAS MERE A AR 21) ICBWTRMEEFREASR
1%6.4%., B MM R BRBRITSA%ETT 5 L #E STV 5 IUHEME 2 mmHg D& T ' %
EESZ ENnD, BERMIZERES S EE2x 00 (2.545.1)

TG 858 (BEERT. LOCF) (28 5 b7 7 EEALHLES K QU MEDO L EIT B
Th, AH20mg TIEC.C.8mg it L THBICTR L, £, ARESROCMEIERF
FEFOBEGICBVTH, ERY S AR NBENKETROVWTHLORRTYH, FEHTHERIS
Ehole (2545.1) , 612, BBRTBITOERE (BLF. ABPM) %AW HE5RH K TR
FERAIME O 24 B5RE, BRI R OVE B MY O REINE M E O ELE (AR 14 18 —xt
BESYKRTH 3P, AR CCCHRICHLTHERICTREL, £4120~40mg O 1
B1E#EEICELY CC.8~12mgd 1 B 1 E#HE% LB 5 24 Rkt LI BEEMRZTRLIZ

(¥ 1.8.22-2) (25452) ,

*18.2.22 FH & CCOBREDNROFMEDOHE: (CCT-005 BHER)

TAK-536 C.C. FREEE Y ED
- ik ZO EHEEE p &
g ol mm O | i oswdmRERD  (TAK-s36 vs. C.C)
™ " (TAK-536 — C.C.)
BRI MEOELE
(mmHg)
24 FERESEBME 273 -7.6 (8.66) 275 -5.5(7.05) 2.1 (-3.29, -0.89) 0.0007
BRTEAE 273 7.3 (9.44) 275 -4.7 (7.88) -2.5(-3.83, -1.22) 0.0002
BT 273 -8.3 (9.86) 275 7.1 (8.43) -1.5 (-2.92, -0.10) 0.0364
IE#A L EOEL &
(mmHg)
24 8 A E 273 -13.0 (1430) | 275 9.4 (11.46) 3.7 (-5.70, -1.62) 0.0005
B 1E 273 -12.1(15.52) | 275 -7.6 (12.68) -4.4 (-6.63, -2.20) 0.0001
AR 273 -15.3 (16.25) 275 -12.6 (13.52) 2.9 (-5.22, -0.61) 0.0133
Ak gliANES 273 -15.6 (18.54) | 275  -13.0 (16.02) 2.6 (-5.29, 0.04) 0.0532
B E 273 -12.2(2094) | 275 -7.4 (15.85) -4.4 (-7.31, -1.42) 0.0038
FS7IE— 2t
_ MEEAME | 273 275 = -
Ui 30 ol FE 273 275 - -

2BEOMEP L= U EER SR ORGSR ML, SREAEMRTIROEEXLRL Ltk BROTET IV

BFEERORBEMEE T, BRI TR CIIAKIRE T 58.1% (182/313 ffl) | C.CHET 52.4%
(162/309 ) . 15HEHI 8 CHERD TIIABIET39.9% (125/313 ffil) | C.CHET 32.0%
(99/309 ) Thote, AEERORBFEE L, WTHORRICBWTHEREHHETRE R

U B AL ER A S, BERAAIGEEERNS. BERA22IHEICRIT 3 EREE S VERIC
DWT. BEAARICERBRHNS - #EBAIHERERNSHWEE. BF - £Ho5< v EEME. 2000.
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1.8 FfEXE (F) KBEESRIx#As1
P21 ZA EXEMABERBETIR

Zi3el AEOWEIZLVEMT B Z & blenol, RFIFE T C.CHITH L T 3% (10 1)
UbZL HAon-AEERIL, BHFEK (18.8%) Thol-, AFIFETC.CHITLLTI1% (3
Bl) LS AOoNTAEERIT, BHERIIMZ TLEKEORAE (5.1%) | HEK (3.2%) .

ZHMET LAX— 2.6%) . P RY 7 UEY) REMN (22%) . mPREEM (2.2%) . &
LD E Y (1.9%) . BERE (1.6%) . BR (1.0%) ROERKZ (1.0%) Thol, WTh
DEEERORFHEE LR ERB CREREZZ R, BRALLERLIT LA CIIBRENRE
TEERbDII e ole, BMLEMESS, BHEREFLROENY U LAEEFRIT, &
ERBICTHRBASEERVBEICREREZBI Ao, AR THRALZINLOERL, BE
FIFLAEPBRETHYBERLOIRS ., EELFEFLECBEOMERTICIMNED T3
v K, BREEL . TAEERE] bALNR o7, MEREEEFSIT, AHIH
TR LNRZ DT, ZOMDOBEEERIZBWVTH  AFIOREE ST & b0 2<,

AH) 20~40 mg X C.C.8~12mg ¢ BRREDLZEMEZR LT (2.5.5.5) .

3) REIBRSHER (OCT-006 3HER)

B - 11 BEAREME R LBV AR 2 1T, AKIZ 1 B 1E 528, BEMRHRE L L X,
AF|% CCB XIIFRE L fFHRBRE Lz L E0R2ROAEHELFERARRICL VKR
FtL7c. ARIORBAEIZ 10mg & L, BEBRE (7 7REANHEHMLES 130 mmHg R
W0 N7 7R BALYLER fLE 23 85 mmHg KT IZZEL2WHEIL, REMEHRLREL
2R T LT BERERY (10 mg—20 mg—40 mg) 12 40 mg F THE Uiz, 6% H 8 BLIKIL. 40 mg
WCHER, BREBEICELRWVWESIL., FAEOHEEIIHICRERLEMT 5 & 27
L L7,

RIS TR (52, LOCF) BT 2 REMAEDNOHERE OIS, A 40 mg 23 76.5%

(2777362 f) . 20 mg 2% 10.2% (37/362 f5l) . 10 mg 2% 13.3% (48/362 f5]) Th o'z, T D
26, 10mg CHREBELZER LI--OEEINRD o - HKERE OFIAIX 9.1% (33/362 f1)
ED7e < K 0%DBEREIZ 20 mg LA ER TG I N, £, BRIV AEHICHBENR
HHIL, 20mg 725 10 mg ~HE L7 #HBRE (20 mg—10 mg) 1% 1.4% (5/362 ) . 40 mg
25 20 mg ~JHE L2 HERE (40 mg—20 mg) 1T 1.7% (6/362 i) | 10 mg ~HE L 7= #KER
¥ (40 mg—20 mg—10mg) X 0.8% (3/362 ) LW IFhbdlehrolc, THHDORRIT, B
MEE, CCB FABEROFIREMFABECTHIZERFE TH-7= (2.545.1) &

154 8 1 (LOCF) @ b 7 7 R AL R# M= DL & (CEEIE) 1%, 24 T -10.3 mmHg,
B 5-8ER CIIBEMBET -10.0 mmHg, CCB ffA# T -7.8 mmHg, FIREHHF T -14.3 mmHg
ThHY, WThOBREFHTHORERNIHESATHRICTRELE (Wb p<0.0001, —FEA&t
WE) . REMKTE (5238, LOCF) Tik, £ T -14.6 mmHg, HMH T -14.2 mmHg,
CCB ffHE T -13.3 mmHg, FIREHHBET -17.9mmHg TH Y, FFRAEOFRIZI DI DD
T AROBREDRITFE L. ZhbOfRBRIE. o VREMIERLEDCEE. AR
FEF K OMUEEF/CEAOBSIZE W THRETH -2 (2.54.5.1) ,

BEHIETRFE COREFLOBBMEE L, BMAE L CCB ftRAMKR UFIRIEHFABTRE
REFRL, ARORHMBEEICL O BBBENEMTHZ & bhehoTe, KMEEEERK
OB HREEREERIT, BRI L TRIREHFABTORNE AT, BB RO CCB
HARLZESORALLAEEROBRETILASARETHIBERL O RN T2, Bl
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1.8 FAXE () KEERIEKARt
T DINGR EXRMBEBETIR

Vo AHEESFOCOEZEREERI. WTLOBREHETHLRAHEENMES, BERLEE
SHLEFEIVTNLEETH T, TOMOFHERERIZBNTYH, KAlOREME LT~
EHDEFRL, KEIEHEGE, CCB XITHIREL OHARHRSBOIEREIIRIFTH-
7= (2.5.55) .

(2) M ESMEEEREE (OCT-003 FHER)

I EEIMEESRE 2RI, 2F1%Z 1 A 1B 8 @M BEMIIMOEER L FRHKRSG LILE
0, FPUEROEEEEZFERBRBRICI VBRI Lz, ARORBARII20mg &L, BE
BE (M7 7H#Jﬁ4il|%f§ﬂ;ﬁﬁu}— 2% 140 mmHg R 2> b T 7 RFEEALYLERIME A3 90 mmHg
i) TE LRV TAMEREE L2 O 2 BIZ 40mg ~HE LT,

REHAER] @%ﬁﬁﬁ%@il IEAE] 40 mg A3 92.0% (23/25 ) K T 20 mg 2% 8.0% (2725 i)
ThH, ZLOWREN 40mg ~HEI N, BHEIZL Y IZEMICEENRD b1 40 mg 2>
5 20 mg ~HE L WBREIIA DN o (254.6.1)

BEYIK T (838, LOCF) 2815 b7 7EFIEMYLES Rk UMM MEOE(LE (F
) X, #1Fh -12.8 mmHg B -19.3 mmHg TH Y, WTFN L ERERNIZH L TERICT
L7 (Wb p<0.0001, —EBARRE) , £z, BEE, BEFERVCHBEORRT
YA URRLDZDHBICIIRARD 208, 1E- -1 EREESLEERSE (CCT-001 FER,
CCT-005 ABR, OCT-006 & fEr) UL, MAFBREOERENR LR LI (2.54.6.1)

BRMEIZOWTI, BMEREERS, BHEEEES, V) Vv LABEEZKOMEFE
BEERLELEORFOREME HRETREIMBEIIALNT, BRERIIRGF ThoT

(2.5.5.5) ,

(3) BEEFE#FSEmEERE (OCT-002 HER)

RIEEL S EMEESRE (EETHEESRE (eGFR : 30 mL/min/1.73 m”> Kik) Kk OFEE

(eGFR : 30 LA_E 60 mL/min/1.73 m* Kii) ) &I, A#1% 1 A 1H 10 @EKEEG LzL &
DEDERVR2EZFEERBRICL VR Lz, REIOBRBAEIZ 10mg & L, BEBE

(b 7 BREEALARMEHAMLE A3 130 mmHg R h>2 b 7 7 B EEAL LR M E A 80 mmHg i)
WCELRWESIR, ZEMEZHERLZNS 2 M I L ICEMRA (10 mg—20 mg—40 mg) (2
40 mg i’@%%bto

BEEROHEEREBEEBE BT ORKAENOHBRE OBIEITENZFI, AH 40 mg 23
57.9% (11/19 ) KT 77.3% (17/22 B) | 20 mg % 15.8% (3/19 i) K 13.6% (3/22 fi) |
10 mg 28 26.3% (5/19 B) KU 9.1% (2/22 ) Thole, TDHH, 10mg THREBZELZE
L7z OB I NP0 T HBRE OB, EERVOCHEETEE TENELL 15.8% (3/19
) &04.5% (1722 ) &4 72< . K 70~90%DHEERE 2 20 mg LA LITHEB& ST, £,
HMEBICL D AEMICHIENED AR 40 mg 205 20 mg ~HEINZHBRERIEEETESE
BET i%u‘onfi* FEEREERETLI% 2224]) L472<, 20mg 225 10 mg ~BE
LI-#BRE XA DN o7 (2.54.6.1) ,

TR TR (1038, LOCF) @ kT 7REEMILRE K CUHEH L EDOELE (FHE)
i, EEEEERE T -14.7 mmHg KT -20.3 mmHg, PEEZFEESRE T -13.0 mmHg K
242 mmHg TH Y, BEEOREHNTRERET R, WTNHREFICHEXTHERICTR
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1.8 FAXE () BRERRIFRARH
2174 EEABERWETIR

L7z (Wb p<0.0001, —EERtRE) . 72, HEE, BREFEROHBSORRT Y
A UBRRDT-OHBIIIBRAR S 203, BEEOREIC,H»O LT, 1E -1 EARMES ML
JEIERE LMRFRREOREDR LR LE (254.6.1) ,

FEESORBHEE L, BEEOREC»P PO TIEERBETChH--, EETEERSE
WZEWT, BHERESEREEUED ) UV ABREREERRORCE AN, £0EITEE
AREREERE (eGFR : 15 mL/min/1.73m* Kif) THONbDOTHY, TLIEBRELORE
BEPEEIN P BHEREEELAVOE D ) vV ABEELORBRHE I ITEETRESE
BELRABE Tz, £, BELEAEBEROIZLALITRE» O—@ETH- T2, K
MEREFEE RN EFEREFRORBBREE L, BEEOREICPILPOLTEI, EBL
FESLREIIZLALNBREThH -, FOMOEERERIZBWVTY, REloL2ME R
BTRE LD, BEEZRGF TH-72 (2.55.5)
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1.8 HfXE (¥ EHERIXHAa4
T DILASR B3 M B xR AR AT hiR

1.83 Mk - Ak (¥) RUTORTEHRN
1.8.3.1 A% - AR (%)

WE, BACIEZT O NF o LT20mg% 1 B 1EROBET D, 2B, Fi#, E
RICEVBEEHEBT 228, 1 BERXKESEIZ40mg & 15,

1.83.2 Ak - AROBRERR
(1) B
1) 1 BDBESEH

1E - EREERLEEREZXRE Lz CCT-005 RERIZEBWT, &K% 1 H 1 ERE
L7z & & OEMIGEHDEOEEN DA IEENFRIT, BRTESERASINLTWDS C.C.O
1B 1EEEICR L THERICEND Z LRI (2545.1)

72, ARBRICBOTEFOROERFNEIZSWVWT ABPM Z AWV TR LIZ@ER, AH
20~40mg ® 1 B 1 [EHREIZL Y| YRR OUESME D 24 B¢fE, BE (KEER) KUK
W (RERRFE) SESEY QN RRIGEI MR W N b 5RO ERICTR L, TREIX C.C.
8~12mg I L THARICKE 1o T, F??/I:L&H:biﬁtfiﬁ,ﬂﬁmﬂ?ﬁ-\ IHEHA L = C
BB cHy. THREROBKFMET2HRACOVWT] (FRI144F1 828R, BEXRER
# 0128001 &) CTRENTVWS05% LAY, cC (FhZh 2o ciTvx
Ehotz (25452) ,

ULoOELY, AANX 1B 1 BEREICEY C.C.% B2 24 BRRHE LI BESDRE T
Tz e, BiEE N B 1ERES) &L,

2) BEOEER

AAANDRBERAERF 2RI HERNA 4omgdE) ZEATIIRKICHRE®RELR L
% (CPH-011 RB) . TAK-536 DREEZRE G DA TR EICKT 5 AUC(0-inf) X V¥ Cmax Dt

(BB%EE /TR THRE) ORKEEME (MR 90%EHEEE (LLIT. 90%CD ] X, #1vFh
91.6 (87.0~96.5) %K% 1197.0 (89.3~105.4) % Th -7z, BRERGOHEE THREIIIT D
AUC(0-in) & TF Cmax DD 90%CLix, WFiLh [ERERLOEYFHEEERBRT A K
FA4v) (PR 184E 11 A 24 B, EREERE 1124004 B) TED 2 EMFHRIEHELLE (80
~125%) OFFANTH Y | AAOEDHBICH T 2RFOREIIRVLEEZ N (25.23),

AEN OB HMER VREEICXHT 5 REEOFENL, CCT-005 B X OCT-006 AR (L2t
D &) OIRFERFHIR (FARAT, BA%) OMSEEMIT SHET LTz (2.54.6.3,2.55.5.7.3)
FERLYLRH K OGRS ME O E L BIIREFRFIZ D b TIRIERBRETH Y . FEFROD
FHERE L RIEFFICBEE L S DR o Tz,

ULOEL Y, AAIOEDEE, EHERCEEEICRIETRFOREBIIAZA LN 1>
el b, BREICET 2AEORIBRIITELE R,
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1.8 FAXE () REXLIEHRARHT
T DILINGR EXRAMEEBWETHR

(2) RE
D IE-NTEAEHSOEEESE
(Bt FHER EHEAE)

AH| D MR VRO AERIGRERZ RE L7z CCT-001 RBRIZEB W T, A A 5~40 mg
OHREEOHFE THRRAEKRTNRBEEDRN A L KK 5~80 mg DREEHRITVTRL
IR L TERICKRE Lo, £/, 20mg ML EOFREETIE C.C. 8~12 mg (GRHKIM
1) & LRIZBENRPA LN (254.5.1) . —FH, BEHICHOVTIZ, AH 5~80 mg %
FRiEAEL LTEERBTRELLLE, BERBIUS U TAEFROBBEHEENEMT S Z
E1372< . ARB OEBERICESCBEIER L LTEZ DN BRMEBERERE LSO, KF
5~80 mg DEEMEICHBEIZ 22 o7 (2555) . ZOREERNL. AR OBBEREROET M
BRLVEELEREDRBYPFETE, 2OBREELZEOTEMICHBEN RV 20 mg L H#E
Lize F72, AHI20mg 1B ARABED 40mg DEETHY, AEFRFLATETHDLZ 20
HWO e HBTHDLE LT,

ERRREERE X CCT-005 B CIIAF ORMARR BT A& L HE L7-20mg & C.C.
OREHEREERAETH S 8mg ZHBAREL L TEIMER VR 2M% LBRE L7k
B, BEALIREMEDOEBIZE T, AH 20 mg D C.C. 8 mg iZxd B MaHEMA BN
Koz, £, AFI20mg 25 40 mg ~OBBIC L VBREHRSER L (2.54.51)
ZEMIZBN T ELEREEREZEOFEFRORBREE R UARICAHF 20 mg & C.C.
8mg TREREITRL, AF 20mg DEREMRVOIABRMEIIRGF THo7 (2555) » Zb
OFELY., A 20mg i C.C.8mg L RABREDZEMEF LD 2T, KVMBAREED
BERTIEPHERBENTEZZ 0D, KA 20mg 2BEHEBROEBERAEL T Z L 132Y
LEZT, ¥z, AF20mg 5 40mg ~OEBICLVBEEDRENER LI 0D, KK
AE40mg OFHHEL LTHHEEZAETHD LE X,

—F%., BEHEBROCEEHEL L COERA 10 mg OFEMEIZOVWT, LTI RTHEMMER
OREMEDEAE BRET LT,

OCT-006 FERIZFE VT 10 mg THREBIZEZZER LIz OB I N> I-HBREDEISIT
2T 9.1% (33/362 ) TH V., CCB XIIFIRIEL OHAREICENTHRKRTH 272,
F7-, CCT-001 RBRIZBWT 10mg ZEEHAETERE L L EOMEEE(EFROEEIT
13.8% (11/80 #) TH Y, WTHORBRIZEB W THAS] 10 mg THRE B2k L - #RE
I not- (254.5.1) . —F . BEMIZOWTIX, CCT-001 RABRIZHBWT 10 mg & O 20 mg
#PEAEL LCEERETERE L EZ2MIIRBRETHY (2.555) . OCT-006 Bk
ICBWTEREICHENRD 51 20 mg 7°5 10 mg ~HE L 72#HRE (40 mg 75 20 mg—
10mg ~BEENZHRELEL) bEIET22% (8/362 1) Lotz (2554) ., Th
SORELY., AF 10mg TEHEICOIZVME= Y ha—van=BE5IT0R<, KA
20mg TEIZED 10mg i LTREMY 27 NNt 2 EEREVWEZEL N2 &
b, 10mg ZFEAEITBERARL T OLBEIIRVEE R T,

UEOREN»SL, RAEORGARRCEEARIL. CCORBARKRVRT AR L RREE
DEEMER L, LVBERBEDELEOLND 20mg & LT,
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1.8 HfEXE (F) HEXSRIEkRAS4Ht
P2 |74} EXRSMRERHBETR

(RXHE)

CCT-001 RBRIZBW T, AA 40 mg F TR A REFRICEERD RS HER L, 20 mg 2L
LFORETCRABOBERMMEMS T E2HET H7-DICSREEL Lz C.C. 8~12mg (GRHI#
) % EEIZ2BRESESAONT (2545.1) , BREHICOVWTIT, REBIIISCTHEEFR
OFBHEENEMT 5 Z £i372< . ARB OEBERICESBEEAL LTEZA LN EMLE
MEEHLEEZED, AK 80 mg £ TOREMICHBEIR -1 (2555 . ZORREIL.
AROBKRHIERE BEFO ARB L AROREMEEZH L, LV BA» ORI REERRZ
ATEMEEREER) 2B 2, FXARIZEEICHERRL ., BROBEDHRIHFEFT
X2 40mg LHELT,

FEBEEZE E 2. CCT-005 RBRTid., C.C.8~12mg X RIZAH] 20~40 mg (TN
BREIETE) OFMEERIE LR, BAIGEHMEOZELEIZI VT C.C. 8~12 mg (Zxf
T BHAHA 20~40 mg DHEFHEMERMESRIEI N, £/, AF L CC.OBRSHBEIT. R
HEMEPEINCHRE Lz THREMICERDOH D2 (1.6 mmHg) | Z EE-7Z L0, B
RRICEREBH D EE2x b (25451) , 51T, ABPMIZ LY 24 e, B Kk UEMH
MR N BEAMEIZ DWW THRET LR, AF 20~40 mg 1% C.C. 8~12 mg IZH L THR
DRI BNTHEND Z LT ENTE (254.52) , BEEICBWTIE, KiERRESS
A EOREEESORBEAEROCHNEIZAA 20~40 mg & C.C. 8~12mg TR E ez iT/in <,
AH| 20~40 mg DEEMR ONBEMEIIRF TH o1z, Fiz, AHI20mg 75 40 mg ~DHEE
WKLV EEERORBEENEMT I bRhofe (2555 , THHDEELY .. &A
20mg ZM L7 40mg X C.C.8mg #4r L7z C.C. 12 mg L RBEDNDRZEMET, LVMAND
BB ES R e TR T I E BRI NTEZ END, AR 40mg X C.C. 2 mg iZBX#HD D
AE. T2ob@BEHE20mg THRR+SREEOABLMEMITI LI ERHY LB LT,

LEOBRE» S, BEABRTCHRA TS RBEORRARBICCORRKARLAREDE
EMER L. L0BALOFHENLREEDRAB/OND 40mg & LTz,

RE, BRBG CIIARAIIZERREREATHIBECHERA SN Z LABESH, GlLE
BETA RTA 200 TOREEROERFIEFREZ D EARA20mg LV IEAEEZEOA
EFHLLELHWINIBERNDA EEZXDND, TOD, AL - HE% [Fim, ER
WXV EEHERT 2 &92&ebic, Ak - ARCEETZHER LOEEIC TFAORE
PREEZEL, ARERAOFMGLEEICHET2L L HI2, 20mg KV IEAENDDOREK D
ZETHZ L, ([BERBE] 0EZR) | 2RSLEE®RE L.,

2) MEEOEEES

I i LB SE AR 2 kb4 & L 7c —AREGIRABR (OCT-003 #ABR) (ZFB\W\ T, AHl 20~40 mg
I EEMEERE I LTS 1E - I EAREESLEERE L RAFRICRIFREEDRZR
L, AFEIIRGFTH-7 (2.5.4.6.1, 2.555) ,

U bEoRE»S, I ESLEESRE I L THERSOSE L2, 1E - 1 EREER
MEFEEELRCAEICLABENARELE X,
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1.8 H{AXE (F]) EHEERIENAHT
P221ZAY EERBERNKETHR

3)) BEEZH S ELEESRSE

BAANDOBEE %4 5 B EERE (EEBEE (eGFR: 15 2 E 30 mL/min/1.73 m” Ki) |

HAEEEEE (eGFR : 30 LALE 60 mL/min/1.73 m*> &) ROER~BEEEE (eGFR :
60 mL/min/1.73 m* L k) | BATFRIER) 1o, A#20mg % 1 A 1[E7 ARREHES Lz L &
(CPH-005 3BR) . TAK-536 (RZE{LIK) © AUC IIEH~BEBEERE L L CTEERRE
EBETIINI%EL . PEERBREZRE TN 17%E o7z &5 788) , £/, BE
EEM) RMMLEEREFICAH 10~40 mg ZEEFHBECIV 1 B 1H 10 BRAKS LI &
(OCT-002 #BR) . TAK-536 OEFHEREED b T 7RFMAEHEYBE L, FEETEERE
WCHERTEERBEERE (eGFR : 15 mL/min/1.73 m* RKil) TIIH 51~92%, HEBEER
FH TN 35~61%@Em M oTz (253.2.7.1)

BEEL S BMEERE T 2EMEIL. BEELES ROEERE LML L LR
OCT-002 &5k, 1 E - I EARMRMIEEBRF IR L Lz CCT-001 3B K U CCT-005 3Bk
DOESEFMENT (eGFR BI) MOHMEB Lz (2.54.6) , BEERVOTEEZEERZEICENTI
B EAEERLEERE &RRICRFREEDNRD AL LIV, BERIIKT 5 BEHED
RELHONRPoT, 72, eGFR BITOEWSEMMBHTNG &, HEETREE S BHAE
EERECRBVWTRGRBENRI A LI, BERHRICHT 5BEHECZBIIA DN 1o
7,

e BEEL ) BNEERE 235 L Uiz OCT-002 A5 & ' CPH-005 38k, 1 E -
11 BEAREME & L ESE R E & B & L7z CCT-001 3Bk, CCT-005 A8 K& U OCT-006 3A5R D
SEMMEHT (eGFR BI) 2HMREFF LI (2555 . e, T DOBEKRRRIZBWT, EER
FEERE~ORERBRIZ 4G LD, +HRFMIRETH 72, BEERVCTEEETRE
EBREFIZB WV TAHF 40 mg £ TOREMER OCAFEICHEBEIL 2 < (OCT-002 3 ER) . AA 20 mg
FRMGAEL LCEE L E0oR2MICHLREIX o7 (CPH-005 38%) . £7-. ARB
DIBERICESCEMER L LTE2 N BNEREESR, BHEHERESR (LT V7
F=UEO LR EET) ROEN Y UV LAEEESR (b ) v MEOEREZET) &0,
BREDKTIIEC CAEFRORREENEMT 52 L bR o7z, eGFR HITORLE
T rL b, PEEBEEN O EREERBET LBV TBHELAFEELORBFEICH
BHIIAONT, KK 20mg ZHBHAEL Lz &, RUOARAKI 20mg 25 40 mg ~HEE L &
TLBEREOREIGC THEFROBRFENEMT 5 Lidhhols,

—%., BEHAEROEEHEL LTOARA 10 mg DRIEEMIZOWT, UTIZRTESMER
CL 2O FKAED ORET LT,

OCT-002 BRI W T, 10mg THREEZELZZER LIz-OEBEINRh o HREDEE
X, EEBEERET15.8% 3/194) (| PEEBEERE T45% (12261 THH, W§
NOBBEEREFIZB N THLDR0 o7, eGFR BIOELERMENT (OCT-006 :RER) 15 b,
HEEREENOBHBELEERECBOTREAEN 10 mg Tho mHREOEGITVTH
HHI10% & D72 o 12(2.5.4.6) . — 7 . REMEIC DV T L, eGFR B T OB 43 £ H ##HT (CCT-001
HER) o, BRELFEFS (BRLEREFS, BHEREESERVEN ) VLEERES
Zate) ORBHEICEEIIALON T, FEEFEE» O BHELE BEIZ 20 mg Xid 10mg
FEEAECRS L EOREHIIFAREE CH -7 (25.5.5.7.2) , £72. OCT-002 FHEBRIC
BWT, EEROHEEREERE CEEEICHENRD LN 20mg 25 10mg ~BE L7
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1.8 HAXE (F) HKARSIXHASH
2174 ERRMEERBETR

EHRELHLONRD o, THODOFRELY ., BEELZMAS BLEERFICBN TS, KAl
10 mg (3% < DREFTREDHREN+57 TR, AH 20 mg BHEHITEY 10mg [T L TRE
PEY R 7 BT B ARERIEVEZEX ORI ENS, 10mg 2HBAERIIBFAEL
THMLBETNWEE 2T,

UEOBE»D BEE»LBREBEEZ M4 MMLEESEICH L THERSOLEIT R,
BEELZEHLAVBELFACARICIIBERERNBFRELEZ L, LrLAER6, —MRIZ ARB
el EOET R O HABAROTLEIC X - TREENEMET L, —FFHIC GFR MET
THZERMONTWVWDZ NG, BEOERSKREBLZEZ LRV OEZR2MICEREL., EE
WWRETHZENENEEX, AL - AR NERICKXVEESETL] & L,

EENBEERE (eGFR : 15 mL/min/1.73 m* Kiif) 2oV Tk, PEEREEREICHL
T TAK-536 DIREEXIEMT 2HP B A O, BREMIZOWTHRERBRN D72 < +43723F
MARETHo2Z & (255.7) . F-—fXIZ ARB TIIBEEZERF BV TEMEREZEBLE
FHEBENLRHDLEINTNHZ b, BEICRSTIZN@ETNEEL, HALOER
OD<IEERS>IC I 3) EELEHEREREICHL UL BHENORESZHKL, B
ET25808EORELZ+DICBEB LN ORA IO RVERCEETLHZ L) 2E#
LR MR L7,

BB, FRXKARIZOVWTIE, BMERES A K74 2009 IZBWTEEESRE CILLMLE
A XY MRBETHOBA»O—ROEMERERE [REBEME CEFE - PEFE) : 140/90
mmHg R U RICEE R i EEE (FBE BAREME : 130/80 mmHg #iii) 2AROLNATVWD Z
L. EDICBREREOERICIIZHAFRABRENLEL 2D Y, —ROBMEEREITHA
BEEAECOMEEHIIBO CRETHI I ENBEIN VWA LERT X, BEBE
DFERDTZ DT REEICERVIRY , REEBZHETINERHD LELX, LRRESR
BT 72inoT,

4) EEEE

RERANBE & () 28I, KA 40mg % 1 B 1E 5 ARRE®RE Lz & & 0EYE)
BICRIETEBOFEL BRI LR (01-05-TL-536-008 ABR) . mlnE (65~85m%) LIk
Bl (18~45 %) T TAK-536 @ AUC K U Cmax (ZEEERIC & DB W T 2D 272 (2.53.2.7.1),
AF DOE MR L2 RIETEHROFEEIZ OV T, CCT-001 B, CCT-005 R K
TN OCT-006 RER (ZEMEDOLMRF) OF#ERITOE S EEMFT» ORE L7z (2.5.4.6.2,
255.5.72) . mEE (65U L) RUESERE (64 RUT) ICBWTREMRICHT HE
WOEBIL LN, BEDERMERIGSCTEDLD I IR oTe, BEMEIZENTH,
EEE CREAREHFICBSINIRLEREELEZEDHEEELORBEE & Fin R
B onianol, EBMEICAA 20mg ZBBEHEE LIz S bERIIISCTEESFROR
BEENEDLDZ L3R, BBHAELZ 10mg & L2 & X L CRAHEENIMTLIZ &
biemoln, -, BEEICAR 20mg 75 40mg ~EE L LS LERIIS U THESR
DRBHEENEMT 22 Lidehr o, BHEERE (I5mIL) COFIERVUEEMITE
WTh, FEEEE L OMICKE RETIR P o7,
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1.8 FAXE () BREESIEHKRASH
T DILNGR EEMBERBRETR

EHIT, RAOBRERBICRITTEROFEEL, OCT-006 RERZBITHRENF— 1 OFE#
BICOEWSERMBHT D LEFT LTz (2.5.4.6.2) , HlEE TIXFEREE & RRIC B HENAHF]
10 mg THo I HBREFE 1TV, K 85~90%DHERE T20mg LU ER3ZE I, £/, &
HE CHERICK Y BEEICHBERRED bNBE L2 #REIT 1 6] (1.1%) OHT, 40mg %
TORFEICEEIL oz,

ULORE»D, miAEICx L THEREOLEIIRL, #EhEFLRICHARICLD
BRPARELE X, LA LaRD, —RICEHE CIIEENEENMET L TR, BER
BETIIRECKREIIFELL RV EENTVEZ ENLERIIEETIZENEE LD,
Rk AE% TEMICKVEEHEBT D) L32Lebic, HRLOERDOSIERRS>
T (7) BEE) . <s.BERE~OEE>IZ T (1) ARECEAEOREZBELRNDL
BRE»OERGLZHBT IR CERECEET S22 L) 2RBLEEMRE L,

5) FrigelEERE

SEANDOEEE (Child-Pugh 433 : 5~6) K OHZ%E (Child-Pugh 5348 : 7~9) DIFHERERE
EBREFICAHO TS0 R v IETHD TAK-49140mg % 1 A 1[5 BRIRERS LE &
(TAK-491_102 3 ER) . TAK-536 ® AUC I3 A & o~ TEREITHREREE BE TH 28%.
oh 42 B TS RE R E B E TH 64%13 < . Cmax [FEREFTHEREIEEBE T %K< . PEEIFH
REEERE TR 18%mro7z (KEHRES S AE) (25327.1) , PEEF#EREESE TIX
TAK-536 @ AUC RO Cmax 238NT BB A S 3Lz, CCT-001 RABRIZ IV T 5~80 mg
DHFE THERESBIOS LA EEROBEHMAEOBME OBREOEBEEMIXA LT, XA
BE40mg D2 THD 80mg T COLLMICHBEIX e olzZ bnd (2.555) . HEEE
TOEEREEREICBVT, BEMY A RKRELHEMT I LFR2VEZEX LT,

FFHSBEREE D ARHF OB MR OVE2 I RITTREIZ OV TIEL, CCT-001 3Bk, CCT-005
R KO OCT-006 B (Z2MEDHMRE) OIFBERESE (G0HE) OFERTOML KR
P bRE L7z (2.5.4.62, 2.555.72) o AEIOREDRIIIFEERETOFEII PP D LY
FRECTHY, AEFRORBEE L IFHEREICEEL b iRholz, £z, KA 20 mg
RBSEARL L2 b, HSREEEOHEICS U CHESSORBREE MM 2 @M
BN T,

X5, ABOBRESEEBIZRIETIFHEREDOFEE LY, OCT-006 REBRIZB T HH|EF—
DIFSEREE (S0HE) OFERN TOHSERMI I OMRET L (2.54.6.2) . ITH#REREER
HCTHIFBMEREEZAH L 2VWEE L RRICEEAERER 10 mg Th o EKBREIZD2<
#9 80~90%DHERE T 20 mg LA ERHTEE I NT, Tz, #HEBICL Y AERICHELREO N
WE LA 2, AF 40 mg £ TORRMEICHE L ooz,

LEORFEN D, FFEREREEREICH LT, IFHEREZAHFLRVWEE LA CHARICE
DIGRNATREL B2 1o, LU D, FFMREREEHE Tld TAK-536 DIREEEMT 5 6EM
BHLNEZ &, BENFBERERE COERARRIIRNZ NG, HEIIRETHI LR
EE LW, AE-AE7 ERCIVEEEBT S £75Lebic, FRLOEED
<LEERE>IC (4) HHEREEOHLBE] KU THEFEEREERE TOMEARRE
RNZ L] RS LEEMRE L,
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1.8 FAXE () REELITERASH
T O ILINEE EXSHEERBETR

UEEY, AFTRBOREBEZZITLZ LR 1A 1EREICLY C.C.%E LES 24 K
B LEBREDREZ TSI Ln0, AEZRFOHBA 2 MM B 1EERE] &Lz, A&
2. CCORMMBARRVBRFHELFBREOREM AL, JVMERBREDRIEGLND
20mg *BMBAERCEEHE, CCORRABLFAREDREMEEZA L., XVBAN Ok
R BREDREEOND 0mg ZBEHAE Q0mg) THRA+LRGEORRHAELL
72

KRl BREER (I ERLEERE, BEEHRE (eGFR : 15 mL/min/1.73 m* 2L L) | AF
BEREERE] IZBWTH, 1E -1 EXEBERLEERSE. BEERVCITEREREELZSHL
BROBE L ERICRFREDERORZ2ESHER I L0 b, AEFAS OLERIT RV
CHMWT LTz, BEEERVEELEEERSE (eGFR : 15 mL/min/1.73 m® Kif) 12V Tik,
BMERORBRICEE LN OEEICKRETAZENETLNEEX, A% 20mg LV EAE
NoREEZRGETIRVERICRET O Z L E LT,
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1.8 FAXE (F) EAEERIzKA=
T D INGE EEABEERBRETIR

1.84 FRAEDIE (B) RUETORERN
FRLEOEE () ROBRERLEZ TRIOR L, RECHZ-o Tk, EREAEELE
MCEOFTHMERICOVT] (FRIEI4A2H, BRE6S, KEFES9IE) RO E
FHAERGLOBH EOFEERHERICONT) (FERIFE4IA 25 B, EHEE 607 5) ITHEH
LA,

1.84.1 ¥3
1.84.1.1 ®REZ (%)
[2R] ROBREILIBRE LRV L)
(1) FFIOPSGy st LIRBUEDBERREDO & 5 BE
(2) HEFSUTER L TS RIEEN O H D iF A
( R, ER, BLRE~DOKRE] OESHR)

1.8.4.1.2 HZORTEHHN
(1) EpEEO—KREFER & LTHRE L,
(2) ARBHBEDOFERA LOBEEFICHCTHRE L, [HFE. ER, S ~okE] OE
Z R,

1.84.2 Rk - ARICEET SERLOTE

1.8.4.2.1 fi& - ARICEEET SERALOEE ()
AENOBREDREEZZE L, AFBEHORIEZEEICHETHL L HIT, 20mg KV EHE
HHEORBLERTIZ L, ( [BERRE] 0ESR)

1.84.2.2 HiE - ARICEET SERALOIEORTEIRRE

BEAREE CRIARIISHAEREZATIBECHEASLD Z L BBESH, B0EERERY
ARTALL200 TORERDOHERFELBEZ DL 20mg LV IEFAEBZED-AEFRH L
ELHBENAGEERHDHEEZOND 2D, REL,
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1.8 FHFXE (F) BEHEESIEKA=H
T DN ERABEERBETR

1.84.3 MEHS

1.8.4.3.1

MEES ()

(1)

(2)
(3)

(4)

(5)

(6)
(7)

WREEBIRRZEDOH 5 BEIIF B CEBREEDOH 2 BF ( TEERERM
BEEl OEZR)

BAY vAMEDCRE ( TEELZERHEER] OESR)
HELREHEREOSH 2 BE [(BHMEFENLIEIBENNH D, eGFR

15 mL/min/1.73m’ K O BE TOEARBRITD2VOT, 2D L) 2BEICKHL
T, BAE»OREZHBL, WETHIHAIIRTOREBE HoIBIE L2
OIRZIATHO R EEERIIEKETHZ L, ]

P REEEOH 2 BEF DIEICEWT, FEEOFRERERE TT OIS
YOIMFRE (AUC) X, BERA LU L T64% ERTHZ ENHREEZNTY
5, BMERFHERERE COEARRIIZY., 1 ( [XYEE] 0ESR)
MMEEEOH HEBE BEOCRENMLBALEZF|IEREI L, KELEBLIE
HBENEDH D, ]

EHNEBEIE OBEERO & 5 BE

mEE ( [mBE~0%E] OEER

1.8.4.3.2
(1)

(2)

(3)

ME 55T DR

B B AR T A B CREBRREOH D2BED L ) RE~DRMIMENET L
TWARETIL, BMAHBIRP OO L= WAL L, EEINET V4T v
U (AT, AL 23 HAEENAR 2 G S & CRIREABEZ MR L TWDH, =
DEIRBRBE, L2 - TroFF %k (BUTF. RAR) 24 5842 %
542 CEHMBIARDS LR L, SREREABEOR TS RERKABE (GFR) @
BETICE o TRBICBHMENELTIBZENLEHDZ b, ARB HEOFEAR LD
EBICEUTRELE,

RA REMEITHEANZRET D LBIBNLOT IV RAT v OSWHRIME S, R
FADH Y 7 LAHEMAREINDZ EIZL> TP DLV U AEZEMER S FRIZ
B< Z &b, ARBHBEOHEHA LOEFEEICE L TRE LT,

RA ZRZMETIRANI, £FMELZBRTIES &L bicBBMBaREILESES Z
LT GFRBMETTEHENH 5, BHEREDH 5 BEIC RA REMEIT 234 (7
YOFT UV EMBRAER R E) 2RE LGS, BEENSMET LBTRRICE
DF/ANDHDHENRESNTVS, £, BEELTHEBEOH 2 8E (BIC,

eGFR 15 mL/min/1.73 m* RGO BE) Tixk, TEEBEESRE (eGFR30 Ll E

60 mL/min/1.73 m? &7#) 12t LT TAK-536 DIREENEMT 2E@RA LN, B2
HIZOWTH AR OB ERBBD 2L+ RFTHEREE TH o722 L2 b, REL
oo SHIT, BBEABRRUHEICOWNWT EAENOESZRGL., BHETIHE
IBEEOREZ T HORBRLADLRA TR EVEEICRETDHZ L, | LiE#
L., EEYE L,

23



1.8 FAXE (F) BEHERIEKA=
P21 ZA) ERERBIBBETIR

(4) AEOEKRAER (TAK-491 : TAK-536 D71 KT v 7)) I2BWT, FEEOTFHRE
BERETT VLI LE L OMBPEE (AUC) X, BRERHRAL LT 64% L5
L7eZ &, $-mERTHERERE COERARRE LW LNORELL,

(5) MEEEDH 2 EMEREBE OREREK CIX, BEOREICL S MEREDKT
DOMMBEDETE25IXRIL, FEEBLIEDIBENEHD I EMOREL
i% 5

(6) HROEIZEL T, — ML EBEFHEL L TRELL,

(1) TE#E~O®RE] OESR,

1844 EELGELNIE
1.844.1 EELEXMHIE (X)

(1) MREBBREEOH 5BEIIAE CEHRKEDOH 5 BEFICBV T, BM
HREOBOLARESBEDETICL Y BBICEHELELIEIBZTARS S
DT, WRESLSLEGRVEH S A HEERE, FRISETLZ L,

(2) BHYVUvLMECBREICBNTIX, BV VLAEZEEIELIB8ENEHDD
T, WEERODERBRVWEHBIS NI FELZRE, ERITETLZ L,

Elo, BHMEEE, oV bPe— L AROERFAZFICEVMEN D UV LAERELS R
DRTWVWEETIE, BAY VAMERBRTLIBENEHLDOT, MEHY UL
BIZEETHZ &,

(3) AFNOHTEEIZLY, BEARMEDKTEZ2EITEZINANH DD T, HICKOBE
TIHMEAE»OEEZRBE T2 E, BEORELZ+AICBHE LA LEEIIR
545z,

7 hESBHROEE
1. BEGRERETOEE
7. AREERIRERDEE

4) BEERIZESKDEN, S020FBHobNDZLBHHDOT, HBFfEE. H
HEOEGEEREEIBMEFBRETIRICITETESEDLZ L,

(5) FET 24 BFIXRE LW Z EBEBE LW (T AT v v I B EEHAIR
EofEL, REBEROFEFPICL=y - T3 T v U ROMEERIZL B
BELRDEERTZETAREENRDH D) .

1.8.4.4.2 EELGERMTEDSFERN

(1) RiFe & F#k, ARB HLBEDOER EOBEEICHE T THRE LT

(2) BUEE & [F#k, ARB HBOMEHA EOERICHEL TRE Lz, 2B, BREREESCa
FE— AV ARROERKEX, &0V v AMERECHERET L SN TEY, BilERE
EOHLBETIIGFR MET LRFA~DOH ) U LAPEMBENMETLTRY, £ar
Fa— NV AREOHERKOH DHEETE, MFDA LAYV RZIZ K> THIEAN~D
AV LOBATHIMFIS D LS TWD,

(3) T~VIFRTAREZFICBVW UL, BRLEEOEADZREICED V= JE8EATTEL T
WAEAERH BT, RAZEZMEH T HEROBREICL Y MEFPBHMITIETT58%
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1.8 FMAXE ()
T OILNGR

KEES Ik
ERMMEERBETIR

(5)

NBHHH, ARBIBOHER LOFEEBICELTHRE L, £/, ThoDBEHEIC
BWTIE, A#20mg 2BIBHARLE L E0REMEFTML COHRNI &b,
BtEHEICSWT MERE»OBREZBETIRE, BEOREBEZ+DITBRELR
VHEERCRETLHZE, | LREL, EERE L,

EERXBOEEFEEL LTRELT,

FATREIZ I, LML BREREI O F 72 &I & A IEE T Ikt LT RA RO REHEICHRIE
T 52 E UTMENKER S 55, iF81IC RA REMBI TR 2 H/ETH L Z DR
EHESERET, MEERSLEEICR2BENRH DD T, i & bR 24
REEIICNORREZRE LW ENEENDZ LD, ARBHRBEOER ELOEER

ICHEUC CHRE LT,
1.8.4.5 #HE{%EHR
1.8.4.51 #HEER (¥

HREE (PFRICERTDHZ

&)

K4 %

BRRIEIR - HESIE

P - fERRIA T

FILERTOUERR-H)OLG
FHHERRE
Avma /57 vy, FIT A
FLy, =L )

mED Y VA ERERTAHZ &
NHHOTEETHZ L,

RRNDOT I RAF 1 45
ERIZEZ VB Y o ARFEFERD
e il fa

fERE T BICEHEREEDD

HY) o LRSI LERE
‘b Y L
FI R B £ F FIRBEER CIHREEZIT TS | FIREEACHEZZT TN
7atEI R NI Z7aARAFTY | BECEAFZODTRET2E | BEICE V=V EERTTEL T
K% A, BEEANERTIEZN | WAEENEL, RBEIRED L
BHDHOT, FETHZ L, 90,
) Frols VF o LARBRREIAIBEINAN | BERMBECBITZVFUVLADE

HBHDT, VFULALPERTS
BAWIX, mMP0Y) F U LsRE
ICHEETDHZ &,

WIS D,

FEXTOA FHEHREFEH
(NSAIDs) - COX-2 3E IR PR EHI
A RAE %

BEERPBBETDLIZ LN D
60

FEAT oA FHEBERERHA -
COX-2 SZINWIFA EH 1T ML & L 58
VEREZBET AR RZTS P
VOERRERETLHI D,
M EVER % B35 & ¥ A FIRetE s
HdrLEZHRTNA,

BHREREEOHLZBETIE, &
O ICEREN BT 2B TN
HD,

AT A FHEHREFRA -
COX-2 BRI ERIDO 7 1 R &
TV UyAERBEERICL
b, BMKENETTIEDE
EZzbhTWna,

1.8.4.52 HEEROREHEM

RA Rz 2FAIT NV FAT o O5Weifl L, Bro0n ) v AGEZET S

LI e, MPIIH IV LZATRSEIEMICH D, 22,

T RARTa oA .

B YU AMREERERRE (Ar /T 7 by, NITATVY, 7L/ 072E) HH0E
BT LEER GBAEH Y TLREY) BELIIMbAZLIZEoT, mMFOH Y YARER
THBFENLAD D, BICEHMEREDOHHIBE T, AREABENMET LRF~OH I U
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1.8 H/IXE () EEESI KA
U2 ZAY ER AR EWETR

LHEMEEEAET L TWAHDT, IV EENHRTWEEZLND Z L2265, ARB @O
LOEBICEUTRE L,

FIREER BTG HIT, BREOBL LR EICIY L=V BEERTTEL TS Z L 3%<, RA
FREMETAEAZ DO TRETIHEG, BBCOLEMETT28ENRHDZ ENORE
L&,

UF U LMIEDIFL A EREROHEt S, RERETAHBINZY FULOELL A
RAE CTHRNENE, ZOFRMIF RV ULALHESL, ARBIBRHEECHNI VAD
PR A EET 2 - D, REMNICY F Y AOBERRMEESh, MY FvA@RER LR
TAHREEZONDZ ENORELTE,

FERTFT A NEERERA (NSAIDs) - COX-2 BIRMHEAII T axF /70 Vv 0h
BRERETZZETK T M) U LAOYE & MEIREAOMEEZRT Z b, FAIDE
JEYERZWE S W2 WREMN 8 2 T2 DITFRE LTz,

BEECIVELHRENMETLTCHWDHRETR, ZOREBELTAUNRDY T e RE 7T
TUOIEENEMLTWADR, ZZIZRA RZIFHIT 2 ARBR T U RZ T30V DERE
Wl 3% NSAIDs - COX-2 BRI ER Z A2 &, 2T GFR MET L. BFigre» Bk
THBENDEHDTZDITERE LT,
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1.8 HXE (F) KEESIEKNASH
2124 ER LIS ERBET

1.8.4.6 B4R

1.8.4.6.1 BI{EA (¥E)

AR E COENOEEERMABR TIX, 930 flthd 97 Fil (10.4%) ICEERREMBORE 2 ST
BIEAMRRD b,

(1) EXBEMER (W bHEERH)
UTOBRMERRS LONDZ ERHAOTEETDHZ &,

1) mMERE:FHm, OB, &, W - RESFOERZERETLI2LEZENH DN
LT ENHDIOTEELTHITITV., REVXRBOLONHEICEIRELFIEL,
B RMBEITY 2 &,

2) vavy., kM BEEEK: Vay s, MERTICAEI XM, BBERIOOD
NHZEBHHOT, BEEZ TV, W B, BERHEEERH DI
BRI, EHICENRABEITY 2 &, BICIENT T, BMERBIERESH
DVIFRIREEREEFOBECTIIERAE» R ELRGT 20 L BEDORE
FHOICBR LR LERICERETS L,

3) RUBTE . AMBERERLLLNAZENHDHOT, BELTHZIITV., BE
DR oNTHEEIEEEELRIE L, BURAEBELITS> 2 L,

4) BHYDLME : EELRESEN YV VLAMERS LN ERHHOT, BIEE+
STATV, BEBRD LN HAIIT. BEHIENRNELRZITY Z L,

(2) ZDtDEIERA

0.1~5%A i
D) BR% »E
2) FAmER SRR
3) KERE mHHY vAs LR, P REESR
4) HiL# T
5) WFhig ALT(GPT), AST(GOT)® L&
6) Fhig BUN, 7 VL 7F =0 LH
7 D 1 # CK(CPK) L&

1.8.4.6.2 EBI{ERODOERTEHRHR
(1) BEXREEH
ARB OERAMFER OEEOFER LOREBORREHRRICE L CERE L,

(2) ZofhoRIEH
KRR E COENBRRBRIZBW TRE SNZEWERICE L TRE LT,
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1.8 HMAXE () HEXSIEKASH
T DI/ EXE LI HRBETIR

1.84.7 WRE~OBRE
1.84.7.1 WMKE~OHE (XE)

(1) F#HE CIIBREOREZBER LANCEARNOEEZRBT IR CEEICES
FTHZE, [RICGEBEOREIFELL 2NEENTWVD (MEEENEZ 2
BEWEH D) o ]

(2) BEABRTIX6S U LOEERE & 65 BERWOFERMEBEIZIBNT, KEDOHE,
ZEMICEIRD LN TWRY,

1.8.4.7.2 WRE~OEEDORTERH
EWERBRFHIRFN R OBRRROMS R, A1 EREoMPICEET 5EBRITR
HLOrEZLN, £ 65U EOREME L 65 BMARMOIRBEICBVT, ARAID
PR, BEEICEIRD LN T RWVD, BEE~OBRERIEICHTZ > TO—KHY
REBFEEELT, BEOERERIFELLZVEINTNEZENLRE LT,

1.8.4.8 ik, EM. BRIMEF~ORE
1.8.4.8.1 IEWR. EiR. RILMFE~O®E (¥E)
(1) ERXIIEIRL T D RO H DWAICITEE LW &, £z, BEPIE
RVHIBAL7ZHEICE, Ebic&S2PIE+52 8, [ERPHEOKRBICT
AT U NZREEREREIRT VOFT vV U EMBERILER RS SR
MEEDBRE TEABME, BE - FEROET, FAEROEKLE, Brse
1Y U AMAE, EEOERAEKNEKBDAEIZ L 5 & HER S5 MO #HE,
BREFmOLER. MOKEKRERD bW DRERH D, ]
(2) BAFOBACEETHZ L2, ROEZHETRETIHEICIEIRAZFLES
o528, [Ty NOBEMROCEASCARZERHBEORET 5L, 0.3 mgke/
AU Lo CHARICERIERE D b, 10 mg/kg/ B DL ETHEERHIMO M 2
LTS, ]

1.8.4.8.2 M. EWl. RILBFAOREDOHRTERH

(1) ERETHROERIIZARBRT v V4T v ¥ A BREBERAER 4% 5 S - & ILEAE
DBRETEKEBVE. BR - FEROET, HAEROKMLE, BRE, &4Y U A
ME, SEEOFWRAER OEKBMEIC LD EHAI SN HUEOWNE, HEEHRO
f’“}fﬁ fiDIERRER D bbb OFRENRHDHZ L6, ARB HBOHEH LOE

T TRE L,

(2) 7/F@HF@&0P%%ﬁ&5%% BT AH 0.03,0.1,0.3, 1,3, 10, 30 mg/kg/
B%7y MIHEERO®RELZE Z A, 0.3 mgke/ B LD THARIZE RILEN
FH LI, 10 mg/kg/ A LA ECHEEHMOMBIPRBDOONTLZ ENORE LT,
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1.8 HAXE () REXSIXKA2
22174 ERABREBETIR

1.849 IMNRE~DEKE

1.84.9.1 /MRE~DHEE (E)
RHAKER, H4E, LR, SWRXI/NRIZRHT 2 E 23RS L THh 2RV (BEARER
RN

1.8.4.9.2 MNREADOERSORTEHEM
INRE S L L-RBRIIERL TWRWOTERE LT,

1.8.4.10 s BA L DX
1.8.4.10.1 MALDIE (FK)
EHIZ(TE : PTP BEOESIPTP O — MO RYVHLTIRAT S X HfRET 252 &,
[PTP > — FOREEKIZ LY, BEVWSATPEEMBE~HAL, BIC3ZLER
L CHERIAREOEEZRAMRELZHETHZ LBREINLTND, ]

1.8.4.10.2 WAELEDEEDR TR
[PTP DRI FIZOWVWT) (ERR 843 A 27 AT, ASEREE 240 5) ITESEREL
i,
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7 o JLNEE 20 mg
7 )L/NEE 40 mg
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1.9 —fRABIHIZHRIE REESIxHEXSH
7 ILNGE EXLBER

1.9 —BIBFMICHRLIXE
(1) JAN
VR 22412 H 24 ANERABERE 245 1 BFLVUToLBY@MESh,
(ARL) TOVHNLE
(¥ 4) Azilsartan
(b%4)
[AA4]
2-= P FTA1-{[2-(5-AF V-4,5-Ut Rr-124-FFH TV —/1-3-1A)V)
BT = 2 )bedef WA F Y NH-R Y [d A R F S —VT- T VR
(34 ]
2-Ethoxy-1-{[2'-(5-0x0-4,5-dihydro-1,2,4-oxadiazol-3-yl)biphenyl-4-ylJmethyl } -1 H-

benzo[d]imidazole-7-carboxylic acid

(2) r-INN
azilsartan [List 57, page 58, WHO Drug Information, Vol.21, No.1, 2007



7 )LsNEE 20 me
7 )L/NEE 40 mg
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110 B - PRFOBTEEEEHOTLD KAEXS IS4
p212A) EFE SRR

110353 - MEFOEERERHOELD
LR 1043 A 18 HFEREEF 268 FEERZERFEETHRRREN FEEZOBERD
BIZRDIEEICET HERORBEIZ OV T ITEVER LT,

£1.10-1 EX- BEFOHERERHOELY

BHRS - B

b4 - B4 22 b FUI2-G-AF V4,5-P Rr-12,4-F4 X VT V13-4 L)
V7 2 Zbeda A WA FNAY-IH-R Y [ A L F Y = -7- T VRV BR
HEX COzH
[ ] o]
N
N=( q'”#%ﬁ
4
o
e - BHE 9 I SE
- AR WH. BACRTOAIAFT L LT 20mg % 1 B 1ERO®RLET S, i, Fi, ER
WKWEVEEHEBET A8, 1l BRKFESET40mg &5,
BIFELEDIRE
miRa RO TIONNRE20mg (1 ERFTIAINF L LT 20mgEH)

T ONSEE40mg (1 SEFRTOAPALE L L LTCAH0mg BH)

-

. BEE mEME N
RBRA (mg/kg/B) | (mg/kg/B) FEFTR
SEEE (HEER5FEERR)
1. X 750, 1500, |#Z%E¥3 | HCRUEERSEEER L.
3000 B BOEE : >3000 mg/kg
2. v b 750, 1500, | #YUET | MECRUCEERIMEHEEZL,
3000 BN 3RS & : >3000 mg/kg
3. Fw NERW) | 10 YT | HCROVEERSMEFERZ L,
M BOER : >10 mg/kg
4, A X 1, 10, 100, BuUET [ FELRL,
300, 1000, = 1000 mg/kg : MEEFRBERDORE,
2000 2000 mg/kg: 7 LT F=, EEY R

CH ) o LOEE

EaEE R MBEEYE (EREHEERR)

. v b4 3,130,300, | 300 3000 mg/kg : FIFHEAMERAME , BHIE
3000 DVH A
2. HEZ v M48E | 1000,3000 | FEEET | 21000 mg/kg: REBMINGIR CEEHE
+4 @8[m1E DOIEE, mEHRBEROSHE, T
U ARUMEBRDEE, FHEOW
bA
4 BEDOHKRET, LREELTOTRLHE
b DO TIERR
3. 7y bM138 3, 30, 300, 300 3000 mg/kg @ BARERDOTH A
3000
4. v 267 1, 10, 100, 1 =10 mg/kg : BIE CIHEEMRME ., K
1000 WE L OARILE R CEZMZ
M, 2100 mg/kg : EEEDOHME
5. AX438 30, 100, 300, | 100 1000 mg/kg T (JREIE) .
1000 =300 mg/kg : MIFHREZERDORE.

B R AE HLIR, 1000 mg/kg : B AR D H
i, REAMIERE, EMREERV
AIRILE




110 8% - RIERFOHEEZEEHOF LY RAXSRIEHA4

T IR EXRT AR
% 1.10-1 BE - IEFOEEFERHOELDL (KE)
M () 6. M X 48 | 250,500 PR =250 mgrkg : B (JREE) . MiES
+4 8 E1E REER.IVTF=VROEHR) D
Al BEEOSME. BRWEOFLEM
TR OYETR

EFFHITIE, 4 BREOKRE T, EREL
AR A B LA B 3

7. 4X 138 10, 30, 100, 100 500 mg/kg : BT (RFBHE) . MEEPR
500 RER JVv7F=v, BRI VROA
VOLADBEE. TR VLR R7uT A
FOEE, &, fiE. BRO+ZHBD
Vb AEIER. BRME OFEEN

bR UL
8. A X 26/523 | 10,30, 100, 30 2100 mgkg : B (RFBRE) . RRE
300 B.ILTF=r, EHY COEE, S

Y U A RO R OEME, HLE REE O
Vb A, iR OEIRAE, B RHE OHL
. ZM, b RAmRaZE

BIER
BIVERZREE 139/1186 = 11.7%
BIER o ER Ik
ZEMED E W 17
M EE T 12
AL D F 10
GEE 9
o =GR RN 9
BEARBEEAFHEER 59/1186 = 5.0%
FRIR PR A E B O fER Ik
I JERT 12
I = R SR 9
I = FRER BN 7
mesH Y 7 AHEH 6
LA 27 V7 F AR AR FF—E 5
MEROEHIIHFAENTH D S5mg, 10mg RV 80 mg ZHE LIEFLED I,
E=yan EEEGE THEEASE K fiE, fH g




7 JLINEE 20 me
7 JL/NEE 40 mg
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EXRGBER

HE3E BHRH—K

BREHE <[ 7 11 7
me ﬁﬁlnlq‘memNu sS4 b0 | i ‘ BN AT | mnl Ank |,,
1.2 TS RiZREE
3.2.5 WM
3.2.5.1 —Bma e _ R ——
3.2.5.1.1 3.2.5.1.1-1 [TAK-536-10342 [TAK-BIED B ;iaagsﬂxxmtﬁ BN | HRES | #E
32.51.2 T 328 1,21 [TAK-536-10343 [TAK-536TRB D& BR | HRRE | &l
32.5.1.3 3.2.5.1.3-1 |TAK-536-10301 [TAK-53600—RafaTE RARGIRAERS | @M | AARH | Mo
3.2.5.2 il =— 5
3.2.5.21 3.2.5.2.1-1 |TAK-536-10344 |TAK-G36 AR D BLE WA ﬁﬂa;ﬁlﬂ*iﬁ BN | #ARE | &h
32822 3.2.5.2,2-1 |TAK-536-10345 [TAK-536RERDME AR U T O T |EEESIRERS | BN | ARE | o
X -av ko= #
32823 T3.2.8.2.3-1 [TAK-536-10346 [IAK-Go6REDRHBOEE REEZIRERS | @A | HWES | &
3.2.5.2,3-2 |TAK-536-10226 |Specifications and Testing EGELES 5] BT
Methods for BEC i
3.2.5.2.3-3 |TAK-536-10220 |Physical and Chemical REERIXARS | BN | AARHA | FE
Characteristics of BEC #
7328234 [TAK-536-10237 [lE®E FOX LU 7 = SO BRI EEERIRARZ | @R | AARHE | &@
RUREE #
3.2.5.2.3-5 |TAK-536-10234 |/ OORBIF L OEB@R U ﬁ’miﬁfiﬁ 2| BN | HARE | &@
- 3.2.8.2.3-6 [TAK-536-10235 [WANOADHEICHFT 5 MM REESIRHENZ | BN | HARE | &7E
RUZ OO O EEE R UE it
Bk
3.2.5.2.3-7 |TAK-536-10238 [TAK-G3 6D ELEI- AT 5 |[REERIRGRZ | BN | ARKH | HE
ERMRUV OO RHOEERE i
RURRE
Fzsza 3.2.5.2.4-T |TAK-536-10347 |TAK-5I6MROMETTER UNE IREESIRGRE | BN | ARRH | @
MO EE it
3.2.5.2,4-2 |TAK-536-10239 |HMOAD B EE R UHEE _Eiﬂiﬁl'!tﬁxﬁ A | HARH | #E
~ | 73.2.5.2 4-3 [TAK-536-10240 |Physical and Ghemical RERRIRALR | BA | HAKH | Fo
Characteristics of Purified 4t
HOA
T T | 3252 44 [TAK-536-10241 |MWOAD TN O B EIE R VSR v}ﬁﬂiiﬁl!ﬁiﬁ% ECREGE
; it
3.2.5.2.4-5 |TAK-536-10242 |TAK-GI3 RN IRNOERER | REERIKERS | @A | ANRY | 0@
URBE Ead
32825 3.2.8.2,5-1 |TAK-536-10348 |TAK-B36RED T O L R/N ) F— REERIRAGXE | BR | #RKRE | W |
&3 v/ 70+ REHE it
3.2.5.2.6 3.2.5.2.6-1 |TAK-536-10349 |TAK-536/mEBLE LIROMIRE DR | ~| ft’m';ﬁ'ﬁ:‘ﬁ;’#zté BA |#HREHE | M
[ it
s.2.83 %6 00 R S
3.2.5.3.1 3.2.5.3,1-1 |TAK-536-10302 [TAK-536DIK:E T DIDIFEDM ﬁmiﬂliﬁi@% ER [#R&EH |
]
I 73.2.5.3.1-2 |TAK-536-10364 |Polymorph Screen of TAK-536 | TR | HNEHE | W@
3.2.5.3.1-3 |TAK-536-10297 |Preparation and TEA | HARH | W
Characterization of Selected
TAK-536 Solid Forms
"3.2.8.3,1-4 |TAK-536-10362 |TAK-536 GlzitmDMEBIIR ETE ER | #ARE | FE
[
3.2.5.3.2 73.2.5.3.2-1 |TAK-536-10350 |TAK-536/mMMD T HuH RIRAGRS | BN | ARRN | 8@
3.2.5.3.2-2 |TAK-536-10303 W—sssmmm*ﬂm (5RET | Ef |HRRE | F
)
3.2.5.4 MmoRE e S—
3.25.4.1 3.2.S.4,1-T |TAK-536-10304 |TAK-536/mBE0) HLHE B USRS 1% gmgﬁ,l;mtg ER |2R&AE [ &m
(—E®)
32542 325421 |TAK-636-10305 |IAK-B36IMMOEBAE (TH % _'gmﬁﬁl;m\:% ER | AREH | wm
32543 3.2.85.8,5-1 |TAK-536-10288 |TAK-536IBDAME/ 1 T I E LBd || R | HRRE | &l
vay (REME V) A




1.12 FHEH-B RAESITEERXSH
TN EXREHEMHR

B3R FHREH—K

B 124 - %%
mAE {5 B | Document No. a4 I 7] R AN F 91 ML o
3.2.5.4.3-7 |TAK-536-10280 |TAR-5I0RED BN ) 7— | p ~ EA | HARE | ol
vay (RERE (R) an
3.2.5.4.3-3 |TAK-536-10200 |TAK-536/mBED A BB/ U F— 1 E LB IECREGT AL
Yar (A&K) P A

73.2.5.4.3-4 |TAK-536-10291 |TAK-536 MR MARES R UK &

A~ | BR | tREN | #iE |
MR (% 51F) OFmER P A

BUAE
3,254,365 [TAK-536-10292 [TAK-B36RERDARTE/ ) 7 — ~ IR EGE G
Y3y (ERMK) A
3.2.5.4.3-6 |TAK-536-10293 J-F 30) ﬁ~ B MTEEENEGEED
vav (REBRY)
— ot SO RN T - A | AR | W |
T—Yay (ENBERAE)

3.2.5.4.3-8 |TAK-536-10205 |TAK-536/MEED A iR/ 1) 7— T E R B8R [dREE | @
vay (ks P A

3.2.5.4.3-0 |TAK-536-10296 |TAK-536RIRMAATE/\Y) T— P A~ = IECRECECIRS B
vav (BR) 4 R

3.2.5.4.3-10 | TAK-536-10300 [TAK-S36 R ORBAZD/ Y "I E (RRERIRARS | BN | #RRH | &@
F—al (FE) A

3,2.5.4.3-11 |TAK-536-10282 [TAK-536REE DA HTA/N ) T —
Lay (REMEERR)

'q; ‘imi.ﬁ,::;m:%' EA | HA%EH | #h

32544 3254 4-1 |TAK-536-10351 |[TAK-G36IR2EM O v FoaT Iqﬁ~ REEGIRHAS | BA | WA | i@ |
32845 | 325451 |TAK-536-10306 [TAK-636mEDRME UREA & | PO~ [RERRINANE | EN | HARY | 0@
DRI 4 A |3

3.2.5.5 MAAXEEAMN

3.2.5.5-1 |TAK-536-10307 |TAK-536ImEE D i X L iR = '*ﬁ'ai'fﬁ'ﬂ‘i;ﬁ_zté ER |#REE [ oW |
® it
l2s.egMBRUMENR s
3.2.8.6-1 |TAK-536-10352 |TAK-536 /R OEIR UTGie R = ﬁmiﬁ%:mﬁ% EERELRE AL
8.2.8.7 RiElE S R R
3.2.8.7.1 3.2.5.7.1-1 |TAK-536-10308 |TAK-536MENREEDE & HR X2 | BN [#HARE | #@
U
12.57.2 3.2.5.7.2-1 |TAK-536-10300 [TAK-GI6IRENRB R DR T ER REXDIRRAZ | BN | LARH | 500
BREHBEOERRURENE #
3258.7.3 73.2.5.7.3-1 |TAK-536-10285 |TAK- saﬁﬁim I E Led ER | AARE | #E
RHRE 4 A
= 73.2.8.7.3-2 |TAK-536-10283 TAF5§6|E¥W¢E{R§§EEE’§E IO~ | RERR I RGNS | EPA | AAEA | B
EMERERE 'QE i
73.2.5.7.3-3 |TAK-536-10286 |TAK-536TRME DD R FAR & 1L s kR Z QEJ'F EN | AR |
MEIRER b1 B
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4 A |
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32P83 173.2.7.8.3-1 |TAK-536-10315 |TAK-5305%0) AR B
TAK-536-10404 | (BHIE7ESRE)
3.2.P.8.9-2 |TAK-536-10316 |TAK-536G=0) B 5 Fi & s (EBLR | EW | HARH | @
(MEERER)
3.2,P.8.3-3 |TAK-536-10317 |TAK-536820) F o8 Pl 2 o [E kR BAR | HREE | &l
(HRERAER (3¢))
3.2.A E0iE
32 A1 BEGL
3.2.A.2 ZuTL —
3243 BLmL
3.2.R EROERRS BEGL
B3 onxm BahL
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4.2.1.1-1 [TAK-536-10262

antagonist, TAK-536,

Antihypertensive effects of a
nove! angiotensin receptor

spontaneous|ly hypertensive rats

TAK-536-10264

4.2.1.1-2

T2 A3 T

536 in spontaneously
hypertensive rats

Antihypertensive effect of TAK-
636 in renal hypertensive dogs
Antihypertensive effects of

repeated administration of TAK-

| TAK=491/00053. 00TR

subtype 1

Tnhibitory effects of TAK-536 on
the specific binding of [ '®1]-
Sar'-11e®- angiotensin 11 to the
human angiotensin I1 receptor

"4.2.1,1-6  |TAK-536-10013

TAK-401/00054. GOTR |

TAK-536-10263

comparison with other

antagonists

vasoconstriction

Inhibitory effects of TAK-!
and TAK-536 MIT on the specific
binding of {'*I1]-Sar'-1/e’-
angiotensin 11 to the human
angiotensin |1 receptor subtype
1

STow dissociation of TAK-536
from human angiotensin I1 type 1
receptor expressed in CHO cells:

angiotensin Il receptor
Tnhibitory effects of TAK-536 on
the Angiotensin II-induced
Tnhibitory effect of TAK-536 on
the angiotensin [1-induced
pressor response in rats

6 NT

C-46-00359

TAK-536-10265

T 4.2.1.2-3  |0-46-00440 o

~[o-e-goaan

4.2.1.3 T [TAK-491/00031

TAK-491/00031. 001A

) [TAK-49T/00248 |

| 227,33 [TAk-487700092 |
TAK-491/00032. 001A

"[TAK=491/00035

hypertensive rats

PTH#:1079261)

hERG Current

Effect of TAK-536 on Insulin
resistance in spontaneousty

Renal protective effect of TAK-
536 in Zucker Diabetic Fatty
rats, a mode! of type 2 diabetes
with overt nephropathy

In Vitro Pharmacoiogicai
Diversity Profile of TAK-536:
Summary of “MDS Pharma Services
Pharmacology Data Report (MDSPS

In Vitro Pharmacological
Diversity Profile of TAK-536 M-
11: Summary of "MDS Pharma
Services Pharmacology Data
Report (MDSPS PT#:1079262) "
[Safety Pharmacology Studies of
TAK-491: Effects on the Central
Nervous System in Rats

and Early Embryonic Development
to Implantation in Rats

[Safety Pharmacology Studies of
TAK-491: Effects on the
Respiratory System in Rats

Safety Pharmacology Studies of
TAK-491: Effects of TAK-536, an
Active Metabolite of TAK-491, on

| 42735 |TAK-491/00033
TAK-491/00033. 001A

| 42758 |TAK-497/00080 |
TAK-491/00040, 001A

TA21.3-7  [TAK-#9T/00123 |

Wuscle

Gonscious Dogs

Safety Pharmacology Studies of
TAK-491: Effects of TAK-536, an
Active Metabolite of TAK-491, on
Action Potentials in the
Isolated Guinea Pig Papillary

[Safety Pharmacology Studies of
TAK-491: Effects on the
Cardiovascular System in

[Four—feek Oral Gavage Toxicity
Study of TAK-491 in Dogs

472.1.38 [0-46-58

on TAK-536

T 421,39 [0-46-00375

Current

General Pharmacoiogical Studies

Effects of TAK-536 H-11 on hERG

el
|
=

B L

BB SN mA Rt R/
(MEDHK) ot >
Takeda Pharmaceutical BN |[#REH| &b
(Company Limited
Takeda Pharmaceutical | B |HMRHE | 5l
Company Limited
Takeda Pharmaceutical | EPI |HARE| sH1E
Company Limited
[Takeda Pharmaceutical | E@X (AR | @ |
Company Limited
|Takeda Pharmaceutical | EA |{ARF| SR
Company Limited
Takeda Pharmaceutical | BN |fLARM| 6200
Company Limited
Takeda Pharmaceutical | B/ | LMK | @
Company Limited
Takeda Pharmaceutical | EIN |HARE| aFd
Company Limited
Takeda Chemical HA [HAES| FE
Industries, LTD
(Takeda Pharmaceutical
Company Limited)
Takeda Pharmaceutical | BN |fLMRAT| oM@
Company Limited
3 EEaRCE R
A
| R |HREE| $F
TER |[HREH| #E
ER |HRKH| §E
BN |HREH| #E
R ER-E KD
ELREGE I
ER |HRRE| BHE
BN |#ARE"| 85
Industries, LTD
(Takeda Pharmaceutical
Company Limited)
BN |HARE| ¥
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4.2.2.1-1

4.2.2.12

[TAR=536-10210

TAK-536-10210-001A

“[Validation for the Determination

of TAK-536, M-1 and M-I in Raet
Plasma by High-Performance
Liquid Chromatography/Tandem
Mass Spectrometry

TAK:
TA

36-10214
3

5
-536-10214-001A

K

a.
ra
Ny
b |

52214

| TAK-536-10196

TAK-536-10280

“[Analytical Precision for the

" [Concentrations of the

Validation for the Determination
of TAK-536, M-1 and M-II in Dog
Piasma by High-Performance
Liquid Chromatography/Tandem
Mass Spectrometry

Measurement of [ '‘C)TAK-536 and
its Metabolites in Plasma and
Bile of Rats

Analytical Preciston for the
Measurement of [ ''C]TAK-536 and
its Metabolites in Reaction
Sample by Hepatic Microsomes
from Humans

radioactivity in the plasma
after single oral and
intravenous administration of
[“CITAK-536 to rats

4.2.2.2-2

TAK-536-10201
TAK-536-10201-001A

Plasma concentrations and
urinary and fecal excretion of
radioactivity after single oral
and intravenous administration
of ["“C1TAK-536 to dogs

4.2.2,2-3

TAK-536-10203

in rats

4.2.2,2-4

4.2.2,2-5

"[TAK=536-10213

TAK-536-10212
TAK-536-10212-001A

“|Cymphatic absorption of the

Bortal transter of radioactivity
after jejunal administration of
{"C1TAK-536 to rats

radioactivity after singie oral
administration of ['/C1TAK-536 to
rats

4.2.2.2-6

| TAK-536-10249

TAK-536-10243

| TAK-536-10208

"|PTasma concentration-time

Plasma concentration-time
profiles of TAK-536, M-I and M-
11 after single oral and
intravenous administration of
TAK-536 to rats

profiles of TAK-536, M-I and M-
Il after single oral and
intravenous administration of
TAK-536 to dogs

Permeabil ity Study of [ "“C]TAK-
B36 across Caco-2 Cells

42,23

(-46-00446

“[Concentrations of the

Inhibitory Effect of TAK-536 on

H-Digoxin Transport across Caco-
2 Cells

radioactivity in the tissues
after single oral administration
of ["CITAK-536 to albino and
pigmented rats

4.2,2.3-2

TAK-536-10202

Khole body autoradiography after
single oral administration of
[CITAK-536 to rats

42233

TAK-536-10227

Feto-placental transter of the
radioactivity after single oral
administration of ['*C)TAK-536 to
pregnant rats

42,234

TAK-536-10198

in vivo plasma protein binding
and distribution into the blood
cel|s after single oral
administration of ['*C1TAK-536 to
rats

TAK-49

In vitro plasma protein binding
of ["CITAK-536 in mice, rats,
dogs and humans

|TAK-491-10043

In vitro distribution of

['C]TAK-536 into btood cells in
rats, dogs and humans

4.2.2.3-1

- [TAK-536-10192

TAK-536-10190

“|Potential effects of

Potential effects of drugs that
could be concomitantly
administered with TAK-536 on the
in vitro plasma protein binding
of ["CITAK-536 in humans

on
/n vitro plasma protein binding
of drugs that could be
concomitantly administered with
TAK-536 in humans
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4.2.2.3-9

4.2.2.4 TRZZAT

42,247

TAK-536-10281

L 4N
Potential effects of TAK-536 on

in vitro plasma protein binding
of furosemide, manidipine,
nifedipine and
trichlormethiazide that could be
concomitant!y administered with
TAK-536 in humans

TAK-536-10140

Character ization of TAK-536
Metabolites in Non-Clinical ADME
Studies

BERRENT | WA T %
(REOEH) w | RE

EELE

~|Takeda Pharmaceutical | EA |HAKE| 5l

Company Ltd.

TAK-536-10136

Wetabolite profiles in the
excreta after single

administration of ['C]TAK-536 to
rats

| TAK=536-10137

4.2.2.4-4

42245

4.2.2,4-8

| TAK-536-10139

[Wietabolite profiles in the
excreta after single oral

rdministration of [ 'CITAK-536 to
dogs

TAK-536-10138

Wetabolite profiles In the
plasma after single oral

administration of ['‘C]TAK-536 to
rats

TAK-536-10252

" [Wetabolite profiles in the

IWetabolite profifes in the
plasma after single oral

dministration of [ '"CITAK-536 to
dogs

portal plasma, jejunum and

jejunal contents after jejunal
edministration of ['‘C]TAK-536 to
rats

4.2.2.4-1

TAK-536-10245

|Wetabolite profile in the
maternal and fetal plasma after
single oral administration of
['*C]TAK-536 to pregnant rats

42248

TAK-536-10233

4.2.2.4-9

IWetabolite profile in the plasma
and milk after single oral

administration of ['‘C]TAK-536 to
lactating rats

TAK-491700048

In Vitro Metabolism of TAK-536
by Hepatic Microsomes from Human
and Animals

4.2,2.4-10

1225 12257

42252

| 42253 |

TAK-491-16079

[dentification of Cytochrome
P450 Isoforms Involved in the
Wetabolism of TAK-536

[Takeda Pharmaceutical | BN |fLPIRA| BB

TER |ERRHE| WE

HRRE| FE

TEA |RARH| B

Company Ltd.

TAK-491-10052

| TAK-497-10054

TAK-536-10134

TAK-536-10197

‘flirinary, fecal and expiratory

Inhibitory Effects of TAK-536 on
CYP Activities in Human Liver
Wicrosomes

TAK-536 in Human Hepatocytes

excretion of the radioactivity
after single oral administration
of [“CITAK-536 to rats

|BiTiary excretion of the
radioactivity after single
intraduodenal administration of
[MCITAK-536 to rats

Takeda Pharmaceutical B |(#ARE| W@
Company Ltd

RER| HE

TAK-536-10191

Enterohepatic circulation of
[MCITAK-536 in rats

4.2.2.5-4

TAK-536-10230

|[Excretion of the radioactivity
into the milk of lactating rats
after single oral administration
of ["C1TAK-536

Em |#HRE| FHE

6 | Bmml
7 BLnl

3 BiERR

422
422
4.2,

4231 42311

EEEAC

42313

IEYEATE

“|c-45-00364

C-46-77

G457

“|Acute Oral Toxicity Study of _

“|Preliminary Intravenous Single

Acute Oral Toxicity Study of
TAK-536 in Mice

TAK-536 in Rats

Dose Toxicity Study of TAK-536
in Rats

Takeda Chemical ER [#RRE| il
Industries, LTD
(Takeda Pharmaceutical
Company Limited)

Takeda Chemical EX [#dRaH| Bl
Industries, LTD
(Takeda Pharmaceutical
Company Limited)

C-46-00372. 001A

Intravenous Single Dose Toxicity
Study of TAK-536 in Rats

Takeda Pharmaceutical | @A |HARE| B&
Company Limited

Takeda Pharmaceutical | EA |HAR¥E| FE
Company Limited
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Takeda Chemical
Industries, LTD
(Tekeda Pharmaceutical
Company Limited)

Company Limited

Takeda Chemical
Industries, LTD
(Takeda Pharmaceutical
Company Limited)

Takeda Pharmaceutical |

ER |[#RRE| #E

BN |HARH| HE

Takeda Chemical
Industries, LTD
(Takeda Pharmaceutical
Company Limited)

BER |HARE| #iE

Takeda Chemical
Industries, LTD
(Takeda Pharmaceutical
Company Limited)

BHA |[HRRHE|

Takeda Pharmaceutical
Company Limited

|~ |Takeda Chemical

Industries, LTD
(Takeda Pharmaceutical
Company Limited)

En |[HRRH| 8%

TERN |HRAd| FE

ER |HREH| FE |

TER |HARH| BE |

BEr |[HARE| B

]| & Document No. 24N
4,.2.3,1-5 |C-46-60 Escalating Oral (Gavage)
Toxicity Study of TAK-536 in
Beagle Dogs
4.2.3.2 4.2.32-1 |TAK-536-10159 TAK-506003 & M= 1T 220MED |
5T MBI
" 4.2.3.2-2  |o-46-61 Four-¥eok Oral Joxicity Study of
TAK-536 in Rats
42.3.2-3 [0-46-00319 DS v =BT 5HEME
JupEAOLGE £i3 5
4,2.3,2-4 |C-46-207 Thirteen-Heek Oral Toxicity
C-46-00207. 001 Study of TAK-536 in Rats
C-46-00207. 002
- 42325 [c-46-266 Twenty-Six-Woek Oral Toxicity
Study of TAK-536 in Rats
4.2.3.2-6 |TAK-536-10160 TAK-53600 E— LRI H 1T 528M
BOREFNEBELBR
4.2.3.2-T |C-46-62 Four—Week Oral Toxicity Study of
TAK-536 in Beagle Dogs
R | 4.23.2-8 |C-46-00325 DA XI=H T HIAMRE |
O E R
4.2.3,2-9 |TAK-491/00251 Four-fieek Oral Gavage Toxicity
Study of TAK-491 in Dogs With 4-
Week Recovery Period
4.2.3.2-10 |C-46-208 Thirteen-Week Oral Toxicity
C-46-00208. 001 Study of TAK-536 in Beagle Dogs
C-46-00208. 002
T 4.2.3.2-11 |C-46-267 “|Twenty-Six-feek and 52-Heek Oral
Toxicity Study of TAK-536 in
Beagle Dogs
423 2-12 |C-46-263 “|Twenty-six-feek and Fifty-two-
Week Oral Toxicity Study of TAK-
536 in Beagle Dogs -Measurement
of Plasma Concentration of TAK-
536- [Final Report up to 52
Weeks]
42331 4.2.3.3.1-1 |C-46-63 Bacterial Mutagenicity Study of
TAK-536
4.2,3.3.1-2 |G-46-00460 Bacterial Reversion Assay with
TAK-536 -Supplementary Assay-
TR7337-3 |C-46-135 Wutagenicity Test on TAK-536 in
the CHO/HGPRT Forward Mutation
Assay with an Independent Repeat
4.2.3.3.1-4 |C-46-241 [Study to Determine the AbIlity
of TAK-536 to Induce Mutations
at the Thymidine Kinase ( z4)
Locus in Mouse Lymphoma L5178Y
Cells Using a Fluctuation Assay
T 42.3.31-5 [c-46-137 “|[nvitro cytogenetic test of
TAK-536
4.2.3,3.2 4,233,271 |C-46-64 Wicronucieus Test on TAK-536 in
Mice
T323377 G410 |Piasma Concentration of TAK-536
in Mice after Oral
Administration
- 423373 [Cae-Tez " [Wutagenicity Test on TAK-536
Measur ing Chromosomal
Aberrations Jn Vivo in Rat Bone
Marrow Cells
4.2.3.3.2-4 |C-46-134 Genotoxicity Test on TAK-536 in
the In Vivo/In Vitro Assay for
Unscheduled DNA Synthesis in Rat
Primary Hepatocytes With Two
Timepoints
423 4.1 4.2.3.41-1 |TAK-536-10162 TAK-5360 % 7RI $5 17 HGAMER

BEMAREP KR

Takeda Chemical
I[ndustries, LTD
(Takeda Pharmaceutical
(Company Limited)

BN |ERRHE| B |

ECRELES LG

Takeda Chemical
Industries, LTD
(Takeda Pharmaceutical
Company Limited)

Takeda Chemical
Industries, LTD
(Takeda Pharmaceutical
Limited)

T EBR |ERRHE| BE

ERRELEIELR

Takeda Chemical
Industries, LTD
(Takeda Pharmaceutical
Company Limited)

| Bt |HREHE|

B LRECLCINT

Takeda Pharmaceutical
Company Limited

Em |HARE| 85




1.12 R[fFEH-%

KEEXRIEHASH

. s z PN
TSR EEREEMR
E4l RN —K
RN M AT .V W&/
me BAREER Document No, 24BN (BREDEWH) -5 K Py
4.2.3.4.1-2 |C-46-243 Thirteen-feek Dietary Toxicity Takeda Cheaical BR |AARE| B@
C-46-00243. 001 Study of TAK-536 in Mice Industries, LTD
0-46-00243. 002 (Takeda Pharmaceutical
(Company Limited)
4.2.3.41-3 [C-46-00297 Twenty-Four-Wonth Dietary | B |mEE |
Garclnogenlclty Study of TAK-536
in Mice
4.2.3.47-4 |TAK-536-10166 TAR-53600 5 » R 1= 5 1F H4BMERE Takeda Pharmeceutical | BN |HNRY| 55
&57’1‘&%&?‘*3& Company Limited
4.2.3.4.1-5 |C-46-251 Thirteen-Week Dietary Toxicity Takeda Chemical ER |ARE| FE
Study of TAK-536 in Rats Industries, LTD
(Takeda Pharmaceut ical
(Company Limited)
4.2.3.4.1-6 |C-46-326 Twenty-Four-Honth Dietary ~|Takeda Chemical EHR (EREH| &
Carcinogenicity Study of TAK-536 Industries, LTD
in Rats (Takeda Pharmaceutical
(Company Limited)
1.2.342 234271 |TAK-491/60274 [Four—ieek Oral Gavage Range- Bt |HAKHE| HE
TAK-491-00274-001A  |Finding Toxicity Study of TAK-
491 in CByBSF1 Hybrid Mice
~ | 42.3.4.2-7 |TAK-497-10809 |Twenty-Six—Feek Oral Gevage &t |HmEH| &E |
TAK-491-10809-00tA  |Carcinogenicity Study of TAK-491
in Tg.rasH2 Mice
f-2:3. 4.3 AL L | SRR R | i
4.2.3.5.1 4.2.3.5.1-1 |C-46-65 Effects of TAK-536 on Fertility Takeda Chemical BER |#RES| FE
C-46-65 Amendment1 and General Reproductive Industries, LTD
Performance in Male Rats (Takeda Pharmaceutical
|Company Limited)
4.2,3.5.1-2 |C-46-99 "[PTasma Concentrations of TAK-536 Takeda Chemical EAN |H#AEH| % |
in Male Rats Industries, LTD
(Takeda Pharmaceutical
Company Limited)
4.2.3.5.1-3 [C-46-25] Reproduction Study of TAK-536 in | l;ﬁf-__@w | EREHE| FE
Rats
4.2.35.2 3,2.3.5,2-1 |TAK-536-10161 |TAK=5360Cr j:C0S v FIZHIT 28 ~ |Takeda Fhormacautical | EA |HRRE| 25
EERMRS AREERE Company Limited
423527 |c-46-200 Teratological Study of TAK-536 A |HARH| 5 |
in Rats
4.2.3.5.2-3 |TAK-536-10163 374 Takeda Pharmaceutical | BN |HARY| B
Miss ARSRE GCompany Limited
4.2.3.5.2-4 |C-46-196 Teratological Study of TAK-536 Takeda Chemical ER [#ARY| HE
in Rabbits Industries, LTD
(Takeda Pharmaceutical
Company Limited)
42353 423531 |TAK-536-10764 |TAK=5360 5w FI=E 1T S RE MR Takeda Pharmaceutioal | BEP |LARE| 55
VRS ARE R Company Limited
4.2.3.5.3-7 |C-46-258 |Perinatal and Postnatal Study of T EA |#ARE| #a
TAK-536 in Rats
"4,2.3.5.3-3 C-46-00466 "|[Effects of TAK-536 on Pre- and BN |[#RRHE| T
Postnatal Development, Including
Maternal Function, in Rats
(Supplemental Study)
42354 ZaTL o T | [
42356 42361 |C-46-00368 “|7n Vitro Hemocompatibility Study HEN |HNRHE| 25
of TAK-636 Using Human Blood
T 42,362 [C-46-00370 Local Tolerance Study of | BER |#RRHE| &l
lntravenously Injected TAK-536
in Rabbits
T 74,2363 |C-46-00369 “|Cocal Tolerance Study of EN |HARE| 1 |
Paravenous |y Injected TAK-536 in
Rabbits
42371 A3 701 [6-a6-00318 RO R Tk BN |HAEE| ¥ |
4.2.3.7.2 ZEFL I I
4.2.3.7.3 | £23.7.3-1 |AD-2833-536/00062  |Effects of Saline |~ |Takeda Pharmaceutical | BN |HNEH| 85
Supp|ementation in a Four-Week Company Limited
Oral Gavage Toxicity Study of
AD-4833/TAK-536 in Rats
B 4.2.3,7.3-2 |TAK-536-10165 [TAKSI6I= £ 55 7 F WIGEAE Takeds Pharmacoutical | BN |HRER| 85
(1) ~EMRUIEEES v FOHR Company Limited
T 4.2.3.7.3-3 |TAK-836-10167 TS0 £ 55 v - HIEHHE Takeda Pharmacoutical | BN |HARS| B8
D -EBREFRECL SEE- Company Limited
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42375 4.2.3.7.5-1 |C-46-00373 Oral Gavage and Subcutaneous 2 H~ |Takeda Phormaceutical ER [#HRNRY| 87
Single Dose Toxicokinetic Study 2 ):] (Company Limited
of TAK-536 M-1I in Dogs
4.2.3.7.5-2 |C-46-00465 Oral Gavage Escalating Dose @ E ~ |Takeda Pharmaceutical | EM |HARKE| B=
Toxicokinetic Study of TAK-536 2 A (Company Limited
M-11 in Dogs
4.7.37.5-3 |C-46-00459 78-Day Toxicity and B Iz ~ — B/ | HRRE| B
Toxicokinetic Study of TAK-536 2 A
M-11 in CByB6F! Mice Using
Dietary Administration
4.2.3.7.5-4 [C-46-00456 Four-Heok Oral Gavage i E Lk | ER [HRRE| BE
Toxicokinetic Study of TAK-536 2 A
M-11 in Female Rats: Twice-Daily
Dosing Study
4.2.3.7.5-5 [C-46-00454 “|Thirteen-Week Oral Gavage N { A~ BIEECREGE D
Toxicity Study of TAK-536 M-I| (2 A
in Rats
4.2,3.7.5-6 |C-46-00376 Preliminary 7-Day Subcutaneous QWA ~ |(Takeda Pharmaceutical | BN |HARE| B5
Toxicity Study of TAK-536 M-1I B |Company Limited
in Rats
- 4.2,3.7.5-7 |TAK-536-C-26-00404- |Four—Heek Subcutaneous Toxicity
002A Study of TAK-536 M-Il in Rats
o "4.2.3.7.5-8 [C-46-00458 “|Thirteen-Week Oral Gavage
Toxicity Study of TAK-536 M-I11
NS | W— inDogs - | —— i _
4.2.3.7.5-9 |C-46-00374 Preliminary Seven-day 2 ~ |Takeda Pharmaceutical EAN |HRRH| &%
Subcutaneous Toxicity Study of 2 A Company Limited
TAK-536 M-11 in Dogs
4.2.3.7.5-10 |C-46-00410 "|Four-Week Subcutaneous Toxicity RN |HRER| #E
Study of TAK-536 M-1] in Dogs
4.7.3.7.5-11 |C-46-00378 “[Bacterial Reversion Assay with BN |dRAE| FE
TAK-536 M-11
4,2.3.7.5-12 |C-46-00371 [Dytogenetic Assay with TAK-536 ER |HREH| &
M-11 in Chinese Hamster Lung
(CHL) Cells
4.2.3.7.5-13 |C-46-00447 Cytogenetic Assay with TAK-536 R |HRER| FE
M-11 in Chinese Hamster Lung
(CHL) Ce!lls (Supplement Study)
4,2.3.7.5-14 |TAK-536-10008 “|Twenty—Four—Honth Oral Gavage BN |#ARF| @
Carcinogenicity Study of TAK-536
M-11 in Rats
T | 4.2.377.5715 |TAK-536-10008 “|Twenty—Four-Wonth Oral Gavage BR (HRR®| %
Carcinogenicity Study of TAK-536
M-11 in Female Rats: Additional
Study by Twice Daily Dosing
4,2.3.7.5-16 |TAK-536-10010 Twenty-Six-feek Dietary ®/ | AREE| D
Carcinogenicity Study of TAK-536
M-11 in Tg. rasH2 Hice
4,2.3.7.5-17 [C-46-00461 Effects of TAK-536 M-II on ER [HNRE| i
Fertility and Early Embryonic
Development to Implantation in
Rats
| 4.2.3.7.5-18 |C-46-00453 “|Range-Finding Study for Effects 7@ ~ |Takede Pharmaceutical | EA |RREM| =
of TAK-536 M-I1 on Embryo-Fetal 21 A Company Limited
Development in Rats
4,2.3,7.5-19 [C-46-00462 Effects of TAK-536 M-I on 1 E LN EA |ZREH| #E
Embryo-Fetal Development in Rats 2 B
4.2.3.7.5-20 [C-46-0045]  |Range-Finding Study for Effects 1T E LR A |HARE| 5%
of TAK-536 M-I on Embryo-Fetal 2 A
Development in Rabbits
4,2.3,7.5-21 |TAK-536-C-46-00464  |Effects of TAK-536 H—11 on 1 E L | BA |ERRHE| #E
Embryo-Fetal Development in
Rabbits
AT — —
4.2.3.7.7 BESuL | |
4.1 PRIM Mt L
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| TAR-B38/CPH-0TT

A0 Open Lsbel, Randomized, 2-

Takeda
Pharmaceutical
ny
Limited

Period Crossover Study to
Determine the Effect of Food on
the Pharmacokinetics of TAK-536
in Healthy Male Subjects

5.31.2 5.3.1,2-1 |TAK-536/CPH-009

Takeda
Pharmaceutical
Company
Limited

A Randomized, Open-Label,
Three-Period, Three Treatment,
Six Sequence Cross—-Over Study
to Evaluate the Bioavailability
among Three Formulations (10 mg
Tablet, 20 mg Teblet and 40 mg
Tablet) of TAK-536 in Healthy
Male Subjects

53,1.2-2 |TAK-536-10376
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5.3.2.3-1 [JCLOB3I21

Validation for the
Determination of TAK-536, M-I
and M-11 in Human Plasma by
High-Performance Liquid
Chromatography/Tandem Mass
Spectrometry

5.3.2.3-2 |JCLO63131

Validation for the
Determination of TAK-536, M-I
and M-11 in Human Urine by
High-Performance Liquid
Chromatography/Tandem Mass
Spectromstry

7128-364
7128-364 Addendum

5.3,2.3-3

No. 1
7128-364 Addendum
No. 2

Validation of a Method for the
Determination of TAK-536, TAK-
536 M-1, and TAK-536 M-11 in
Human Plasma by HPLC with MS/MS
Detection

7128-362
7128-362 Addendum
No. 1

5.3.2.3-4

7128-365 Addendum
No. 1

7126-365 Validation of a Wethod for the

Validation of a Method for the
Determination of TAK-491F, TAK-
536, TAK-536 M-I. and TAK-536
M-11 in Human Plasma by HPLC
with MS/MS Detection

Determination of TAK-536, TAK-
536 M-1, and TAK-536 M-Il in
Human Urine by HPLC with MS/MS
Detection

| 53236 |JeLoe3izz

VaTidation for the
Determination of TAK-536, M-I
and M-1I in Human Plasma by
High-Performance Liquid
Chromatography/Tandem Mass
Spectrometry — Stability of
TAK-536, M-I and M-11 in Human
Plasma, Stock Selution and
Standard Solution -

5.3.2.3-7 |JCLO63132

Validation for the
Determination of TAK-536, M-I
and M-IT in Human Urine by
High-Performance Liquid
chromatography/Tandem Mass
Spectrometry - Stability of
TAK-536, M-I and M-I in Human
Urine and Standard Solution —

JCL053352

Validation for the
Determination of TAK-491F, TAK-
536, TAK-536-M-1 and TAK-536-M-
[I in Human Urine by High-
Performance Liquid

Chromatography/Tandem Mass
Spectrometry - Stability of
TAK-491F, TAK-536, TAK-536-M-I
and TAK-536-M-I1 in Human
Urine, Stock Solution and
Standard Solution -

-5 S
TAK-536/GPH-00T

Pharmaceutical
Company
Limited

blind, Randomized, Placebo-
control led, Dose-escalation
Study to Examine the Safety and
Pharmacokinetics of TAK-536 in
Healthy Male Subjects in Japan.
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5.3.3.1-2

01-06-TL-536-016

5,3,3.1-3

TAK-536/CPH-002 |

5.3.3.14

TAK-536/EC-101

An Open-Labal, Randomized,
Single-Dose, 3-Period Grossover
Study to Evaluate the Absolute
Bioavailability of TAK-536 and
Relative Bioavailabifity of
TAK-491 in Healthy Adult
Subjects

A Phase [, Multiple-dose,
Double-blind, Randomized,
Placebo-control led, Dose
escalation Study to examine the
Safety and Pharmacokinetics of
TAK-536 in Healthy Male
Subjects in Japan

A SINGLE AND MULTIPLE DOSE,
DOUBLE-BLIND, PARALLEL-
GROUP, PLACEBO CONTROLLED STUDY
TO EXAMINE THE

SAFETY, TOLERABILITY AND
PHARMACOKINETICS OF TAK-536 IN
HEALTHY VOLUNTEERS

|Takeda

Pharmacsutical
Company
Limited

5.3.3.1-5

01-05-TL-536-014

5.3.3.1-6

7 [FARAGT/GPR-005

TAK-491/CPH-001 |

5.3.3.1-8

-9 [TAK-491_101

OT-06-TL-401-001

A Phase 1, Open-Label, Mass
Balance and Excretion Study of
['C] TAK-536 Following Oral
Administration in Healthy Male
Subjects

Phase 1 Study of TAK-491 in
Japanese Healthy Male Subjects
- Single Dose Study

|A Phese 1, Randomized, Double—

Blind, Placebo-Controlled,
Ascending Single Dose Study of
the Safety, Tolerability and
Pharmacokinetics of 80 mg and
160 mg of TAK-491 in Healthy
Male Subjects

A Phase 1, Single-Dose, Double-
Blind, Sequential-Panel,
Randomlzed, Placebo-Controlled,
Dose-Escalation Study to
Examine the Safety,
Tolerability, and
Pharmacokinetics of TAK-491 in
Healthy Male Volunteers

|Takeda

Pharmaceutical
Company
Limited

| Takeda

Pharmaceutical
Company
Limited

A Phase 1, Randomized, Open-

Label, Ascending Single- and
Multiple-Dose Study of the
Safety, Tolerability, and
Pharmacokinetics of 20, 40, and
80 mg of TAK-491 Tablets in
Healthy Adult Subjects

5.3.3.1-10

5.3.3.1-11

01-06-TL-491-012

OT-06-TL-481-075

T —

[y

5.3.3.1-12

BEGEL |

01-05-TL-491-007

A Phase 1, Open-Label Nass
Balance and Excretion Study of
[MCITAK-491 Fol lowing Oral
Administration in Healthy Male
Subjects

An Open-Label, Randomized, 3-
Period, Crossover Study to
Evaluate the Relative
Bioavailability of TAK-491
Capsule and Tablet Formulations
and Food Effect of the Tablet
Formulation in Healthy Adult
Subjects

A Randomized, Double-Blind,
Placebo and Positive
Controlled, Crossover Study to
Evatuate the Effect of TAK-491
on the QTc Interval in Healthy
Adult Subjects

el ro

3
5.3.3

&«

5.3.3.3-1 |

(1-05-TL-536-008

5.3.3.3-2

TAK-536/CPH-005

A Phase [, Single-Blind,
Placebo-Contro!led, Randomized,
Paral lel-Design Study to
Evaluate the Possible Effects
of Age, Gender, and Race on the
Safety and Pharmacokinetics of
Single and Multiple Doses of
TAK-536 in Healthy Adult
Subjects

An Open-Label, Paraiiei-Group
Compar ison Study of Multiple-
Dose Pharmacokinetics of TAK-
536 in Hypertensive Patients
With Varying Degrees of Renal
[mpairment

akeda
Pharmaceutical
Company
Limited
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5.3.3.3-3 [TAK-491_102

Open-Label Evaluation of the
Single-Dose and Multiple-Dose
Pharmacokinetics of TAK-491 in
Subjects With and Without
Hepatic Impairment

5333 5.3.3.4-1 |0D1-04-TL-536-005

The Effect of Multiple Doses of
Fluconazole or Ketoconazole on
the Single-Dose Pharmacokinetic
Profite of TAK-536 in Healthy
Sub jects

5.3.3.4-2 |01-04-TL-536-004

5.3.3.4-3 [01-05-TL-536-000 |

An Open-Label, Multiple-Dose
Study to Assess the Drug-Drug
Interaction Between TAK-536 and
Midazolam, Ceffeine,
Tolbutamide, Dextromethorphan,
and Fexofenadine in Healthy
Male and Female Subjects

A Randomized, Single-Blind,
Placebo-Control led Assessment
of the Pharmacokinetics and
Pharmacodynamics of Warfarin in
the Presence of Multiple Doses
of TAK-536 in Healthy Male and
Female Subjects

5.3.3.4-4 |01-05-TL-536-010

A Placebo-Controlled Study of
the Effect of Multiple Doses of
TAK-536 on the Single-Dose
Pharmacok inetic Profile of
Glyburide in Healthy Adult
Subjects

5.3.3.4-5 |01-04-TL-536-006 |

5.3.3.4-0

07-05-1L-536-011 |An Open-Label, Randomized,

A Phase 1, Open-label,
Randomized, Multiple-Dose,
Crossover Study to Assess the
Drug-Drug Interaction of TAK-
536 And Pioglitazone HG|

Multiple-Dose, 3-Period
Crossover Study to Evaluate the
Pharmacok inetic Drug-Drug

Interaction Between TAK-536 and
Wetformin in Healthy Adult
Sub jects

5.3.3.4-7

A Phase 1, Multipie-Dos pen—
Label, Randomized, 3-Period
Crossover Study to Evaluate the
Effect of TAK-536 Formed From

TAK-491 on the Pharmacokinetics
of Digoxin in Healthy Subjects
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5. 3.5, 1-1ZF T

A Phase 1, Double-BTind,
Placebo-Controlled Single
Rising Dose Study of TAK-536 to
Determine the

Safety, Tolerability, Pharmacokin
etics and the Inhibitory Effect
on the Pressor Action of
Exogenous Angiotensin 1l in
Healthy Male Volunteers

Takeda
Chemical
Industries Ltd

B | HRRH

5337

| &&hT |

5.3.5 AAERUHEERBRNEN
5.3.5.1 5.3.5.1-1

5.3.5.1-2 |TAK-536/C0T-005

6352 | 5.3.5.2-1 |TAK-536/00T-006 |

A Phase 2, Double-Blind,
Randomized, Placebo-Controlled
Dose-Ranging Study of the
Efficacy, Safety and
Tolerability of TAK-536 in
Subjects with Mild to Moderate
Uncomplicated Essential
Hypertension

" |A Phase 3 Study of TAK-536 |

(Comparative Study)

Takeda
Pharmaceutical
(Company
Limited

Takeda
Pharmaceutical
(Company
Limited

A —
2 B

: ¢ g
2 A

38 study sites in

Japan

33 study sites
Japan

=

EA | HREE |

BER | #REE

R Phase 3 Study of TAK-536
(Long-Term Study)

Takeda
Pharmaceutical
Gompany
Limited

1 E Lk
2 A

21 study sites in

Japan

5,3.6.2-2 |TAK-536/0CT-003

An Open-Label Study in Patients
with Grade [I] Hypertension

Takeda
Pharmaceutical
Company
Limited

2 A~
2 A

6 study sites in
Japan

L]

5,3.5.2-3 |TAK-536/0CT-002

An Open-Tabel Study in
Hypertensive Patients with
Renal Impairment

5,3.5.3 5.8.5.3-1 |TAK-536/NDA-001

Analysis of TAK-536 for CTD
(TAK-536/CPH-005)

Takeda
Pharmaceutical
(Company
Limited

REER T RA
R&tt

1 E L
 E B

18 study sites in
Japan

TAK-536/NDA-001

TAK-536/NDA-00T |

Analysis of TAK-536 for CTD

Analysis of TAK-5d6 for CID 2
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5.3,5.3-4 |TAK-536/NDA-001  |Analysis of TAK-491 for TAK-536 | gf%ﬁl*ﬁ - = BN | EAAD | T |
cTD
(Evaluation of Interethnic =
Differences in the
Pharmacok inetics of TAK-536
Following Oral Administration
of TAK-491)
5.3.5.4 BuGL
5.3.6 HREORAENCET INER
| &Eml | I | | |
.57 BAiT—5—MARUGHER ____,_ =
5.3.7.1 | 5.3.7.1-1 |TAK-536/CPH-005 |izm—%% REEGIEE = - EEREST N IEL
Aet
5.3.7.1-2 |TAK-536/CCT-001 A—R& R R ITRHE = - Ep | AR |
xait
5.3.7.1-3 |TAK-536/CCT-006  |fepi— K% REESINE - = ER | AARE | FE
et
5.3.7.1-4 |TAK-536/001-006 |mehi— %% gﬁiﬁztvﬁ - - EA | ZAKE | #i
&
5.3.7.1-5 |TAK-536/0C1-003 |iehl—R% REERIER - - ER | #REH | @
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53,7.2-7 |TAK-536/CCT-001 |AMALABBREDH—RR ﬂtg:!m = - ER | #RRE | Fib |
Kadt
5.5.7.23 |TAK-536/CCT-005 |AMAEEMBREREN—RE _ﬁf.ﬁ,:m& - - BN | HARHE | 5@ |
Rt
5.3,7.2-4 |TAK-536/0CT-006 |EMuABBREREN—RE ﬁm?&a::ﬁ - - ER | HARN | FiE
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5.3.7.2-5 |TAK-536/0CT-003 |EMuaRBRRHEN—KE 32?{“’% = - BN | #ARE | i@
=
5.3.7.2-6 |TAK-536/0CT-002 |BMEARBREDIEN—RE Wmﬁ - - EA | ANEE | il
I
15373 5.3.7.3-1 |TAK-536/CPH-005 [PebriRa B EalIEEE Takeda - - EA | #RKY | &
Pharmaceutical
(Company
Limited - |
5.3.7.3-2 |TAK-536/CCT-001 |MRERREEO BRI EBE Takeda - - EA | HARHE |
Pharmaceutical
(Company
Limited
5.3.7.9-3 |TAK-536/CCT-005 ‘Tﬁaﬁaﬁfﬁm@%ﬁ% Takeda - - BN | #ARHE | #0m
Pharmaceutical
Company
Limited .
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Company
Limited =
5.3.7.35 |TAK-536/0CT-003 |MeEEEEOEIREBE Takeda - = BER | HNEE | 57l
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Company
Limited
5.3.7.3-6 |TAK-536/0CT-002 |IGERRE(EOBAIEBE Takeda = = EA | HAEHE | il
Pharmaceutical
Company
Limited
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5.4-1 Blood pressure predicts risk of developing end-stage Tozawa M, Iseki K, Iseki C, Kinjo [Hypertension 2003 Jun:41(b}:1341-5. PE
renal disease in men and women. K. lkemiya Y, Takishita S.
5.4-2 |[Chronic Kidney disease as a risk factor for Weiner DE, Tighiouart H, Amin MG, |J Am Soc Nephrol 2004 85 |
cardiovascular disease and all-cause mortality: a pooled [Stark PC, MacLeod B, Griffith JL, [May:15(5):1307-15,
analysis of community-based studies. et al.
5.4-3 |Validity of the JNC VI recommendations for the Arima H, Tanizaki Y, Kiyohara Y, Arch Intern Med 2003 Feb BE
management of hypertension in a general population of Tsuchihashi T, Kato I, Kubo M, et |10:163(3):361-6,
Japanese elder|y: the Hisayama study. al.
544 |AEBAZZER-ATAEREROC VENCOVC. B |EREACERNR, BREAZIEN |BR - FA5<UBREE: 2000, &%
RBE A2 CERES - BEARIGEFERHEEER. EFERN S
5.4-5  |The effect of a lower target blood pressure on the Sarnak MJ. Greene T, Wang X, Beck |Ann Intern NWed 2005 Mar B35
progression of kidney disease: long-term follow-up of 6, Kusek JW, Collins AJ, et al. 1,142 (5) :342-51,
the modification of diet in renal disease study.
546 |Renal function and intensive lowering of blood pressure [Ruilope LW, Salvetii A, Jamerson K, [J Am Soc Nephrol 2001 Feb:12(2):218-| $%&F
in hypertensive participants of the hypertension optimal [Hansson L, Warnold [, Wedel H, et |25.
treatment (HOT) study. al.
54T |PAECHITS, EEEMAECORDMREORRENME | |FARE, RERKE. Prog Wed 2010;30:1437-49. BE
Japan Guideline Assessment Panel-2(J-GAP2).
5.4-8 |[Controi of biood pressure as measured at home and Dhkubo T, Obara T, Funahashi J, prertens Res 2004 Oct;27(10) :755~ BE
office, and comparison with physicians' assessment of Kikuya M, Asayama K, Metoki H, et |[63.
control among treated hypertensive patients in Japan: al. ; J-HOME Study Group.
First Report of the Japan Home versus Office Blood
Pressure Measurement Evaluation (J-HOME) study.
[ 5.4-9 |Prediction of stroke by home “morning” versus "evening |Asayama K, Ohkubo T, Kikuya M, |Hypertension 2006 Oct:4B(4):73/-43. | &%
blood pressure values: the Ohasama study. Obara T, Metoki H, Inoue R, et al.
5.4-10 |[Relationship between morning hypertension identified by |[Ishikawa J, Hoshide S, Shibasaki S, J CTin Hypertens 2008 Jan:10(1) - 34— 5E
home blood pressure monitoring and brain natriuretic Matsui Y, Kabutoya T, Eguchi K, et |42,
peptide and estimated glomerular filtration rate: the al.: JMS-1 Study Group.
Japan Morning Surge 1 (JMS-1) Study
5.4-11 |Prognostic accuracy of day versus night ambulatory blood |Boggia J. Li Y, Thijs L, Hansen TW, [Lancet 2007 Oct,370(9594):1219-29. BE
pressure: a cohort study. Kikuya M, Bjbrklund-Bodegérd K, et
al.; International Database on
Ambuiatory blood pressure
monitoring in relation to
Cardiovascular Qutcomes (IDACO)
investigators. R
5.4-12 |Masked nocturnal hypertension and target organ damage in |Hoshide S, Ishikawa J, Eguchi K, |Rypertens Res 2007 Feb;30(2) : 143-8. 55
hypertensives with well-controlled self-measured home Ojima T, Shimada K, Kario K.
lblood pressure.
5.4-13 |Relation between nocturnal decline in blood pressure and |Ohkubo T, Imai Y, Tsuji 1, Nagai K, [Am J Hypertens 1997 Nov;i0(11):1201-| &3&
mortality. The Ohasama Study. Watanabe N, Minami N, et al. 1
~ 5.4-14 |SiTent cerebrovascular disease in the elderly. Shimada K, Kawamoto A, Watsubayashi |Hypertension 1990 Dec:16(6):692-9 BE
Correlation with ambulatory pressure. K, Ozawa T.
5.4-15 |Circadian blood pressure changes and left ventricular  |Verdecchia P, Schillaci G, Circulation 1990 Feb:81(2) :526-36 5E
hypertrophy in essential hypertension. Guerrieri M, Gatteschi G, Benemio
G, Boldrini F, et al.
5.4-16 |Diurnal variations of blood pressure and Bianchi S, Bigazzi R, Baldari G, Am J Hypertens 1994 Jan;7(1) :23-9, BE
microalbuminuria in essential hypertension, Sgherri G, Campese VK.
TE 41T | REMERR R REEE/ L= S ONEANENI-RIE [MEES, RBE, 4538, BEAE, (herap Res 1999;20(9) :2697-713, | 5
TR — KRR PR iR J-HUBAB AR R —. BN, HAGANE,,
5.4-18 |Prognostic significance of the nocturnal decline in Ohkubo T, Hozawa A, Yamaguchi J, J Hypertens 2002 Nov;20(11):2183-9. &5
blood pressure in individuals with and without high 24-h [Kikuya M, Ohmori K, Michimata M, et
blood pressure: the Ohasama study. al,
5.4-19 |Worning surge in blood pressure as a predictor of silent |Kario K, Pickering 16, Umeda Y, Circulation 2003 Mar BE
and clinical cerebrovascular disease in elderly Hoshide S, Hoshide Y, Morinari M, |[18;107(10):1401-6.
hypertensives: a prospective study. et al.
5.4-20 |Prognostic significance for stroke of a morning pressor |Metoki H, Ohkubo T, Kikuya M, Hypertension 2006 Feb:47(2) :149-54. E
surge and a nocturnal blood pressure decline: the Asayama K, Obara T, Hashimoto J, et
(Ohasama study. al.
5.4-7Z1 |Worning hypertension: the strongest independent risk Kario K, Ishikawa J, Pickering 16, [Hypertens Res 2006 Aug:29(8):581-7. | B%&
factor for stroke in elderly hypertensive patients, Hoshide S, Eguchi K, Morinari M, et
al
5.4-22 |lsolated uncontro!led hypertension at home and in the Obara T, Ohkubo T, Funahashi J, J Hypertens 2005 Sep;23(9):1653-60, &5
office among treated hypertensive patients from the J- |Kikuya M, Asayama K, Metoki H, et
lHOME study. al.
5.4-23 |Regular alcohol drinking is a determinant of masked Ishikewa J, Kario K, Eguchi K, Hypertens Res 2006 Sep.29(9):679-86. | &&
morning hypertension detected by home blood pressure Morinari M, Hoshide S, Ishikawa S,
monitoring in medicated hypertensive patients with well- [et al.: J-MORE Group.
control led clinic blood pressure: the Jichi Morning
Hypertension Research (J-MORE) study.
5.4-24 [Cardiovascular morbidity and mortality in the Losartan [Dahitf B, Devereux RB, Kjeldsen SE, [Lancet 2002 Mar 23:359(9311):995- 5F
Intervention For Endpoint reduction in hypertension Jullus S, Beevers G, de Faire U, et |1003.
study (LIFE): a randomised trial against atenolol. al.: LIFE Study Group.
5.4-25 |Valsartan in a Japanese population with hypertension and [Wochizuki S, Dani6f B, Shimizu M, |[Lancet 2007 Apr 28:369(9571):1431-9. | &%
other cardiovascular disease (Jikei Meart Study): a Ikewaki K, Yoshikawa M, Taniguchi
randomised, open-label, blinded endpoint morbidity— [, ot al.; Jikei Heart Study group.
mortality study.
5.4-26 |ARB tan and CCB amlodipine in hypertensive Ogihara T, Fujimoto A, Nakao K, Expert Rev Cardiovasc Ther 2008 BE
patients: the CASE-J trial, Saruta T, CASE-J Trial Group. Dot 6(9) :1195-201,
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5.4-27 |Effects of candesartan In patients with chronic heart Tusul S, Prelfor WA, Swedber R, Tancet 2003 Sep 6362 (9386) : 1771-B1. 5=
failure and preserved left-ventricular ejection Granger OB, Held P, McMurray JJ, et
fraction: the CHARM-Preserved Trial. al.; CHARM Investigators and
Commi ttees.

5 4-78 |Effects of candesartan in patients with chronic heart  |WocMurray JJ, Ostergren J, Swedberg |Lancet 2003 Sep 6,362 (9386):767-71, BE |
failure and reduced left-ventricular systolic function |K, Granger CB, Held P, Michelson

taking angiotensin-converting-enzyme inhibitors: the EL, et al.:. CHARM Investigators and
CHARM-Added trial. Commi ttees
5.4-29 |Effects of candesartan and amlodipine on cardlovascular |Saruta T, Hayashi K, Ogihara T, Hypertens Res 2009 Jun:32(6) :506-12. | %
events in hypertensive patients with chronic kidney Nakao K, Fukui T, Fukiyama K. CASE-
disease: subanalysis of the CASE-J Study. J Study Group
5.4-30 |Effects of losartan on renal and cardiovascular outcomes |Brenner BM, Cooper ME, de Zeeuw D, [N Engl J Med 2001 Sep BE
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