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1.5 BREXERREOEERUVFARDREE (HEMIEHRASA
TAK-536 (/hR)

\;‘1

15 ERXIIHRROEBREUVHKORER
151 ERXIHEROBEBRUVAZERFORER

TAK-536 1%, WHEM TERASHICB W TAIR I N T v oF T v v T F RS
(LAF, ARB) ThHO ., 7o o7y v N XA 71 ZFERERIROICIAET 5 2 & TRIE
TERZ R TR A OMER Al GENEES 214 Thod,

TAK-536 % 20 mg XN 40 mg & AT 58K TH D [7 V38 20 mg, 7] 40 mg] 1%, 2012
1 BICLLTohEe - IR EOHE - & CRERTKREZIG Lz, 51T, 2014 43 A
IZ TAK-536 % 10 mg AT 58HTH D [7 VN 8E 10 mg) OFIEEIME D 5 Wik 5E
KRB AT LT,

[%haE - DR & ESE
[k - AE] @E, RAIET L2 LT20mg 2 1 B 1 ERO#KET S,
7pB, Fn, ERIC K 0 EEHEET 52, | HiR ARG &EIZ40mg £ T 5,

M ESE IR A D 2722 B F/NRIC S FEAE L, @ fLEOFFES X 0 GOl B 7R 8 K% OV 3 55
Dlifasfa BN s & 2 Shv, MR R ORICh Tz > TREDOAFEOE (QOL) KN TikIC
HERAREEE KA T 720 /NEHI S O Y) 70 f £ BT CHEETH D[], TD—J T,
E PN CIERRA ISR L CER TR R R IT B < D b O, /NRITKE LT H ATRE 72 B £
FIXR SN TWD, Fo, BUE 6 Rl O BHE CHEMAFEEZR ARB IV T2 v
XETFLOHLTHY, BEROEMATARNAIRERY, RE= T FA4 7 200 L H]
FFENL/NEAEA (ICH-E1) 1 ZWTNOREEICENTHB SN TR LT, #Elin
BERENE S TVD L ESVRZNRILTH D,

LY IMRIMERE 2, AR 6L EO/NE~O ML - HEOBMNE B E L
EHAGRREER OV HRAICTEH D7 VAR 1% DA BN A By & L 7 fiE e &R
HEExtrH) 2 b & Lz,

152 REBDRERVEE

ANRO @M, A & FERICAREYE & M EAE & R PE S M EE IS KB & B[], &4
BB BT 2 i M EAE O FE 729 RIE, 6~ 10 5% CIEARENE & i E 7 ONZ B SR PR B R O
BENRPeAZIC L D Ik MEm ML ESE, EARIILLRE O R g CIEARREME & i AE K OV F2E MR
BT L D WM& ESRE T o 5 (2],

ANROARREM S MEAE T, ATEEE (B, SHEERERR S) | BIRBE K ORE - K
HAKRREREPMSEELTELD EEZLNTEY[3], —MAICRE TRV, E=EXR
RFHBENRN IR E S O O L E R BB R EE ORI E 2 RIET 2 U A7 BE< [4]05]. £,
FREACEVE WIER TR A O AR BRI EEICHER T H[1], 202 &b, BILEDRRIE
2D OB ORIE TN O AN @ M ERE~DOERE THT 5 92X CTEETH D,

—F, ZREEMEIXEAERTH I EHEENEL, o, BEEORMETHS Z NS
W, ZTORRERE U CEBIICEE L2 0NE <, BRAICERN L-mimnE (B
J£) BEERD 60%~80%% 0, FrZIBEF ARE~OBITHMEEL 2> TWDH[1], EHIZ,
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e I VB i 2 T S AR - CThH EBE XL TEY . &IEDOIREILFE
BOVERR L FREEZECTH 5[6],

ANV D AREME v L ESE I TRIER 2 2 < . RECEB) e EoATEEIEOSGE L PO L LTT
e FTIFARBEEREZMO T 2 &, BRI & ME TiE= b ¥ —BEHIR & Rk A&
EEEORNEERZ I ANDZ ENRE LR D,

AETEE ISR 2 FEYFEN DR 2 RS TR MEN <GS, EEREORmILEE 2 -7
Yrtr. XAT R A LR SE M ORI R R G OF, BB IR O& 5F. BEIRIF DA D580
LGB, YRR OBEINE 725, AART 6 Eo/NEDOME - HENARENT
WOHREERKIT, 7oA T UV ERBERILER TH L =T T TSI A~ LA VB R DN v
J U NIKFIM, ARB THDL NNV HNVE KO TN XTI, DL A
B THLT 2u VU RUVEREO SAITHH[1], L LG, EERIEHE 2
FITW A/ HBANI[7][8]. WTHDOHEANZHOWT LB I TE LT, A E I EAE IS
T DU RIERERBENE S TWD L EEVRZWRTH D, S5, WTROIRAE /I
RO« HEIZOWTIESCERTE O R A 2 CARILE L72AFEBEETHY . AR
NN O @ i EAE B & kb5 L U= BRIRERBR T — & 1TINEE S Tue Ly,

1.5.3 HFEDEE
E NN BIT D BT ORI HOWNT, £ 1.5.3-1 [T,

1531 &8

A/NRHEIFNT, g7 PN Z o LT I0mg 2B T 5, A a—7 4 7|
KiCTHY, BEARHFNCTH DT P/ 3\EE 10 mg §E & OAEWFERIRIZEMEDS, 271 IR T 28D
R INTWND,

(1) Biks & OGRBR 5 1%

/N B O BURS S OGRER 515 1T . BMLAROMER . REMERBR O gk e v b T
Blckox, THEELOBK M ORBRGIEOREICHOWT] CERR 1345 H 1 B EIR
IR 568 5) MO [HADS EAEKLD 5 BRFIORMYICET DA KT A 12>
WL CERR 96 A 23 AfF SR 539 5. FEk 15426 A 24 AfF  EIEFHEE 0624001
o IHUE, ERE I8 4R T A 3 A HEARARE 0703004 B —ESE) A E X TRE
L7z,

(2) Z&EMERR

/N REH O 22 TENERBRI I A R A BRGSO TRZEMERBRAT A FT A4 ] (CFRk 15
6 H3 BT EIEFEIE 0603001 75) K O R HE K OV A OS2 VBRI A R F A > )
CERk 945 A 28 AT 35 422 B) WNZIZENET — X OFHMIIZET 204 KT 4 )
CERL 154 6 H 3 BT EHEFEFHE 0603004 =) (THSE Eh L7,
FEMIRAHBR L OINEABRICB W T, REFR 2R OEEBNIZ E A ERBD LenoT-
e, BEWNT =2 OFMBEIZEET 20 A RT7A4 VIcES&, HiRRGFE CTCOAEIM %
36 # H&E LTz,
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Ik, BEMRERBIE6 » A catiikm L Qo) crEs T e L REmIc
1336 » HEOLEMRBRIEREZ - T, 3EMOANMHO L YL HRT 5T ETH S,

1.5.3.2 JEERPREABR

1.5.3.2.1 EHHRER
IR OV, 7YV Z v (7 V08 EE 20 mg, [FIEE 40 mg) A HIGERF 3T
IRl SN TWD Z &b, FBlORBRITE L TV,

1.5.3.2.2 EYEHREAER
HMBRERBRIC O TUX, 7P Z v (7 VL 8 20 mg, [FISE 40 mg) #)[E]HIFEIRFIC
FTTICAHE SN TS Z b, FROMBRIZFER L TV,

1.5.3.2.3 HMHHER
IR E L THEEZITIICHTZY  TAK-536 D71 KT v JKTH 5 TAK-491 KOV X
1% TAK-536 it A bG S n7z b gt S 2 Y TAK-536 M-11 Z 5.4 % Sh#
7w MRV EEE G EERR (B5ERE0 B, 7 B KOXEE S EERR (&
HBRLERE O Hilis, 7 B, 14 Biis, 21 Hi) Z2EME L. T OHMEZ M L7,
YT v MZ TAK-491 2 RfEH 5 LIckER, 0 HiinZ v hTiX 200 mg/kg/H., 7 Bl 7 >~
K TIX 1000 mg/kg TH LB AH HIL, TAK-491/TAK-536 M-11 % [ iE# 5 Li=#E%, 7 BT »
k1% 20/2000 mg/kg/H . 14 A= » b TiE 100/2000 mg/kg/ H TN H STz, TAK-491
I TAK-536 M-11 % 14 Hiin 7 v MG L72iBR & O TAK-491/TAK-536 M-11 % 21 Hiin 7
v MCOFAE S LR CIIE BT S no T,
T v b ERAWERER OB EMERBR T DR OB R FE %~ O A 72 22 LA
bhNTz, 7 BERT v b 13 BB TIX. 20/2000 mg/kg T 33\ THREPN EEIRER O
JEAEJE . 5/2000 mg/kg LA ECTEIBEIZIB W TE&RILE, BE, U o Bk, DEERBIRD +
AR, W ONCEERERAEMARAE R, 14 BT > b 2 BEEHBR TIX, 0.5 mg/kg UL ETElEIC
BV THIE MR . 10 mg/kg TELEATEIE, 21 HE 7 » b 13 R TIX. 10/1000 mg/kg
TR B W TERERMSAIIRAE R, AR RN . K ORI R A Btz #5-58
A H I IZ & o TRBSERRE ARG 2 35 1T 2 B O 2B AL K O OEEMEICZE R R i,
L OHEEDT v FTIE, BIEA~OEENRFEELL, BIRICBITHRABHEETLLEE26
niz,

1.5.3.3 ERPREXER
AHFE T, BN CTEE L7 /NEE RS 2 x5 L Ul R 55
(TAK-536/0CT-101 5B%) M OWES: C it L 7=/ g i 50 B 5 2 xf 5 & L7z TAK-491 O
FEH# R (AR14.001 3ER) ZRHlE&ER & Lz,
F£72. AR14.001 HEROBAE BB E 2 THARANNEE I EBEOHE - HREEZRET 2 %Y
PEERETT 272012, EWNTEM L 72 O @il EEEE 23t & U & E bk
(TAK-536/CCT-001 #kBR) K& OMEGERER (TAK-536/CCT-005 #45R) W QN #Es CTHEhE L 7=
TAK-491 ORFERER (01-05-TL-491-008 #kbk) Z&EF &k E Lz, S5, /NEEmEE R




&

1.5 ERXIEEORERUVHREDERE AEGIEKASH

TAK-536 (/hR)

FH IR T 513 & M e A OMEEN & A b2, BEEZ M) & EAE
BEERNRLE L —XEERER (TAK-536/0CT-002 R5R) HEEEENCE DT,

/NRIZE T DB RE K OV N A OREt o720 [EWN THEME L7 4 35
(TAK-536/CPH-101 55, TAK-536/CPH-103 3Bk, Azilsartan-1004 35k K& (8 Azilsartan-1005
AR LOMESNCTHEHE L7z 1 38R (TAK-491 109 i) AZFHM&EEL & L7z,

PUTIZ, TAK-536 O/ & il e FRE L2 k3 2 A 50 M OVZe et 2 it L 7 5kl o0 it SR ABE
3 I

(1) MNREMEFEREEEZMNRE LE-RAKESHER ENRN (TAK-536/0CT-101 FHER)

6 kLA b 16 %A OO /N ML EE B & K512 TAK-536 % 52 &G Lo & & DL4
PE. AR OB e A FE B RGARBRIC KV Bt L7z,

FRBMERHEEE Th 228 E N7 7RPEMILREH L QNAEHMED XR—Z 5 1 inb
DEALEIT DWW T, JRRHMLE CEAHE) O TRIE 2 H HIEFR IS 2 ]I TR £ Tiikke L.
WTHNORFRTHR—RT A U DIFH PR R ENA DIV, 2, 1RFEEIE 1 1%
TRER OVERMIE 2 Bk TRFOZ L &I, TE4-7.9, -13.9 X T*-10.9 mmHg ThHh-o7= (£
ALE I p=0.0008, p<0.0001 K T p=0.0002) . ULAEHIME (CFAE) O FRIE 2 B2 5 IRE
B2 TIRFE THERBEL . WTHMORFRTHRN—R T A &l U TREHFPRICAH B R 2ED
O, 28, VR 1S TR R ONRIRIES 2 Wk TR O (LR ITENE4-7.7, -12.4
J2 O%-10.0 mmHg ThH - 7= (24 p=0.0007, p<0.0001 & T p=0.0001) .

LRI OWNT, TAK-536 # 52 B G Lz & EOARMEITIRIFTH -7,

(2) NEEMEEEEEZNRE L1- TAK-491 OREABSHER.#B5 (AR14.001 XER)

6 kLA b 18 F A 00 /1N Wi i i R 2 e 1T L TAK-491 D FNER V22t s 77 B R &
OrHxoixtiie L, BEAL, —EHEHEREKORMEGHBRICLVBRE L,

FEFHWEE TH 25 TN IT 577 v RICKT D TAK-A491 OBEEE N T 7 REEALE
BRI E DAL EIZ DV T, TAK-491 &R & 7T &R & OFFEERE 2 FHIMHE O 2 (95%CD 1,
B oot (B oHe) ChHY. 75 BRI TAK-491 2k & bl U CREEFFEmIC
fEic kAL, Tak491 ofatesmirsns G -

DELE N T 7 R EEALIRIR I E R OUGEIME L, WThORRICBNWTHER—2F 1
MHRELS TREL, S2BICRT D b T 7 RN EsR I i T K OVHE A i O 28 b & CFH)fE)
it 22 O nmbe <& -7,

LEMEIZOWNWT, ZEERBEKOHEECIX, a2 KO TR L g L T2tk
(CRBIEZ D T EAEMEIL R Th - 72, REIPEEMRIIZ I T TAK-491 Hl & TR TAK-491
EMOBFEEEOFHNTNICENTYH, BRMEICKRERBEIIAONTARMETIRG TH -
7o
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&

154 FETHAHERIIHR. AERVAE
S FERERERBR K ORI A IS 2. #F 1.54-1 IR TIIBE TSR, HEKOHEZR
RE LT,

& 1541 PEXEFHR. BERUVHE

5244 T U VNEE 10mg, 7 YV NEE 20mg, T YV NEE 40mg
T PV NEERE 1%
HEFIX oy EREAEEML (6) FIHEERERSS (7 U R 1% (8) FIELEMIZHR D E

i (FEEYHToL D) Tb#EH)

WIGHE (BRI R) e I FESiE

AEROCH= WH . 6L BN, TP Z L UTRE 50 kg RO %A IX
2.5mg KE S0kg L EDBFAIT Smgd 1 B 1 BIEOFSHLET D, 0k,
M, RE, ERICE D EEHET A, 1 BRKE S REITARE 50 kg RO
BE1E20mg, KESOkg L EOEAIT40mg &35,

1.5.5 JRRMERFDREE
AFIOBFITE L, LT OXHEY S 217> 7=,
ORI o e R E. 25
)
] |
I~ >\ TR L, JRNIATBOE A R R E R AR A O B S 2 15 7,

Q N —7 7ot CEkEl e, 20EE I

Lo | - o< [
I i 722y,
[ NERETIRGNESIWESHTL] CORRN B PRCES
i Lo bt s s [ onos Lowmmsirsin plc s ot e
5., I - >\ CH% L, TAEE.

1.5.6 XFIDFH R UVE A

TAK-536 (% 6 sk Lo/ NG I EEBF ICx LT, BRRBEEDREZ =T HHZH LA
WA T a bl ERHIFFSND, TAK-536 1%, BRARBRICBWTEMIZOIZVZEL
TERIEN R 2R T E BRI T WD, /NRBEH TR MEORHIZ L 0 O i 5 B KDY
B E S Olgas R E S 5 S Z S, ANEH R ORBRICH T > THEAE O QOL KU F#ICH
R7pBLE RIFT 720, RN EEES MO CEHEETH Y, TAK-536 ITEHRENT-
B ERh R AT Z LIk NEE S O ARMEERICE ST Z LA BE SN,

F7o. TAK-536 [3/NEHBEA L LT, HARSLBRAZHTHZ Enb, FHEEOHRE
MEGTHY, BREHBOBEFEIZBOTHIHGE L TIRA LT WIREETH D,

— 5 BEVEIZOWTI/NEEBFICB T 5 TAK-536 HH5IZL 2V A7 TR ATHALRZ G
D EFEERTHY . WA CETHE R RA U LIEERE T 5 2 & TU R 7 Of/MEd FlhE
Th b,
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VL. TAK-536 725 6 ik PA B oo/ S i EAE BB 12 6h L TN - R E R 2 BRHIICh - R
T2, BEFORFKREICTRVWNEARAZET 52 L. B bl U A7 X0 3CE Tl
Y7p ARt LB T 5 2 L ChMETE S 685252 8D, TAK-536 DK 7 ¢
v MEXU R % ko> TE Y, TAK-536 Z/NEO S EIERFE O - 72 @ IREo—> & LT
ERBIGICHRME T 2 2 LITIRICERR DD L ER D,

TAK-536 DR K OV FMEIC W T, #EZ L FISR LTz,

(1) PMREBFIZBW TR ZRBEENREERT

TAK-536/0CT-101 s TlE, 1REME 1 Bl \WT, AEMEL R L7225 TAK-536 &
BePERICH R ATRE & LT 12 IR G LR, 28= T 7R AR mE CEEE) 1%
B 5 2 W HIRME | WK TR CH D 12 F TR TR L. W TROR R THR— X
TA LWL THRBRENRALNT-, BEE T 7RHEMIGEN T CEHE) 12880
HAERICMED FRERA LIV, WTNOREE THHERERENR LN,

AR14.001 #BR TlX, TAK-536 D71 KT v 7R TH 5 TAK-491 ORERHRE, 77 1R
ZXRE LT EHER T CTHE L, —EEMRBIZ TAK-491 & 6 HF& G Lok, Tl L
LT 8METTAKA9 Xix7 7 vREHE L1z, ZORE., TWHOBRLEE N T 7RFEAIL
IRMIMEIZ DWW T, TAK-491 1377 &R Ll L THREHFIIICAE BERBIEDNRZ R LT, 2
2 N T 7 WAL i D Z L EIT IV T b AR O 232 H 4L, TAK-491 1377 &R
& H U TR FRIICHE BB ER R 2R LT,

PLbEDZ &E9vn | TAK-536 1% 6 mkLh EO/NEGEMEBFICBNT, BRIFRBEEDREEZRT
ZENHIRTE D,

(2) NRBFHFIZBWTEMCOE 2L E LT Z2xRT

TAK-536/0CT-101 #BRIZIS\V\ T, TAK-536 % 52 MR EME G LofbER, R8EE LT 7
JAET 415 9 B R OV 3 1f 1 oD TR 52 18 & TFife L7,

AR14.001 FEBRICIRBWNT, 6 HF O —EHERH LK O 2 BEOFWHICHE . REPEEHRY &
L C TAK-491 % 44 WG L7 fE R, 8= N7 7 RFERARRY & OMGE S E 1%, v
NOFRFRTHERN—=2AT A b RE TREL, BERIL 52 EHRk Lz,

PLEDZ vt TAK-536 1% 6 LA Eo/NEE MEREREFICB T, BEMIChZ 0 ZEL
TRIEERZRT 2 E B CTE B,

(3) NEAEAZE T DEERTH D

TAK-536 1%, /NEEE TOERG IR S/ NEARAIZ 632 HAYORBERTH S,
TAK-536 O/NRHBANTER A THY . HRATHL Y AR F—=ARPAZ Tu—2%
ERLEARD L0, NEBEFIZE S TIRALSTWRAICH S, o, THAITH D
B, BHBEOFENRES ThH 5, WNRARAIZH L WIEAIZ 0053 2 56 1 3BEFAIE O
BHE (i) 2B T 85800 5 03[7). BRAOEAITZEOMEE e < RIS ICE
T BHEA - BAOEHAMENEE IS Z ERHIREEIN D,

bz o, NEARAIZAT 5 TAK-536 1%, /NEOEIMEEICBWTEIDZEE L
BRI ARt cE B2 oD,
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(4) BARNNRBEEZICBIT 2HDIME R NVZEENBER CIME STV 5

BERAART 6kl EO/NRDORNRE - SR L OHE - HESAR SN TV L BEERIT, W
N BARNNEOEMFERE 255 & LIZBRRBRT — 2 BDE I N TW iRy, —F,
TAK-536 1% 6 & Lh L HARANO/NR G EERE 23R E LIEIRBRAEB I TH Y,
TAK-536 X215 D BHE TOHINER L EMEEIRBR TRl L7-ERNYORBIERERTH 5,

1.5.7 &k

[1]

[2]

[3]

[3]

[6]
[7]
(8]

AARESMEARSMERRTA 7 A4 AAERER . @MERBETA K74 2019
[JSH2019] . 20144E4 A 25 A. (#fF72 L)

HATEER &=, /NEBIDIREBIZR T 2 3MPFIET A BT A GBI OZ W L 16 RIC

274 BT 4 (20102011 FE R RINFFEBERE) . 2012:455m V. REEHK.

AAVNR B EE 2. NREER Y GETH 2 . 22l &R 2017, (AR L)

Stabouli S, Kotsis V, Zakopoulos N. Ambulatory blood pressure monitoring and target organ

damage in pediatrics. J] Hypertens. 2007;25(10):1979-86.

L urbe E, Cifkova R, Cruickshank JK, Dillon MJ, Ferreira I, Invitti C. Management of high

blood pressure in children and adolescents: recommendations of the European Society of

Hypertension. J Hypertens. 2009;27(9):1719-42.

i A RE, AR ZRES. S & B R, R & 3K 2002;47(4):573-80.

EFREIR. NI OBUR & BB A, NEBERIR. 2018;71(5):587-93.

ANNPFE—. /NRIZE L 72 AE O w23k &/ NE A OB 3. Organ Biology.

2018;25(1):51-5.
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1.6 SEIZH T HERKREFICET 2ER HEAELMIEH®RASH
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1.6 NEIZET5FEARKRFICET 52EH
(1) SETOEFARUERIKR
TAK-536 lIAH DAL TR L, WA TIEOTNOEICE W THEE, lRES L TVRU,
B, AHLATILTAK-536 D71 K7 v 7K ThDH TAK-491 (7T vz AR
FY L) B L TE Y, TAK 491 [3KE R OHIN Z G i 40 » E LA o [E K& O i T
RIh, BRICRTE SN TWD (2021 47 HBUE) o F£72. KER UKW T, /ARSI
JESE DS A BT T 5,
KE R ORI 1T % TAK-491 OEGERARRILZ £ 1.6-1 1T T & & bIT, KE K OBEIN
O labeling % R EH LABEIZIRAT L7,

& 1.6-1 RERUBEMIZE TS TAK-491 DEZIRFRER
FIGERIEYIE S
ML - &

[ 4 W 5e4h ARBEAR | AR | &

e

[%hE - 2HR]

Edarbi i3, @ MLEREEZEILETHT oA T v
VIZAFRERETHY, MEZKTFIES, M
JEME T2 &, BICHERLLHEEE VW 72
BN L OFEBEER L E R A XY DU 27 R
P95, Edarbi X HEAMREE D L < X tho s &
w 2011 4E " 40 mg | OPFHFIENFIRETH 5,
KE EDARBI 2 1 25 H BEH 80 mg

(A - AE]

RA~OHELEAEIZ 1 A 18 80mg TH 5, mA
BOFRIRANTEFE 2 £ LT\ 5 B#FICIE., BB
wELT40mg ZMETT25Z &,

Edarbi IZTREFOF AL L TR EFRETH D,
Edarbi (IO REA & OO HZE LGN RFETH 5,
[%hEE - ZhiR]
Edarbi 13 AASRENE & ML E O 169 & 0 HE - 2h iR & 4
%

(A% - A&
A ~OHELERI M BEIX 40meg 1 B 1[HTH 5, i
Ext4Sicay pa—L TR0V, ik
80mg 1l H 1 R CHETE S,

BREZRIT 2 BHIIZIERAE Y 4 BB ICHKRK
L7 b,
Edarbi ® Hl# 5 Cifl/E% +3ic=2 > e —/LT
ERWESIE, FIRE (/g Ry, B Re
ruuFTYRRE) SOy AERERED
fhOREEF L Bdarbi 2 FHT 22 LIk, &5
RHBEEEIIND,
Edarbi (ZRBFOFMICEHDLLITEGAEETH D,

20 mg

PR M EDARBI 2011 4 §e%l | 40 mg
12A7H

80 mg




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, for oral use
Initial U.S. Approval: 2011

WARNING: FETAL TOXICITY

See full prescribing information for complete boxed warning.
o When pregnancy is detected, discontinue Edarbi as soon

as possible. (5.1, 8.1)

o Drugs that act directly on the renin-angiotensin system

can cause injury and death to the developing fetus. (5.1,
8.1)

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

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)

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)

Tablets: 40 mg and 80 mg. (3)

CONTRAINDICATIONS
Do not coadminister aliskiren-containing products with Edarbi in
patients with diabetes. (4)

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 Arbor
Pharmaceuticals, LLC at 1-866-516-4950 or FDA at 1-800-FDA-
1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

Dual inhibition of the renin-angiotensin system: Increased risk of renal
impairment, hypotension, and hyperkalemia. (7)

Lithium: Increases in serum lithium concentrations and lithium toxicity.

0

Lactation: Breastfeeding is not recommended. (8.2)

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).
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: FETAL TOXICITY

e When pregnancy is detected, discontinue Edarbi as soon as possible [see Warnings
and Precautions (5.1) and Use in Specific Populations (8.1)].

e Drugs that act directly on the renin-angiotensin system can cause injury and death to
the developing fetus [see Warnings and Precautions (5.1) and Use in Specific
Populations (8.1)].

1 INDICATIONS AND USAGE

Edarbi is 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

21 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.
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2.2 Handling Instructions
Do not repackage Edarbi. Dispense and store Edarbi in its original container to protect Edarbi from
light and moisture.

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 CONTRAINDICATIONS

Do not coadminister aliskiren-containing products with Edarbi in patients with diabetes [see Drug
Interactions (7)].

5 WARNINGS AND PRECAUTIONS

5.1 Fetal Toxicity

Edarbi can cause fetal harm when administered to a pregnant woman. Use of drugs that act on the
renin-angiotensin system during the second and third trimesters of pregnancy reduces fetal renal
function and increases fetal and neonatal morbidity and death. Resulting oligohydramnios can be
associated with fetal lung hypoplasia and skeletal deformations. Potential neonatal adverse effects
include skull hypoplasia, anuria, hypotension, renal failure, and death. When pregnancy is detected,
discontinue Edarbi as soon as possible [see Use in Specific Populations (8.1)].

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
(e.g., 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
Drug Interactions (7), 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.
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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 six months; of these, 588 were treated for
at least one 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 Postmarketing Experience

The following adverse reactions have been identified during the postmarketing use of EDARBI. Because
these reactions are reported voluntarily from a population of uncertain size, it is not always possible to
reliably estimate their frequency or establish a causal relationship to drug exposure.

e Rash
e Pruritus

e Angioedema

7 DRUG INTERACTIONS

7.1  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, coadministration 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 |l receptor antagonists, including azilsartan, may be
attenuated by NSAIDs, including selective COX-2 inhibitors.

7.2 Dual Blockade of the Renin-Angiotensin System (RAS)

Dual blockade of the RAS with angiotensin receptor blockers, ACE inhibitors, or aliskiren is associated
with increased risks of hypotension, hyperkalemia, and changes in renal function (including acute renal
failure) compared to monotherapy. Most patients receiving the combination of two RAS inhibitors do not
obtain any additional benefit compared to monotherapy. In general, avoid combined use of RAS
inhibitors. Closely monitor blood pressure, renal function and electrolytes in patients on Edarbi and other
agents that affect the RAS.
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Do not coadminister aliskiren with Edarbi in patients with diabetes. Avoid use of aliskiren with Edarbi in
patients with renal impairment (GFR <60 mL/min).

7.3 Lithium

Increases in serum lithium concentrations and lithium toxicity have been reported during concomitant
administration of lithium with angiotensin Il receptor agonists. Monitor serum lithium levels during
concomitant use.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Edarbi can cause fetal harm when administered to a pregnant woman. Use of drugs that act on the
renin-angiotensin system during the second and third trimesters of pregnancy reduces fetal renal
function and increases fetal and neonatal morbidity and death (see Clinical Considerations). Most
epidemiologic studies examining fetal abnormalities after exposure to antihypertensive use in the first
trimester have not distinguished drugs affecting the renin-angiotensin system from other
antihypertensive agents.

When pregnancy is detected, discontinue Edarbi as soon as possible.

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

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Hypertension in pregnancy increases the maternal risk for pre-eclampsia, gestational diabetes,
premature delivery, and delivery complications (e.g., need for cesarean section, and post-partum
hemorrhage). Hypertension increases the fetal risk for intrauterine growth restriction and intrauterine
death. Pregnant women with hypertension should be carefully monitored and managed accordingly.

Fetal/Neonatal adverse reactions

Oligohydramnios in pregnant women who use drugs affecting the renin-angiotensin system in the
second and third trimesters can result in the following: reduced fetal renal function leading to anuria and
renal failure, fetal lung hypoplasia, skeletal deformations, including skull hypoplasia, hypotension and
death.

Perform serial ultrasound examinations to assess the intra-amniotic environment. Fetal testing may be
appropriate, based on the week of pregnancy. Patients and physicians should be aware, however, that
oligohydramnios may not appear until after the fetus has sustained irreversible injury.

Closely observe infants with histories of in utero exposure to Edarbi for hypotension, oliguria, and
hyperkalemia. In neonates with a history of in utero exposure to Edarbi, if oliguria or hypotension occurs,
support blood pressure and renal perfusion. Exchange transfusions or dialysis may be required as a
means of reversing hypotension and/or substituting for disordered renal function.

Data
Animal Data
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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-
Il also was not teratogenic in rats or rabbits at doses up to 3000 mg M-ll/kg/day. Azilsartan crossed the
placenta and was found in the fetuses of pregnant rats and was excreted into the milk of lactating rats.

8.2 Lactation

Risk Summary

There is limited information regarding the presence of azilsartan in human milk, the effects on the
breastfed infant, or the effects on milk production. Azilsartan is present in rat milk. Because of the
potential for adverse effects on the nursing infant, advise a nursing woman that breastfeeding is not
recommended during treatment with Edarbi.

8.4 Pediatric Use
Safety and effectiveness in pediatric patients 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 seven 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 an angiotensin Il receptor blocker.

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-ox0-1,3-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.
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Its empirical formula is C3oH23KN4Os and its structural formula is:

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 Il is formed from angiotensin | in a reaction catalyzed by angiotensin-converting enzymes
(ACE, kinase II). Angiotensin Il 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 medoxomil is an

orally administered prodrug that is rapidly converted by esterases

during absorption to the active moiety, azilsartan. Azilsartan blocks the vasoconstrictor and aldosterone-
secreting effects of angiotensin Il by selectively blocking the binding of angiotensin Il to the AT 1 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 AT2 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 1 receptor
than for the ATz 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 1), 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
angiotensin | and Il concentrations and plasma renin activity increased while plasma

Reference ID: 4571534



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 16 L. 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-I, and the minor metabolite is formed by decarboxylation,
referred to as metabolite M-1. 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 five days, and no accumulation in plasma
occurs with repeated once-daily dosing.

Specific 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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Drugq 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.

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 two-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-Il was not carcinogenic when assessed in 26-
week Tg.rasH2 mouse and two-year rat studies. The highest doses tested (approximately 8000 mg M-
lI/kg/day [males] and 11,000 mg M-ll/kg/day [females] in the mouse and 1000 mg M-Il/kg/day [males]
and up to 3000 mg M-Il/kg/day [females] in the rat) produced exposures that are, on average, about 30
(mice) and seven (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-hour 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 medoxomil’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-Il/kg/day.

14 CLINICAL STUDIES

The antihypertensive effects of Edarbi have been demonstrated in a total of seven double-blind,
randomized studies, which included five placebo-controlled and four active comparator-controlled
studies (not mutually exclusive). The studies ranged from six weeks to six 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.

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
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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.

Weeks (mm Hg)

Table 1. Placebo Corrected Mean Change from Baseline in Systolic/Diastolic Blood Pressure at 6

Study 1 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
157.4/92.5) 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/-7.1 -12.1/-7.7
Edarbi 80 mg -14.9/-7.5 -14.3/-9.4 -15.5/-8.6 -13.2/-7.9
Olmesartan 40 mg -11.4/-5.3 -11.7/-7.7 -12.8/-7.1 -11.2/-7.0
Valsartan 320 mg -9.5/-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 two 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 60631-xxx-xx
Bottle/30

40 mg 040-30

80 mg 080-30

Storage

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

Advise the patient to read the FDA-approved patient labeling (Patient Information)

Pregnancy

Tell female patients of childbearing potential about the consequences of exposure to Edarbi during
pregnancy. Discuss treatment options with women planning to become pregnant. Tell patients to report
pregnancies to their physicians as soon as possible.
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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?

e Edarbi can cause harm or death to your unborn baby.

e Talk to your doctor about other ways to lower your blood pressure if you plan to become pregnant.

e If you become pregnant while taking Edarbi, tell your doctor right away. Your doctor may switch you
to a different medicine to treat your high 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 | tell my doctor before taking Edarbi?
Before you take Edarbi, tell your doctor if you:
e 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.

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.

e Edarbi can be taken with or without food.

e |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:

e Harm or death to your unborn fetus if taken in the second or third trimester. See “What is the
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most important information | should know about Edarbi?”
e 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?
e Store Edarbi at 59°F to 86°F (15°C to 30°C).

e Store Edarbi in the original container that you received from your pharmacist or doctor. Do not put
Edarbi into a different container.

o 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 1-866-516-4950.

What is high blood pressure (hypertension)?
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, hydroxypropyl cellulose, croscarmellose
sodium, microcrystalline cellulose, and magnesium stearate.

Manufactured by:
ukedn

Ireland

Manufactured for:
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ANNEX'I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Edarbi 20 mg tablets

Edarbi 40 mg tablets

Edarbi 80 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Edarbi 20 mq tablets
Each tablet contains 20 mg of azilsartan medoxomil (as potassium).

Edarbi 40 mq tablets
Each tablet contains 40 mg of azilsartan medoxomil (as potassium).

Edarbi 80 mq tablets
Each tablet contains 80 mg of azilsartan medoxomil (as potassium).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Tablet.
Edarbi 20 mq tablets

White to nearly white round tablets, 6.0 mm in diameter, debossed “ASL” on one side and “20” on the
other.

Edarbi 40 mq tablets
White to nearly white round tablets, 7.6 mm in diameter, debossed “ASL” on one side and “40” on the
other.

Edarbi 80 mq tablets
White to nearly white round tablets, 9.6 mm in diameter, debossed “ASL” on one side and “80” on the
other.

4, CLINICAL PARTICULARS

4.1 Therapeutic indications

Edarbi is indicated for the treatment of essential hypertension in adults.
4.2 Posology and method of administration

Posology

The recommended starting dose is 40 mg once daily. The dose may be increased to a maximum of
80 mg once daily for patients whose blood pressure is not adequately controlled at the lower dose.

Near-maximal antihypertensive effect is evident at 2 weeks, with maximal effects attained by
4 weeks.

If blood pressure is not adequately controlled with Edarbi alone, additional blood pressure reduction
can be achieved when this treatment is coadministered with other antihypertensive medicinal
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products, including diuretics (such as chlortalidone and hydrochlorothiazide) and calcium channel
blockers (see sections 4.3, 4.4, 4.5 and 5.1).

Special populations

Elderly (65 years and over)

No initial dose adjustment with Edarbi is necessary in elderly patients (see section 5.2), although
consideration can be given to 20 mg as a starting dose in the very elderly (> 75 years), who may be at
risk of hypotension.

Renal impairment

Caution should be exercised in hypertensive patients with severe renal impairment and end stage renal
disease as there is no experience of use of Edarbi in these patients (see sections 4.4 and 5.2).
Hemodialysis does not remove azilsartan from the systemic circulation.

No dose adjustment is required in patients with mild or moderate renal impairment.

Hepatic impairment

Edarbi has not been studied in patients with severe hepatic impairment and therefore its use is not
recommended in this patient group (see sections 4.4 and 5.2).

As there is limited experience of use of Edarbi in patients with mild to moderate hepatic impairment
close monitoring is recommended and consideration should be given to 20 mg as a starting dose (see
section 5.2).

Intravascular volume depletion

For patients with possible depletion of intravascular volume or salt depletion (e.g. patients with
vomiting, diarrhoea or taking high doses of diuretics), Edarbi should be initiated under close medical
supervision and consideration can be given to 20 mg as a starting dose (see section 4.4).

Black population

No dose adjustment is required in the black population, although smaller reductions in blood pressure
are observed compared with a non-black population (see section 5.1). This generally has been true for
other angiotensin Il receptor (AT1) antagonists and angiotensin-converting enzyme inhibitors.
Consequently, uptitration of Edarbi and concomitant therapy may be needed more frequently for
blood pressure control in black patients.

Paediatric population

The safety and efficacy of Edarbi in children and adolescents aged 0 to < 18 years have not yet been
established.

No data are available.

Method of administration

Edarbi is for oral use and may be taken with or without food (see section 5.2).
4.3 Contraindications

- Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

- Second and third trimester of pregnancy (see sections 4.4 and 4.6).

- The concomitant use of Edarbi with aliskiren-containing products is contraindicated in patients with
diabetes mellitus or renal impairment (GFR < 60 mL/min/1.73m?) (see sections 4.5 and 5.1).

4.4 Special warnings and precautions for use
Activated renin-angiotensin-aldosterone system (RAAS)

In patients whose vascular tone and renal function depend predominantly on the activity of the RAAS
(e.g. patients with congestive heart failure, severe renal impairment or renal artery stenosis), treatment
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with medicinal products that affect this system, such as angiotensin-converting enzyme (ACE)
inhibitors and angiotensin Il receptor antagonists, has been associated with acute hypotension,
azotaemia, oliguria or, rarely, acute renal failure. The possibility of similar effects cannot be excluded
with Edarbi.

Caution should be exercised in hypertensive patients with severe renal impairment, congestive heart
failure or renal artery stenosis, as there is no experience of use of Edarbi in these patients (see
sections 4.2 and 5.2).

Excessive blood pressure decreases in patients with ischaemic cardiomyopathy or ischaemic
cerebrovascular disease could result in a myocardial infarction or stroke.

Dual blockade of the RAAS

There is evidence that the concomitant use of ACE-inhibitors, angiotensin Il receptor blockers or
aliskiren increases the risk of hypotension, hyperkalaemia and decreased renal function (including
acute renal failure). Dual blockade of RAAS through the combined use of ACE-inhibitors,
angiotensin Il receptor blockers or aliskiren is therefore not recommended (see sections 4.5 and 5.1).
If dual blockade therapy is considered absolutely necessary, this should only occur under specialist
supervision and subject to frequent close monitoring of renal function, electrolytes and blood
pressure.

ACE-inhibitors and angiotensin 1l receptor blockers should not be used concomitantly in patients with
diabetic nephropathy.

Kidney transplantation
There is currently no experience on the use of Edarbi in patients who have recently undergone kidney
transplantation.

Hepatic impairment
Edarbi has not been studied in patients with severe hepatic impairment and therefore its use is not
recommended in this patient group (see sections 4.2 and 5.2).

Hypotension in volume- and /or salt-depleted patients

In patients with marked volume- and/or salt-depletion (e.g. patients with vomiting, diarrhoea or taking
high doses of diuretics) symptomatic hypotension could occur after initiation of treatment with
Edarbi. Hypovolemia should be corrected prior to administration of Edarbi, or the treatment should
start under close medical supervision, and consideration can be given to a starting dose of 20 mg.

Primary hyperaldosteronism

Patients with primary hyperaldosteronism generally will not respond to antihypertensive medicinal
products acting through inhibition of the RAAS. Therefore, the use of Edarbi is not recommended in
these patients.

Hyperkalaemia
Based on experience with the use of other medicinal products that affect the RAAS, concomitant use

of Edarbi with potassium-sparing diuretics, potassium supplements, salt substitutes containing
potassium, or other medicinal products that may increase potassium levels (e.g. heparin) may lead to
increases in serum potassium in hypertensive patients (see section 4.5). In the elderly, in patients with
renal insufficiency, in diabetic patients and/or in patients with other co-morbidities, the risk of
hyperkalaemia, which may be fatal, is increased. Monitoring of potassium should be undertaken as
appropriate.

Aortic and mitral valve stenosis, obstructive hypertrophic cardiomyopathy
Special caution is indicated in patients suffering from aortic or mitral valve stenosis, or hypertrophic
obstructive cardiomyopathy (HOCM).




Pregnancy
Angiotensin Il receptor antagonists should not be initiated during pregnancy. Unless continued

angiotensin Il receptor antagonist therapy is considered essential, patients planning pregnancy should
be changed to alternative antihypertensive treatments which have an established safety profile for use
in pregnancy. When pregnancy is diagnosed, treatment with angiotensin Il receptor antagonists should
be stopped immediately, and, if appropriate, alternative therapy should be started (see sections 4.3
and 4.6).

Lithium
As with other angiotensin Il receptor antagonists the combination of lithium and Edarbi is not
recommended (see section 4.5).

Edarbi contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per tablet, that is to say essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Concomitant use not recommended

Lithium

Reversible increases in serum lithium concentrations and toxicity have been reported during
concurrent use of lithium and angiotensin-converting enzyme inhibitors. A similar effect may occur
with angiotensin Il receptor antagonists. Due to the lack of experience with concomitant use of
azilsartan medoxomil and lithium, this combination is not recommended. If the combination proves
necessary, careful monitoring of serum lithium levels is recommended.

Caution required with concomitant use

Non-steroidal anti-inflammatory drugs (NSAIDs), including selective COX-2 inhibitors,
acetylsalicylic acid (> 3 g/day), and non-selective NSAIDs

When angiotensin Il receptor antagonists are administered simultaneously with NSAIDs (i.e. selective
COX-2 inhibitors, acetylsalicylic acid (> 3 g/day) and non-selective NSAIDSs), attenuation of the
antihypertensive effect may occur. Furthermore, concomitant use of angiotensin Il receptor
antagonists and NSAIDs may lead to an increased risk of worsening of renal function and an increase
in serum potassium. Therefore, adequate hydration and monitoring of renal function at the beginning
of the treatment are recommended.

Potassium-sparing diuretics, potassium supplements, salt substitutes containing potassium and other
substances that may increase potassium levels

Concomitant use of potassium-sparing diuretics, potassium supplements, salt substitutes containing
potassium, or other medicinal products (e.g. heparin) may increase potassium levels. Monitoring of
serum potassium should be undertaken as appropriate (see section 4.4).

Additional information

Clinical trial data has shown that dual blockade of the RAAS through the combined use of
ACE-inhibitors, angiotensin Il receptor blockers or aliskiren is associated with a higher frequency of
adverse events such as hypotension, hyperkalaemia and decreased renal function (including acute
renal failure) compared to the use of a single RAAS-acting agent (see sections 4.3, 4.4 and 5.1).

No clinically significant interactions have been reported in studies of azilsartan medoxomil or
azilsartan given with amlodipine, antacids, chlortalidone, digoxin, fluconazole, glyburide,
ketoconazole, metformin, and warfarin.



Azilsartan medoxomil is rapidly hydrolysed to the active moiety azilsartan by esterases in the
gastrointestinal tract and/or during drug absorption (see section 5.2). In vitro studies indicated that
interactions based on esterase inhibition are unlikely.

4.6  Fertility, pregnancy and lactation

Pregnancy

The use of angiotensin Il receptor antagonists is not recommended during the first trimester of
pregnancy (see section 4.4).

The use of angiotensin Il receptor antagonists is contraindicated during the second and third trimester
of pregnancy (see sections 4.3 and 4.4).

There are no data from the use of azilsartan medoxomil in pregnant women. Studies in animals have
shown reproductive toxicity (see section 5.3).

Epidemiological evidence regarding the risk of teratogenicity following exposure to angiotensin
converting enzyme inhibitors during the first trimester of pregnancy has not been conclusive;
however, a small increase in risk cannot be excluded. Whilst there are no controlled epidemiological
data on the risk with angiotensin Il receptor antagonists, similar risks may exist for this class of
medicinal products. Unless continued angiotensin Il receptor antagonist therapy is considered
essential, patients planning pregnancy should be changed to alternative anti-hypertensive treatments
which have an established safety profile for use in pregnancy. When pregnancy is diagnosed,
treatment with angiotensin 1l receptor antagonists should be stopped immediately and, if appropriate,
alternative therapy should be started.

Exposure to angiotensin Il receptor antagonist therapy during the second and third trimesters is known
to induce human fetotoxicity (decreased renal function, oligohydramnios, skull ossification
retardation) and neonatal toxicity (renal failure, hypotension, hyperkalaemia) (see section 5.3).

Should exposure to angiotensin Il receptor antagonists have occurred from the second trimester of
pregnancy, ultrasound check of renal function and skull is recommended.

Infants whose mothers have taken Angiotensin Il receptor antagonists should be closely observed for
hypotension (see sections 4.3 and 4.4).

Breast-feeding
Because no information is available regarding the use of azilsartan medoxomil during breastfeeding,

Edarbi is not recommended and alternative treatments with better established safety profiles during
breastfeeding are preferable, especially while breast-feeding a newborn or preterm infant.

Fertility

No data are available on the effect of azilsartan medoxomil on human fertility. Nonclinical studies
demonstrated that azilsartan did not appear to affect male or female fertility in the rat (see

section 5.3).

4.7  Effects on ability to drive and use machines

Azilsartan medoxomil has no or negligible influence on the ability to drive and use machines.
However it should be taken into account that occasionally dizziness or tiredness may occur.




4.8 Undesirable effects

Summary of the safety profile

Edarbi at doses of 20, 40 or 80 mg has been evaluated for safety in clinical studies in patients treated
for up to 56 weeks. In these clinical studies, adverse reactions associated with treatment with Edarbi
were mostly mild or moderate, with an overall incidence similar to placebo. The most common
adverse reaction was dizziness. The incidence of adverse reactions with this treatment was not
affected by gender, age, or race. Adverse reactions were reported at a similar frequency for the Edarbi
20 mg dose as with the 40 and 80 mg doses in one placebo controlled study.

Tabulated list of adverse reactions

Adverse reactions based on pooled data (40 and 80 mg doses) are listed below according to system
organ class and preferred terms. These are ranked by frequency, using the following convention: very
common (> 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1,000 to < 1/100);

rare (> 1/10,000 to < 1/1,000); very rare (< 1/10,000), including isolated reports. Within each
frequency grouping, adverse reactions are presented in order of decreasing seriousness.

System organ class Frequency Adverse reaction
Nervous system disorders Common Dizziness
Vascular disorders Uncommon Hypotension
Gastrointestinal disorders Common Diarrhoea
Uncommon Nausea
Skin and subcutaneous tissue | Uncommon Rash, pruritus
disorders Rare Angioedema
Musculoskeletal and Uncommon Muscle spasms
connective tissue disorders
General disorders and Uncommon Fatigue
administration site conditions Peripheral oedema
Investigations Common Blood creatine phosphokinase increased
Uncommon Blood creatinine increased
Blood uric acid increased / Hyperuricemia

Description of selected adverse reactions
When Edarbi was coadministered with chlortalidone, the frequencies of blood creatinine increased
and hypotension were increased from uncommon to common.

When Edarbi was coadministered with amlodipine, the frequency of peripheral oedema was increased
from uncommon to common, but was lower than amlodipine alone.

Investigations

Serum creatinine

The incidence of elevations in serum creatinine following treatment with Edarbi was similar to
placebo in the randomised placebo-controlled monotherapy studies. Coadministration of Edarbi with
diuretics, such as chlortalidone, resulted in a greater incidence of creatinine elevations, an observation
consistent with that of other angiotensin Il receptor antagonists and angiotensin converting enzyme
inhibitors. The elevations in serum creatinine during coadminstiration of Edarbi with diuretics were
associated with larger blood pressure reductions compared with a single medicinal product. Many of
these elevations were transient or nonprogressive while subjects continued to receive treatment.
Following discontinuation of treatment, the majority of the elevations that had not resolved during
treatment were reversible, with the creatinine levels of most subjects returning to baseline or near-
baseline values.




Uric acid
Small mean increases of serum uric acid were observed with Edarbi (10.8 umol/l) compared with
placebo (4.3 umol/l).

Hemoglobin and hematocrit

Small decreases in hemoglobin and hematocrit (mean decreases of approximately 3 g/l and 1 volume
percent, respectively) were observed in placebo-controlled monotherapy studies. This effect is also
seen with other inhibitors of the RAAS.

Reporting of suspected adverse reactions

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

listed in Appendix V.

49 Overdose

Symptoms
Based on pharmacological considerations, the main manifestation of an overdose is likely to be

symptomatic hypotension and dizziness. During controlled clinical studies in healthy subjects, once
daily doses up to 320 mg of azilsartan medoxomil were administered for 7 days and were well
tolerated.

Management
If symptomatic hypotension should occur, supportive treatment should be instituted and vital signs

monitored.

Azilsartan is not removed by dialysis.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Agents acting on the renin-angiotensin system, angiotensin Il antagonists,
plain, ATC Code: CO9CAQ9.

Mechanism of action

Azilsartan medoxomil is an orally active prodrug that is rapidly converted to the active moiety,
azilsartan, which selectively antagonises the effects of angiotensin Il by blocking its binding to the
AT receptor in multiple tissues (see section 5.2). Angiotensin Il is the principal pressor agent of the
RAAS, with effects that include vasoconstriction, stimulation of synthesis and release of aldosterone,
cardiac stimulation, and renal reabsorption of sodium.

Blockade of the AT receptor inhibits the negative regulatory feedback of angiotensin Il on renin
secretion, but the resulting increases in plasma renin activity and angiotensin Il circulating levels do
not overcome the antihypertensive effect of azilsartan.

Essential hypertension

In seven double blind controlled studies, a total of 5,941 patients (3,672 given Edarbi, 801 given
placebo, and 1,468 given active comparator) were evaluated. Overall, 51% of patients were male and
26% were 65 years or older (5% > 75 years); 67% were white and 19% were black.

Edarbi was compared with placebo and active comparators in two 6 week randomised, double blind
studies. Blood pressure reductions compared with placebo based on 24 hour mean blood pressure by
ambulatory blood pressure monitoring (ABPM) and clinic blood pressure measurements at trough are
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shown in the table below for both studies. Additionally, Edarbi 80 mg resulted in significantly greater
reductions in SBP than the highest approved doses of olmesartan medoxomil and valsartan.

Placebo Edarbi Edarbi Edarbi OLM-M | Valsartan
20 mg 40 mg# 80 mg# 40 mg# 320 mg#

Primary end point:
24 Hour Mean SBP: LS Mean Change from Baseline (BL) to Week 6 (mm Hg)

Study 1
Change fromBL | -14 | -122* | -135* [ -146*t | -126 | -
Study 2
Change fromBL | -0.3 | - | -134* | -145*t | -120 | -102

Key Secondary End Point:
Clinic SBP: LS Mean Change from Baseline (BL) to Week 6 (mm Hg) (LOCF)

Study 1
Change fromBL | -21 | -143* | -145* | -176* | -149 | -
Study 2
Change fromBL | -18 | - | -164*t | -167*t | -132 | -11.3

OLM-M = olmesartan medoxomil, LS = least squares, LOCF = last observation carried forward

* Significant difference vs. Placebo at 0.05 level within the framework of the step-wise analysis

t Significant difference vs. Comparator(s) at 0.05 level within the framework of the step-wise
analysis

# Maximum dose achieved in study 2. Doses were force-titrated at Week 2 from 20 to 40 mg
and 40 to 80 mg for Edarbi, and 20 to 40 mg and 160 to 320 mg, respectively, for olmesartan
medoxomil and valsartan

In these two studies, clinically important and most common adverse events included dizziness,
headache and dyslipidemia. For Edarbi, olmesartan medoxomil and valsartan, respectively dizziness
was observed at an incidence of 3.0%, 3.3% and 1.8%; headache at 4.8%, 5.5% and 7.6% and
dyslipidemia at 3.5%, 2.4% and 1.1%.

In active-comparator studies with either valsartan or ramipril, the blood-pressure-lowering effect with
Edarbi was sustained during long-term treatment. Edarbi had a lower incidence of cough (1.2%)
compared with ramipril (8.2%).

The antihypertensive effect of azilsartan medoxomil occurred within the first 2 weeks of dosing with
the full effect achieved by 4 weeks. The blood pressure lowering effect of azilsartan medoxomil was
also maintained throughout the 24 hour dosing interval. The placebo-corrected trough-to-peak ratios
for SBP and DBP were approximately 80% or higher.

Rebound hypertension was not observed following abrupt cessation of Edarbi therapy after 6 months
of treatment.

No overall differences in safety and effectiveness were observed between elderly patients and younger
patients, but greater sensitivity to blood pressure lowering effects in some elderly individuals cannot
be ruled out (see section 4.2). As with other angiotensin Il receptor antagonists and angiotensin
converting enzyme inhibitors the antihypertensive effect was lower in black patients (usually a low-
renin population).

Coadministration of Edarbi 40 and 80 mg with a calcium channel blocker (amlodipine) or a thiazide-
type diuretic (chlortalidone) resulted in additional blood pressure reductions compared with the other
antinypertensive alone. Dose dependent adverse events including dizziness, hypotension and serum
creatinine elevations were more frequent with diuretic coadministration compared with Edarbi alone,
while hypokalemia was less frequent compared with diuretic alone.



Beneficial effects of Edarbi on mortality and cardiovascular morbidity and target organ damage are
currently unknown.

Effect on cardiac repolarisation

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

Additional information

Two large randomised, controlled trials (ONTARGET (ONgoing Telmisartan Alone and in
combination with Ramipril Global Endpoint Trial) and VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes)) have examined the use of the combination of an ACE-inhibitor with an
angiotensin Il receptor blocker.

ONTARGET was a study conducted in patients with a history of cardiovascular or cerebrovascular
disease, or type 2 diabetes mellitus accompanied by evidence of end-organ damage.
VA NEPHRON-D was a study in patients with type 2 diabetes mellitus and diabetic nephropathy.

These studies have shown no significant beneficial effect on renal and/or cardiovascular outcomes
and mortality, while an increased risk of hyperkalaemia, acute kidney injury and/or hypotension as
compared to monotherapy was observed. Given their similar pharmacodynamic properties, these
results are also relevant for other ACE-inhibitors and angiotensin Il receptor blockers.

ACE inhibitors and angiotensin Il receptor blockers should therefore not be used concomitantly in
patients with diabetic nephropathy.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
was a study designed to test the benefit of adding aliskiren to a standard therapy of an ACE inhibitor
or an angiotensin Il receptor blocker in patients with type 2 diabetes mellitus and chronic kidney
disease, cardiovascular disease, or both. The study was terminated early because of an increased risk
of adverse outcomes. Cardiovascular death and stroke were both numerically more frequent in the
aliskiren group than in the placebo group and adverse events and serious adverse events of interest
(hyperkalaemia, hypotension and renal dysfunction) were more frequently reported in the aliskiren
group than in the placebo group.

Paediatric population

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

5.2 Pharmacokinetic properties

Following oral administration, azilsartan medoxomil is rapidly hydrolyzed to the active moiety
azilsartan in the gastrointestinal tract and/or during absorption. Based on in vitro studies,
carboxymethylenebutenolidase is involved in the hydrolysis in the intestine and liver. In addition,
plasma esterases are involved in the hydrolysis of azilsartan medoxomil to azilsartan.

Absorption
The estimated absolute oral bioavailability of azilsartan medoxomil based on plasma levels of

azilsartan 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 (see section 4.2).
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Distribution

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

Biotransformation

Azilsartan is metabolised to two primary metabolites. The major metabolite in plasma is formed by O-
dealkylation, referred to as metabolite M-11, 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% that of azilsartan, respectively. M-1 and M-Il do not contribute
to the pharmacologic activity of azilsartan medoxomil. The major enzyme responsible for azilsartan
metabolism is CYP2C9.

Elimination

Following an oral dose of *C-labelled azilsartan medoxomil, approximately 55% of radioactivity was
recovered in faeces 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.

Linearity/non-linearity
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.

Characteristics in specific groups of patients

Paediatric population
The pharmacokinetics of azilsartan have not been studied in children under 18 years of age.

Older people
Pharmacokinetics of azilsartan do not differ significantly between young (age range 18-45 years) and
elderly (age range 65-85 years) patients.

Renal impairment

In patients with mild, moderate, and severe renal impairment azilsartan total exposure (AUC) was
+30%, +25% and +95% increased. No increase (+5%) was observed in end-stage renal disease
patients who were dialysed. However, there is no clinical experience in patients with severe renal
impairment or end stage renal disease (see section 4.2). Hemodialysis does not remove azilsartan from
the systemic circulation.

Hepatic impairment

Administration of Edarbi for up to 5 days in subjects with mild (Child-Pugh A) or moderate
(Child-Pugh B) hepatic impairment resulted in slight increase in azilsartan exposure (AUC increased
by 1.3 to 1.6 fold, see section 4.2). Edarbi has not been studied in patients with severe hepatic
impairment.

Gender
Pharmacokinetics of azilsartan do not differ significantly between males and females. No dose
adjustment is necessary based on gender.

Race

Pharmacokinetics of azilsartan do not differ significantly between black and white populations. No
dose adjustment is necessary based on race.
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5.3 Preclinical safety data

In preclinical safety studies, azilsartan medoxomil and M-I1, the major human metabolite, were
examined for repeated-dose toxicity, reproduction toxicity, mutagenicity and carcinogenicity.

In the repeated-dose toxicity studies, doses producing exposure comparable to that in the clinical
therapeutic range caused reduced red cell parameters, changes in the kidney and renal
haemodynamics, as well as increased serum potassium in normotensive animals. These effects, which
were prevented by oral saline supplementation, do not have clinical significance in treatment of
hypertension.

In rats and dogs, increased plasma renin activity and hypertrophy/hyperplasia of the renal
juxtaglomerular cells were observed. These changes, also a class effect of angiotensin converting
enzyme inhibitors and other angiotensin Il receptor antagonists, do not appear to have clinical
significance.

Azilsartan and M-II crossed the placenta and were found in the fetuses of pregnant rats and were
excreted into the milk of lactating rats. In the reproduction toxicity studies, there were no effects on
male or female fertility. There is no evidence of a teratogenic effect, but animal studies indicated
some hazardous potential to the postnatal development of the offspring such as lower body weight, a
slight delay in physical development (delayed incisor eruption, pinna detachment, eye opening), and
higher mortality.

Azilsartan and M-Il showed no evidence of mutagenicity and relevant clastogenic activity in in vitro
studies and no evidence of carcinogenicity in rats and mice.
6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Mannitol (E 421)

Fumaric acid (E 297)

Sodium hydroxide

Hydroxypropylcellulose (E 463)

Croscarmellose sodium

Microcrystalline cellulose (E 460)

Magnesium stearate (E 572)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4  Special precautions for storage

Store in the original package in order to protect from light and moisture.
This medicinal product does not require any special temperature storage conditions.
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6.5 Nature and contents of container
Aluminum blisters

Pack sizes:

14, 28, 56 or 98 tablets; or

Aluminum blisters integrated with desiccant.
Pack sizes:

14, 28, 30, 56, 90 or 98 tablets.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Takeda Pharma A/S
Delta Park 45

2665 Vallensbaek Strand
Denmark

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/11/734/001 14 tablets
EU/1/11/734/002 28 tablets
EU/1/11/734/012 30 tablets
EU/1/11/734/003 56 tablets
EU/1/11/734/013 90 tablets
EU/1/11/734/004 98 tablets
EU/1/11/734/005 14 tablets
EU/1/11/734/006 28 tablets
EU/1/11/734/014 30 tablets
EU/1/11/734/007 56 tablets
EU/1/11/734/015 90 tablets
EU/1/11/734/008 98 tablets
EU/1/11/734/016 14 tablets
EU/1/11/734/009 28 tablets
EU/1/11/734/017 30 tablets
EU/1/11/734/010 56 tablets
EU/1/11/734/018 90 tablets
EU/1/11/734/011 98 tablets
EU/1/11/734/019 14 tablets
EU/1/11/734/020 28 tablets
EU/1/11/734/021 56 tablets
EU/1/11/734/022 98 tablets
EU/1/11/734/023 14 tablets
EU/1/11/734/024 28 tablets
EU/1/11/734/025 56 tablets
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EU/1/11/734/026 98 tablets
EU/1/11/734/027 14 tablets
EU/1/11/734/028 28 tablets
EU/1/11/734/029 56 tablets
EU/1/11/734/030 98 tablets

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 7 December 2011
Date of latest renewal:14 November 2016

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX 11
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE
CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

Takeda Ireland Ltd.
Bray Business Park
Kilruddery

Co Wicklow
Ireland

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic safety update reports (PSURS)

The requirements for submission of PSURs for this medicinal product are set out in the list of Union
reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC and any
subsequent updates published on the European medicines web-portal.

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

o Risk management plan (RMP)

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

An updated RMP should be submitted:
¢ At the request of the European Medicines Agency;
o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX 111

LABELLING AND PACKAGE LEAFLET
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A. LABELLING

18



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Carton

1. NAME OF THE MEDICINAL PRODUCT

Edarbi 20 mg tablets
azilsartan medoxomil

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 20 mg azilsartan medoxomil (as potassium)

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

14 tablets
28 tablets
30 tablets
56 tablets
90 tablets
98 tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use.

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

Keep out of the sight and reach of children.

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

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in the original package in order to protect from light and moisture.

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharma A/S
Delta Park 45

2665 Vallensbaek Strand
Denmark

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/11/734/001 14 tablets
EU/1/11/734/002 28 tablets
EU/1/11/734/012 30 tablets
EU/1/11/734/003 56 tablets
EU/1/11/734/013 90 tablets
EU/1/11/734/004 98 tablets
EU/1/11/734/019 14 tablets
EU/1/11/734/020 28 tablets
EU/1/11/734/021 56 tablets
EU/1/11/734/022 98 tablets

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Edarbi 20 mg

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.
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‘ 18.  UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

Blister

1. NAME OF THE MEDICINAL PRODUCT

Edarbi 20 mg tablets
azilsartan medoxomil

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Takeda Logo

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Carton

1. NAME OF THE MEDICINAL PRODUCT

Edarbi 40 mg tablets
azilsartan medoxomil

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 40 mg azilsartan medoxomil (as potassium)

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

14 tablets
28 tablets
30 tablets
56 tablets
90 tablets
98 tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use.

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

Keep out of the sight and reach of children.

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

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original package in order to protect from light and moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharma A/S
Delta Park 45

2665 Vallensbaek Strand
Denmark

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/11/734/005 14 tablets
EU/1/11/734/006 28 tablets
EU/1/11/734/014 30 tablets
EU/1/11/734/007 56 tablets
EU/1/11/734/015 90 tablets
EU/1/11/734/008 98 tablets
EU/1/11/734/023 14 tablets
EU/1/11/734/024 28 tablets
EU/1/11/734/025 56 tablets
EU/1/11/734/026 98 tablets

13. BATCH NUMBER

Lot

14.  GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Edarbi 40 mg

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.
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‘ 18.  UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}

MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

Blister

1. NAME OF THE MEDICINAL PRODUCT

Edarbi 40 mg tablets
azilsartan medoxomil

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Takeda Logo

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Carton

1. NAME OF THE MEDICINAL PRODUCT

Edarbi 80 mg tablets
azilsartan medoxomil

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 80 mg azilsartan medoxomil (as potassium)

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

14 tablets
28 tablets
30 tablets
56 tablets
90 tablets
98 tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use.

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

Keep out of the sight and reach of children.

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

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original package in order to protect from light and moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharma A/S
Delta Park 45

2665 Vallensbaek Strand
Denmark

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/11/734/016 14 tablets
EU/1/11/734/009 28 tablets
EU/1/11/734/017 30 tablets
EU/1/11/734/010 56 tablets
EU/1/11/734/018 90 tablets
EU/1/11/734/011 98 tablets
EU/1/11/734/027 14 tablets
EU/1/11/734/028 28 tablets
EU/1/11/734/029 56 tablets
EU/1/11/734/030 98 tablets

13. BATCH NUMBER

Lot

14.  GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Edarbi 80 mg

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.
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‘ 18.  UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}

MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

Blister

1. NAME OF THE MEDICINAL PRODUCT

Edarbi 80 mg tablets
azilsartan medoxomil

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Takeda Logo

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Edarbi 20 mg tablets
Edarbi 40 mg tablets
Edarbi 80 mg tablets
azilsartan medoxomil

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

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

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

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

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

What is in this leaflet

AN

1.

What Edarbi is and what it is used for

What you need to know before you take Edarbi
How to take Edarbi

Possible side effects

How to store Edarbi

Contents of the pack and other information

What Edarbi is and what it is used for

Edarbi contains an active substance called azilsartan medoxomil and belongs to a class of medicines
called angiotensin Il receptor antagonists (AIIRAS). Angiotensin Il is a substance which occurs
naturally in the body and which causes the blood vessels to tighten, therefore increasing your blood
pressure. Edarbi blocks this effect so that the blood vessels relax, which helps lower your blood
pressure.

This medicine is used for treating high blood pressure (essential hypertension) in adult patients (over
18 years of age).

A reduction in your blood pressure will be measureable within 2 weeks of initiation of treatment and
the full effect of your dose will be observed by 4 weeks.

2.

What you need to know before you take Edarbi

Do NOT take Edarbi if you

are allergic to azilsartan medoxomil or any of the other ingredients of this medicine (listed in
section 6).

are more than 3 months pregnant. (It is also better to avoid this medicine in early
pregnancy - see pregnancy section).

have diabetes or impaired kidney function and you are treated with a blood pressure lowering
medicine containing aliskiren.

Warnings and precautions
Talk to your doctor before taking Edarbi, especially if you

have kidney problems.
are on dialysis or had a recent kidney transplant.
have severe liver disease.
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- have heart problems (including heart failure, recent heart attack).

- have ever had a stroke.

- have low blood pressure or feel dizzy or lightheaded.

- are vomiting, have recently had severe vomiting, or have diarrhoea.

- have raised levels of potassium in your blood (as shown in blood tests).

- have a disease of the adrenal gland called primary hyperaldosteronism.

- have been told that you have a narrowing of the valves in your heart (called “aortic or mitral
valve stenosis”) or that the thickness of your heart muscle is abnormally increased (called
“obstructive hypertrophic cardiomyopathy™).

- are taking any of the following medicines used to treat high blood pressure:

0 an ACE-inhibitor (for example enalapril, lisinopril, ramipril), in particular if you have
diabetes-related kidney problems.
o aliskiren.

Your doctor may check your kidney function, blood pressure, and the amount of electrolytes (e.g.
potassium) in your blood at regular intervals.

See also information under the heading “Do not take Edarbi”.

You must tell your doctor if you think you are (or might become) pregnant. Edarbi is not
recommended in early pregnancy, and must NOT be taken if you are more than 3 months pregnant, as
it may cause serious harm to your baby if used at that stage (see section "Pregnancy section and
breast-feeding"). Edarbi may be less effective in lowering the blood pressure in black patients.

Children and adolescents
There is limited data on the use of Edarbi in children or adolescents under 18 years of age. Therefore,
this medicine should not be given to children or adolescents.

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

Edarbi can affect the way some other medicines work and some medicines can have an effect on
Edarbi.

In particular, tell your doctor if you are taking any of the following medicines:

- Lithium (a medicine for mental health problems)

- Non-steroidal anti-inflammatory drugs (NSAIDSs), such as ibuprofen, diclofenac or celecoxib
(medicines to relieve pain and inflammation)

- Acetylsalicyclic acid if taking more than 3 g per day (medicine to relieve pain and
inflammation)

- Medicines that increase the amount of potassium in your blood; these include potassium
supplements, potassium-sparing medicines (certain ‘water tablets’) or salt substitutes
containing potassium

- Heparin (a medicine for thinning the blood)

- Diuretics (water tablets)

- Aliskiren or other medicines to lower your blood pressure (angiotensin converting enzyme
inhibitor or angiotensin Il receptor blocker, such as enalapril, lisinopril, ramipril or valsartan,
telmisartan, irbesartan).

Your doctor may need to change your dose and/or to take other precautions if you are taking an
ACE-inhibitor or aliskiren (see also information under the headings “Do not take Edarbi” and
“Warnings and precautions™).

Pregnancy and breast-feeding

Pregnancy
You must tell your doctor if you think you are (or might become) pregnant. Your doctor will normally
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advise you to stop taking this medicine before you become pregnant or as soon as you know you are
pregnant and will advise you to take another medicine instead of Edarbi.

Edarbi is not recommended in early pregnancy, and must NOT be taken when more than 3 months
pregnant, as it may cause serious harm to your baby if used after the third month of pregnancy.

Breast-feeding
Tell your doctor if you are breast-feeding. Edarbi is not recommended for mothers who are breast-

feeding, and your doctor may choose another treatment for you if you wish to breast-feed, especially
if your baby is newborn, or was born prematurely.

Driving and using machines

Edarbi is unlikely to have an effect on driving or using machines. However some people may feel
tired or dizzy when taking this medicine and if this happens to you, do not drive or use any tools or
machines.

Edarbi contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per tablet, that is to say essentially
‘sodium-free’.

3. How to take Edarbi

Always take this medicine exactly as your doctor has told you. Check with your doctor or pharmacist
if you are not sure. It is important to keep taking Edarbi every day at the same time.

Edarbi is for oral use. Take the tablet with plenty of water.

You can take this medicine with or without food.

- The usual starting dose is 40 mg once a day. Your doctor may increase this dose to a maximum
of 80 mg once a day depending on blood pressure response.

- For patients such as the very elderly (75 years and above) your doctor may recommend a lower
starting dose of 20 mg once a day.

- If you suffer from mild or moderate liver disease your doctor may recommend a lower starting
dose of 20 mg once a day.

- For patients who recently have lost body fluids e.g. through vomiting or diarrhoea, or by taking
water tablets, your doctor may recommend a lower starting dose of 20 mg once a day.

- If you suffer from other coexisting illnesses such as severe kidney disease or heart failure your
doctor will decide on the most appropriate starting dose.

If you take more Edarbi than you should
If you take too many tablets, or if someone else takes your medicine, contact your doctor immediately.
You may feel faint or dizzy if you have taken more than you should.

If you forget to take Edarbi
Do not take a double dose to make up for a forgotten dose. Just take the next dose at the usual time.

If you stop taking Edarbi
If you stop taking Edarbi, your blood pressure may increase again. Therefore do not stop taking
Edarbi without first talking to your doctor about alternative treatment options.

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

4, Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.
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Stop taking Edarbi and seek medical help immediately if you have any of the following allergic

reactions, which occur rarely (may affect up to 1 in 1,000 people):

- Difficulties in breathing, or swallowing, or swelling of the face, lips, tongue and/or throat
(angioedema)

- Itching of the skin with raised lumps.

Other possible side effects include:

Common side effects (may affect up to 1 in 10 people):

- Dizziness

- Diarrhoea

- Increased blood creatine phosphokinase (an indicator of muscle damage).

Uncommon side effects (may affect up to 1 in 100 people):

- Low blood pressure, which may make you feel faint or dizzy

- Feeling tired

- Swelling of the hands, ankles or feet (peripheral oedema)

- Skin rash and itching

- Nausea

- Muscle spasms

- Increased serum creatinine in the blood (an indicator of kidney function)
- Increased uric acid in the blood.

Rare side effects (may affect up to 1 in 1,000 people):
- Changes in blood test results including decreased levels of a protein in the red blood cells
(haemoglobin).

When Edarbi is taken with chlortalidone (a water tablet), higher levels of certain chemicals in
the blood (such as creatinine), which are indicators of kidney function, have been seen
commonly (in less than 1 in 10 users), and low blood pressure is also common.

Swelling of the hands, ankles or feet is more common (in less than 1 in 10 users) when Edarbi is
taken with amlodipine (a calcium channel blocker for treating hypertension) than when Edarbi is
taken alone (less than 1 in 100 users). The frequency of this effect is highest when amlodipine is
taken alone.

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system
listed in Appendix V. By reporting side effects you can help provide more information on the safety
of this medicine.

5. How to store Edarbi

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

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

Store Edarbi in the original package in order to protect it from light and moisture.
This medicine does not require any special temperature storage conditions.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
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6. Contents of the pack and other information

What Edarbi contains

- The active substance is azilsartan medoxomil (as potassium).

Edarbi 20 mg: Each tablet contains 20 mg azilsartan medoxomil (as potassium)
Edarbi 40 mg: Each tablet contains 40 mg azilsartan medoxomil (as potassium)
Edarbi 80 mg: Each tablet contains 80 mg azilsartan medoxomil (as potassium)

- The other ingredients are mannitol, fumaric acid, sodium hydroxide, hydroxypropylcellulose,
croscarmellose sodium, microcrystalline cellulose, and magnesium stearate.

What Edarbi looks like and contents of the pack

The tablets are white round debossed with “ASL” on one side and either “20”, “40” or “80” on the
other.

Edarbi is provided in blisters with either 14 tablets or 15 tablets in cartons containing 14, 28, 56 or
98 tablets and blisters integrated with desiccant with either 14 tablets or 15 tablets in cartons
containing 14, 28, 30, 56, 90 or 98 tablets.

Not all pack sizes may be marketed.

Marketing Authorisation Holder and Manufacturer
Marketing Authorisation Holder:
Takeda Pharma A/S, Delta Park 45, 2665 Vallensbaek Strand, Denmark

Manufacturer:
Takeda Ireland Limited, Bray Business Park, Kilruddery, Co. Wicklow, Ireland

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

Belgié/Belgique/Belgien Lietuva

Takeda Belgium Takeda UAB

Tél/Tel: +32 2 464 06 11 Tel: +370 521 09 070

takeda-belgium@takeda.com

Bouarapus Luxembourg/Luxemburg

Takena bearapus Takeda Belgium

Ten.: +359 2 958 27 36; +359 2 958 15 29 Tél/Tel: +32 2 464 06 11
takeda-belgium@takeda.com

Ceska republika Magyarorszag

Takeda Pharmaceuticals Czech Republic s.r.o Takeda Pharma Kft.

Tel: +420 234 722 722 Tel.: +361 2707030

Danmark Malta

Takeda Pharma A/S Takeda Italia S.p.A.

TIf: +4546 77 11 11 Tel: +39 06 5026 01

Deutschland Nederland

Takeda GmbH Takeda Nederland bv

Tel: +49 (0) 800 825 3325 Tel: +31 20 203 5492

medinfoEMEA@takeda.com medinfoEMEA@takeda.com
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Eesti Norge

Takeda Pharma AS Takeda AS

Tel: +372 6177 669 TIf: + 47 6676 3030
infonorge@takeda.com

E)Mada Osterreich

BIANEZ A.E. Takeda Pharma Ges.m.b.H.

TnA: +30 21080 09 111 120 Tel: +43 (0) 800-20 80 50

Espafia Polska

Takeda Farmacéutica Espafia S.A Takeda Pharma sp. z o.0.

Tel: +34 917 90 42 22 Tel.: +48 22 608 13 00

spain@takeda.com

France Portugal

Takeda France SAS Tecnimede - Sociedade Técnico-Medicinal, S.A

Tél: +33 1 40 67 33 00 Tel: +351 21 041 41 00

medinfoEMEA@takeda.com dmed.fv@tecnimede.pt

Hrvatska Romaénia

Takeda Pharmaceuticals Croatia d.o.o. Takeda Pharmaceuticals SRL

Tel: +385 1 377 88 96 Tel: +40 21 33503 91

Ireland Slovenija

Takeda Products Ireland Limited Takeda GmbH, PodruZnica Slovenija

Tel: +44 (0) 1628 537 900 Tel: +386 (0) 59 082 480

Island Slovenska republika

Vistor hf. Takeda Pharmaceuticals Slovakia s.r.o

Simi: +354 535 7000 Tel: +421 (2) 20 602 600

vistor@vistor.is

Italia Suomi/Finland

Takeda Italia S.p.A. Takeda Oy

Tel: +39 06 5026 01 Puh/Tel: +358 20 746 5000

Kbnpog Sverige

Takeda Pharma A/S Takeda Pharma AB

Tnk: +4546 77 11 11 Tel: + 46 8 731 28 00
infosweden@takeda.com

Latvija United Kingdom

Takeda Latvia SIA Takeda UK Ltd

Tel: +371 67840082 Tel: +44 (0) 1628 537 900

This leaflet was last revised in {MM/YYYY}.
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu
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ANLE[T]

BADSAOHEM & g U<, MEER TN S 0, BALEMICBT 2 AEHRSIIAETHD (5.1
HEZH) , LT, thoT oo T v DR (AT) #HEEST v UF T o3 RS
FHEHEICOWTH, 2B TITED,

D7, BNBEOMEEHITIL, Edarbi OMiE & OF FIFRIEDS X 0 BB E & 72 2 ATREMEDS
Hb,

NEEE
0 B D 18 AT D/ NE K OVF T IT 5 Edarbi D222 K OVEZIEIIHENT STy,
T—427 L,

551k
Edarbi IR N GHTHY . BFEOFMICEGRRSIRATHIZ LN TX S B2HEHR) |

438X
—  Edarbi OB LY. XIiE 6.1 IR TR O VTINS5 5 W EUE,
- R OB Q4 TEKL D 4.6 HBR)




1.6 HEICETHERAREFICEHT LEH HEAELMIEH®RASH
TAK-536 (/hR)

— BRI T BEEREREE  (GFR <60 mL/%y/1.73 m%) A BT AHRE TIE, Edarbi £ 7Y AF L2
GEHRMLOFHIIEAERETH S @SHELOS1HESR) |

44 BRLGEERVERLDOEE

E kL= - T oA T v - TIV R AT % (RAAS)

M BRIRE K OV BEREADY . 1T RAAS DIEMEITIKTE L TW D EE (D oMb DA 4, HE OB MR
s U IB BRI A AT HRER L) 1. T IoFT v o EHEESE (ACE) EEE DT v
THAT U WRFREGEER Y RAAS ICHE L RT T EEG OGN, ArHEmE, &mER
MAE, ZIR, XUTFIICEPEB AR A L BE L T\ 5, Edarbi (I22oW T, REEDOIER O FREM: 134T
ETERU,

HEOBEERTE., 5 oMt Oore, ITBBARKAEZ AT 25 Sl EEE Tl Edarbi O
BRIS72NZ), THOOBRFICITERICKRSG T2 @2HEES2HESMR) |

ok LA O A S U R AR A o 77 [ 55 A A 9 2 FBF IS B8 T, IR O IMEAR T & 0 O B ZE RN
KRR T H255038 5,

RAAS @ _H kT

ACE HESE, 7o V47 v WA RBHEIT VAR Lo Lot HIC L 5, RILE, &
U o AMGER ORI T (BB ARL2E2ET) O RS ERERTIETVARH L, Z07
W, ACE [LEFE, 70T v v I ZFEAERFSUIT U AF Lo L OFFHIC K 5 RAAS D
HERTIHERE SNy WS THKE NS5 HER)

CEEWTRIES RN E L B X DN DHGEIE, FEMEORE T ToAFEM L, BikRE, S,
KO EE, HBEICEBRIELS =4 Y 7452 L, BRBMEBIELZ AT 5 HREICIZ, ACE [i5E
LT o OHT v WRREREGEEZ PTG L w2 &,

B A
BUED E Z A, BBIHER O BHIZET % Edarbi O FHFREBRIT 220,

ApEE
BHIEDONTHERERE E A2 A+ HBE 255 L L7 Edarbi ORBRITFEE STV, ZDRFEE
iZ31F 5 Edarbi O IIHELE X 72y (A2 TR NS5 2 TASMR) |

IR O STy 23R L 72 /B 8 1T 2 (i

IR ESUTHE D 73 L < Lz (R, TRZ2AT 288, TmMHEOHIRA B G-+ o
B 72 &) TId Edarbi D 5-BARR I IEMMERILE A SRS 256 08 & 5, MK &8V JiE 13 Edarbi
BEANCMIET S, XIIHMELEZOER T TREGZBM L, BRGHREE LT20mg 2585
ZEIRTED,

FRMET IV R AT v UE
JEFEMEE T L RAT a EBRE L. L T, RAAS OFREIZ L W EHT ARBESKICKISE LAV,
L7eD3-> T, ZIHORBEITXT % Edarbi Off HIFHELE S 0720,




1.6 HEICETHERAREFICEHT LEH HEAELMIEH®RASH
TAK-536 (/hR)

AN IKiE

RAAS (28 % MAF T O EZ G OE AR 5. millEFE TN T, Edarbi & AU ¥ Lk
FERIREE, BV O LY T YA b BV U LEGHETLEERMG, HD0EIV ) U LAREA
ERSEDLERMEN O HDMOEES (~NY 2 E) OFFFIICEY . iED Y U AMED EHT D
ZENBD WSHEZW) o milmE, BAEZAT RS BIRREAT 088 KUVSUIMmo
OHFREZ AT HRATIE, BFEENLERY S5 5mA ) U LAMIED Y A7 BEINT 5, BHEITIST
THIVVLDE=Z) 727D &,

KBRS HZIE, (BIE TP IAE . PAFEPERN AL i e
REMIRS SUTEMEFIRAE . & 2 WITIERBPAZENE OFRE (HOCM) &A 9 5 BE IZITFRNI ek
ERLETH D,

TR

RPN T T v N Z R EEETER OB G2 LW &, T ot T v IZREE
FEPUROMG G DR AR Th 5 LR S0 R Y | IR Z Gl L TV B, R O
RICBET 22871 7 7 A VBHENL SN TV AOREBEBEERICET T 5 2 L, fHiREZBrE e
BElE, ToUAT v WRBAREREOR G AZEDICHIE L, MURGEA L. RIE A B
528 @3HEED46HSH) |

UF
o7 AT vy DR EEIEE EFERL, Y F v AL Edarbi OFFIFHERE S u7ewy (4.5 10
S

Edarbi IZ&FNDFT FU T A
AFEANL, 18EH72D 1 mmol KD F MU U2 (23mg) BEENTWDH, KEMIC KU D
L=7VY—] Thb,

45 OEER EOHEEERARUVZTOMOEEEHH

DA IFHERE < 7 vy

JF oA

UVFOLET VT oy CERRERAERO A G, AR mE ) F U LRED L5
FOFHEARESNTWD, 7o o4 T v v I ZFEREFERTHRBEOIER BN RET 25460
bDe 7T INY NG A REY IVEYTFTLAOHHRERN 2N D Z OFFHITHERE S fu7av,
DFARKETH D Z LA LSAT, MG U AREOEERE=4 1 V7R RIS,

OFHEE

HEX T 12 FHEGAAERE (NSAID)  (#EIREG COX-2 [ EH, 3g/H #8257 & F/L4 1 FIppk
CNFEEE IR NSAID 722 ~)

ToUHT v DA RS Z . NSAID (F7eb b, BIRE COX-2 FREHR, 7EF L4 U F
Mg (>3 g/R) KOFERRI) NSAID) & RIRFICE G35 & BRIEMEREETT 5 rREER H 5.




1.6 HEICETHERAREFICEHT LEH HEAELMIEH®RASH
TAK-536 (/hR)

T, TV T UV NZREEGE L NSAID OO LY . BRERENEAL T2, KO
VT LMEEROY A7 PHINT SRR D D, T D7D, 7Koo tite & G BRMhR O E
BEEDE=X2 U IR I NS,

U Y D ARIFIEFIRIE, 2V 0 AfG#GAY, 0V DA ZGH TSR, 2V DA E LRSS
W BLENDHSEDMDYE

TV T LREFFHERIREE, Y U LGHEHL D) U LEEAET 2 ERERAMS, IIMOERET (~
WY RE) AT LE. BV UAREN EAT 2580805, WBEIIELTHY U ADE=
ZYV T EITHZE GATESH)

BN

BRRARBRT — Z 6, RAAS MEHIBEHAIOM R & it LC, ACEFHEI, 7o o471
ZRMFEPER, SUIT U AF LU OPFAIC L D RAAS O “EERIC LY, KME, mh U v A
SE, ROVBHEREIR T (AMEBAR2E D) R EOAFFLZORBENE N LDRENTND (4.3
H, 44 HE D51 HESR)

TIONPNE AR INIIT NP IE %, Thaver HigsE, 7uirxl) R
vakxv . grafy—n FUTIUR Fhafy— L AMNKLIVKEOPILT Yk
DERES L2RBRIC W BRRMICEZE 2 B ERITRED Ty,

T UYL A REY I VE, MEENOZ AT 7 —BI2k 0, RO/ UYL FIZ, &
MARERTH LT NP NF D, HRNINKGfREND (52HEM) , Invitro B TIX, —
AT 7 —VHEICE S HEMEROREEMHITENZ E2VRER TV 5,

4.6 ZRhRE. FIRRUERE
R

RV O T > AT v v I BRSO T HELE S u7e vy (44 THSH)
HRFP IR ORI O T o T v I BEREREOGERHIIZAETH D QI3EHK D44 EHS
&)

o

TR Z G e Lin, TYOLPAE A REY I VOERICET 27— 2137220, Bk
IXAEFERIESRO DTS (S3TEBM) |

TR T o DA T o BRI E I A~ DIRBE R O, BAEED U XA 7 BT R T
BT U RTREFETIEZR WA, U A7 0D TR TE RN, T oA T v DR
FEPIHED U A 72T DR EIET — X 13720, 207 7 AOERMLIZFEED Y 27 H3 7
TETDAREMEDN D D, T VAT i v N BT ORGHR G- AT R T 5 & S 7z
VIR Y | HERZ FHE L OV S B, R OERICET 2 R8T e 7 7 A VDN ST
HRBBEEIRICETT D2 L, HREBWISNTHAIE, T UFT v v N2 FEETERO#&
BaESHIZHPIE L, @RS GIIRERIELRGT 52 &,

PRI R OGO T T v v T R RETUERRIE~OREEN . b MeRENE (BRI
T, FAREDE, BEEEEE) ROFAREE (BFrae, RimE, &0 U LAME) 2%
THIENHMLNTWD (S3HEBM)

FHRTP NS T v AT v TS R ARG LTS A 0L, B L QT OfS I R
BRI N D,




1.6 HEICETHERAREFICEHT LEH HEAELMIEH®RASH
TAK-536 (/hR)

BN T oA T o MR R ZIRA L7722 2283 2 AR, BRI EIC SOV THEZREL
BETHZLE WIHEMO44TESH) |

1324 w

TN E A KXY INVOFIFOMHERICET 2IERITE STV RN Td, BRIHAER X
W EER ORI S IX, Edarbi 1THERE SN T, RAFOLEMNET a7 7 A VBRI 0 BIFTh HER
BN E LU,

<G HE

TIONP LA LA REY IANE NOZRREEIC RIT T
ﬁuu}_puit%ﬁf . 7 //V'H‘/I/& ANET v l\@f@&U\ﬁkﬁ@"“ ﬁ
(53 IHZM) |

W

BT 27— 213G 6 Twian, I
REICH B2 RT S RN LaVREhTe

47 BSEOEER UBBIREICHT S8

TN L A RF Y IV A BN O RS & OB O BRIERE I ME TR, U, B
STHIKDOTNTHD, Ll FHSFEMED ENITRG PR D Z &2 BET HLERD
éo

48 8 F L < LVEMA

BT a7 7 A4 VOEL

B 56 MG Lz B 2 xtg & UT-ERRHBRIZE VT, Edarbi 20, 40, X1% 80 mg & D% 4
PERFHI SN TV D, 26 OEEFERBRICISUV T, Edarbi %512 B U 72 BIVE X AR5 3 i
XITHEETHY | EREARILT TR EFARETH o7z, b REBEEORIERITEEMED F
Thole, TORKICEDENWER ORI, Y, Fln, UIANEORELZ T ehoT, 1
o@fﬁtﬁﬁ%ﬁﬁmﬁwf\&mmxmg%ﬁfﬁ%énkﬂﬁm BEFEIE, 40 & TN 80 mg
B LFRRETHH-T-,

RIVEH—Fs

a7 —42 (HE40 KU 80 mg) IZHS < BIEM &2, &8 BRI K OBAGERNZ LU TR,
ZHiE, BLTF O E -V CHEERNCREIEIC R T b CRBEE (>1/10) | S8EE (>1/100~
<1/10) | fKHEE (>1/1,000~<1/100) . Fiv (>1/10,000~<1/1,000) . b TE4L (<1/10,000) (H
MOEEET) . FHEESENT, BWEHZBEEEO B VIEIC R T,

Z=E A jtﬁv\iﬁ R BIEH
P R b AR D E
1 A i A JEAiNES
H G E TR T
A HEL
B2 J M OVEZ T Rk P A I, Z D PEIE
Fih iIKEREAIGH
i B 4% SR M OV B kLR P S ipEsi]
— i - RHREEL O 5 OREE | KA G5
AN MR




1.6 SEIZH T HERKREFICET 2ER HEAELMIEH®RASH
TAK-536 (/hR)

Fife A A A e B M7 L7 F ok AR F—EHN
1A e ma 7 7 F =8

iy R R HE N/ v IR e L e

R E OENWEH DR

Edarbi #7 a/L# Y R O L7256, b2 V77 = B0 M OMBfn O B8 B HMERAREE > &
EEEE N LT,

Edarbi 27 A U E U EOFH Lz & & RIGMERIEO BB PRS2 O SIS L7223, 7
Ln U HAE g L TR o T2,

BRIR A

Mgz v7F=

EVEZAL 7 T & R e IR EEAIRIERBR IS B\ T, Edarbi 5% OIiE 27 L7 F = LR ORI,
7T RERBECH o7, Edarbi &7 mZ ) Ry EORREOHRIZEY, 7 LT F=>
FHOFBERN EF LR, ZOFRISOT v F T o v N ZR/RETEEST v oA T v
VEBFERAER L B LT\ D, HAIR GRS iR L C, Edarbi & FPRAIOOFH £ O 1L
VT F=UEERIE. MEOKRIERIET EBE#ERH -7, ZbD EROL X, &5k
(M IIFEITIECThH o T, G PR, BERITREIE CTh - 72 LA-ORIIT R T
B K OHERE TIE, 7 VT F=UfEDRR—R T A VEITIFIER =R T A VEIZR -T2,

bl
=

77 R (43 umol/L) L H# L C, Edarbi (10.8 umol/L) TIXMiKRIEIED FHEMEDHTH 7 |k
RO LN,

~NETa U EIANT AT Y v R

77 AR EAPRIERER BN T, N/ R BV KON N7 Uy RObT ) (FhE
YK 3 g/L. B OVEFE 1% D) BiRd bz, ZOERIE, fihd RAAS LERTHL AL
%o

BIEH OB O HE

EIHAMAREDOBEM OBV OBMENEETH L, ZHICKD, EFELONERT v BRI
7 U ADRKRIN T =2 ) TS ARE L Te D BERRAEEA L, ATk VISR T D ENRE S AT
L&t LIZAWER QR OGNSR s,

49 BEESE

SEAR

PR B LRI & | RGO ERERIT, EEMRIE, R OVREIES £V CTh L ArRerE
IE, R E 26 & LT REERRBRICB W T, TP ALZ A REY I LEREK
320mg 1 A 1B 7 AMEGEREOIFMEITIRGF TH -T2,

i

b




1.6 HEICETHERAREFICEHT LEH HEAELMIEH®RASH
TAK-536 (/hR)

JEBMEARIE N L2 E . XEPRIEZBRG L, "M ANV A 2T =H ) o TTDH T L,
TIONH LR T BT o TREINA,

5 ERIPHIE

5.1 RAFHIFFE

B V= - T UAT UV RERE, T U T v IR HBE, ATC 2 — R
CO9CA09,

eI

TUNPIHE A RRY IVE, ROFELAEERT 2 KT v 7 Th Y, REIZIEERKTH DT
NN ATEIND, T UNYIE T EEOMBBKIZ ISV T AT, B EA~OFE A & [HE
THZ LIk, TroUFT v T OERICRIRICHET 5 S2HBR) , 7o otT7 vy
Y IIIZ RAAS OFHERFEWE TH Y | MENHME, 7V FAT v OE & UK O, Ll
W, WNZTF R T LAOBEHRINZR EOIEREZET 5,

AT ZREOEILZ, V=032 7 v 4T v NOADOHET 7 4 — Ry 7 #E
THMN, MRELTHELIMFEL = AEEROT 4T vy T OmMPEEOEINL, 7L
P OREEEHZITHIET SO TIERU,

AN RENE (5 if S

7 OO _EERAEERBRICIH T, G5 5,941 Flo B (Bdarbi #5-3,672 i, 77 AR5 801
B, SEHHIREE G- 1,468 1) R ST, BIETERED S1%BBHETH Y | 26%03 65 kLl E (5%
WIS L) © HAR 67%,. BAN 19%TH-7=,

2 o0 6 HFEEA L " HEMRBRICIH\ T, Edarbi 2 7T &R OGS IR & Fl L7z, WiakER
DR T7T7RHCBT D HHRITE FIEE=% U > 7 (ABPM) TO 24 B4 i E & O 2= i+
HEIZEDICHE S, TR LB L MERT 2L N DORIZRT, £7-. Bdarbi 80 mg % 5-12
LU EKRENTVWAREHEDAILAFILE A REY I LR USILYLE b il LT, SBP
DHEBICKRE K F LK,

7R Edarbi Edarbi Edarbi OLM-M |V & v
20 mg 40 mg# 80 mg# 40 mg# 320 mg#

FEFHEE -
24 BFISE¥I SBP : X—X 54 (BL) 25 6 HE TOD LS FHE{L (mmHg)
AER 1

BL2ObDE | -14 | -122* | -135* | -146* | -126 | -
AR 2

BL2>bD% L | 03 | - | -134* | -145* [ -120 | -10.2
HERBIKRWFmIEE

IAEHIME : X—2F 42 (BL) 55 6#E TO LS FHZE{ (mmHg) (LOCF)
AR 1

BL2ObDZE | 21 [ -143* | -145* | -17.6* | -149 ] -
R 2
BL2bDZ%E | -18 | - | -164* | -167* | -132 ] -11.3

OLM-M=A /L A Y5 A R% YV I )b LS=t/N "3, LOCF=last observation carried forward
* o BERERIIHT OMSANT, 005 DLV TT TR EDHEEH Y
T BYBERIREHT O NT, 0.05 D L~LTRHRIEL il L CHEAEDH Y




1.6 HEICETHERAREFICEHT LEH HEAELMIEH®RASH
TAK-536 (/hR)

# PR 2 CERR SRR, 2 BIZ, Edarbi % 20 mg 225 40 mg, KT 40 mg 5 80 mg, AL AP K X KXY I v
KOSV )V 22 20 mg 725 40 mg, KOV 160 mg 7> & 320 mg (2RI Mg U7,

INHO 2R TIE, BRIICEE ., KHZ<ROLNTHEFFRIL. FEtEO £V, 58,
K OWRE BFE CTdh - 72, Edarbi, AV AP ILZ A K )b KOSV LA o Ot F
WORBLEIT, ZNZEN 3.0%. 33%KL N 1.8%, BURIIEILEI 4.8%, 5.5%M T 7.6%., NEHEEE
JEITZINZEI 3.5%, 24% LN 1.1%Th o7z,

L H L S ramipril DOV TV E W7 FEROG FGEAER Tk, R 54 & Edarbi ORI+
KD3FHRe L7-, Edarbi OHMROIEBLHR (1.2%) 1L, ramipril (8.2%) (ZH~TEN T2,
TONYNE A RERY IVOREENRITRG% 2 BRUNICRD G, 4 BHELINIZRE K2R
DO NTo, TN Z 2 RE Y IVOREEER T, 24 FEF O # 5-fIfE 28 U CHERF Sz,
77 2R THIE L7z SBP X UNDBP @ k7 7/8— 7 i3I 80%LL ETHh -7z,

6 » HRE]O# 5%, Edarbi DRM G TIZE DV AT v REMEITRD biviehroTo,

B EE EAERFEOM T, BEMKOEIMEIC RN ZITRO Do T2y, —Eo Ekn
FCIIBEENRICK T DN EN D SIFHEETERY G2HEBHR) , o7 IFT v
0 ZREETIE R OT 4T v AR ER L Rk, BABE (EFIKL = %EH)
TIEREER R AME > T2,
&mmm&@&mg&wwyvAﬁfﬁ(TAHVHV)Xi%?yFiﬂm%(ﬁmw&UP
V) OHFHIZR Y, oOBEEBEAIOSA LHEL T, S LRLMEE TR b, FEE
biw\ﬁﬁf&@ﬁm&v7%:/%m&&®%$Wﬁé®ﬁ$$%®%ﬁ¢i FPREEBEH]
5> J5 7% Edarbi BEAIR G L 0 b o 7208, 1R U v AUIE O 38 LR 3R fR 3K B A G 1 0
HiK)» o 77,

FECH, DA ERER, R OMERIREREE (2595 Edarbi O A2 20 R1%, BIED L Z AR
HTH 5,

DO MR St 9 % B

T UM A RE Y IVMEERERE O QT/QTe MR & it K St % rlREMEZ 595 729
Qw@mﬂﬁﬁ%%imbkoTVw%w&yfF%yi»m3mmyaﬁuﬁmf\QWQR%
It E DT T v R3O Lo T,

IBNNTE

2 DRI 72 A 2 L bl ER [ONTARGET (ONgoing Telmisartan Alone and combination with
Ramipril Global Endpoint Trial) 75} O VA NEPHRON-D &% (The Veterans Affairs Nephropathy in
Diabetes) ] TiX, 72 VA7 v IRENRETUER & ACE RO R S,
ONTARGET &R 1, /L8 PRSI B RB OREEE 2 A 5 88 . UIRMGEREOT &
T U AT 2R R AT % BE 2RI LB TH o 72, VANEPHRON-D (T, 2 kR
i R OBE PRI ER IEZ AT 2B 2R L LIciBRCTh o7,
ZO2RBRTIE, BAO/ UILMERDT 7 b LR OFECRITHT D0 BB R RITRE
D ORI, BAEE S LT, mh Y v AE, SEEEE, KO/ UHEMED Y

10



1.6 HEICETHERAREFICEHT LEH HEAELMIEH®RASH
TAK-536 (/hR)

A7 BEIMHDFE BT BV FHFRFER L L TWD 2 E 2B ET 5 & 2 b OfE RO ACE
FLES K VT AT v v 2 BRFEHERIC B 5,

L7z COBERIBIERIEZ AT 2 BEICIT ACE HEK L 7o U7 v v v T Z RIEFEHUIE % OF
HihLanz &,

ALTITUDE & (O E & B REOFME B 2 Az, 2 BERFICK T 57V AF Lo
ﬁ%)ﬁﬁ@@%ﬁ%\bm%ﬁ%\X@%@ﬁﬁ%éﬁ?é2£%ﬁf%ﬁ%ﬁ%&bT\ME
PSR ILT AT v v N BRI X DR A~OT ) A% L EREOFEMEE
BEET D L 2T A v Sl cholz, ARBRIIAEERT U NI LDY AZHEMOT-dH Ik
ST, DMEELOMAEFIE, WIS 7 TR L CT U A L U BECHEEE DS EUER)
Zm<, AFEFS, KOERTAREHEERAEFSR (G0 Y U LME, R K O B RekEE
DOBEEEIL, TUVAFLUBERT T ERELY bEoT,

/N
RO = AT I, S IIEO/NRER DO — DL EDOE M 2 %4 & L 7= Edarbi O FRERAE R DFEH
BEHEERE LTS UNR~OFHICTET 21 RIZ 42 AZR) |

5.2 EMEEBFHEE

TONYNE A RRY VTR AR G%, HEE N ROV AT IR DNTINAK i S i,
SRR TH DT OV F 2K T 5, Invitto REBOFERNS, INVRXFAF LT T )
)&—tﬁ%&UHM®MK MEICEET 5, o, TOAPFALZ LA RRY ILDOT NPl
Z o SOIRGIRCMSE T 2T 7 — BN 532,

W

MAEFRT DAY NS AREICIHESNTHEESIND, T UONTLHE A RE Y I LOMERtaRE N
AFT_ATEVT 41F. F60%ThHhbD, TUNTILE ARSI ROKBEGHE., 1.5~3 K
INIZ, 7OonY 2 B RIRE (Cpad (ZENET D, BFIEIT OV AT DN FT
RA TV T IZEBERIF S 2HEZH) |

ﬁ

M

SNV DB TRERIFFI N6 L Th 5, 7UOAYZ U ibEEr (g7 7 2 )
kmg_%éﬁé(www HESEFH B CRET D IREE A B2 2 MiEh 7 O 2 v
RETIE, BAMAGEN—ETH D,

FEIRNZEAL
TVw%w&VMR%énf20@%%&%%K@60mﬁ¢@$£ﬁ%%mo%7w%wmm
L ARSI (R M-ID | SEREIIIURERIC L v ks (KB M-I . & MZE

féz%ﬁ%%&vﬁiﬁﬁ%®iﬁ%*aj:%M%MT/w%w&/@ﬁﬁm&Uq%ﬁﬁf
HoToo MAAKOM-ILIZT PP A RS Y I VOEBERICES Ly, 7oL La s
ORFNCEE 575 FEREEHR L CYP2C9 TH D,

HE

11



1.6 HEICETHERAREFICEHT LEH HEAELMIEH®RASH
TAK-536 (/hR)

MCAERR T DN BE A R Y IAOROREGH%, HEREOK 55%MNHFT, £ 42%03 R
FIUN S 30, BEED 15%03 7 Pz b UTRPICHEN S Nz, 7 Vv & o O
IR 1R, B2 V7 7 A3 23ml/0Th b, 7T UAP A TS BUNIZEFIRIEIZ
L, 1 H 1 RIKERSICX DM OERITA T,

BRI FERRIENE

TIONAINE A KRR Y L0 R E#BH 20 mg~320 mg & HA X XKERGHZOT O v
IR O H SIS ER S vz,

RrE D BFREIC B T 2 R

VYo il

18 AT D /NI T BT VYL & o O ENRE TG S TR0,

B

FHERE (i 18~45 %) &l BRE (R 65~85 m%) OT VIV E L OEYEREICH EE
ESAAN

B nE e 2

WRHE, AR ROEE OB ELZ AT HRETIX, T UMV AZ L ORIRERE (AUC) 23,
FNENA30%, +25%. KUHIS%IEM L7z, BT &% T CTWDRIIBREZ A3 588 Cld, ¥
I (+#5%) 1RO behotz, LinL, HEBKEREEZAT2BELOKREBELEEZAETS
BEICBT DRI G2 HBM) , 7T UL T, MRS TIEEFEEREN S HRE
Enen,

Vi

¥ (Child-Pugh A) SUXH%EE (Child-Pugh B) DOIFHEREREE 243 2 #8R# ~D Edarbi D
S HEBGIZE D, TN Z UgEERNDT NI L7 (AUC 23 1.3 f5~1.6 5880, 4.2
HEMR) , HEEOMIERE 26T 5 BE 2458 L Lz Edarbi OFBRITE S TR,

i3

TONYNE o OEYEREIL, BAMTHEEEITRV, MINCES < HEREIIRETH S,
N

TN oy EREE, BAERE A ANEROB THEEEIZRV, ANEICES HE
IIRETH D,

i

53 EBRKREZLHET—4

R 2 MR T, TV A Z A 2 Y IR SOLEENRHEY TH D M-I O KE#
Gk, AN, A RFEMEROD AR Z BRET LTz,

AE B G ERBRICI\WT, BRI E FAREOIRFEEN S L2 HE TR, EXWMEEYwIC
BWTC, R T A =X OIKT, BEOBMITEIREOZ(L, WNCIMFE D U 7 LMED EH-HG8
D HNTz, T b OERITABEEE/KOR OMifEIC L0 Hl Sz, mEORRIZI VT
IRIEFRIT R,

7w MO XTIE, M L= AREO AR OB R ERISHIAE O IERABIZ ST O Hiviz, Z
NODEAIZX, T VFT v O EREERAERL MO T O F T v N F RO 7
TAPRTHLH Y, BRNICEE T/ 2WEB 5N,
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1.6 HEICETHERAREFICEHT LEH HEAELMIEH®RASH
TAK-536 (/hR)

T VNI E O M- AR A s L %%7/F®H _mwan RHT v FOHAAHFIC

Pee S iz, AT AE MR Tl MEOZIRRE~DORBITE D bR o T, WATEER

DT BTV ATFBD HIVTVIRNA, %%ﬁﬁfi\ﬁ%E HIRRSEED D F 0B IE (Yt

W OIEIE, HAOFIBE, BAIR) | SVETHERE | MAERO AR OFREICH E RTINS R

ST,

TN R RO M-HL V., in vitro FRBRIZ IV T, BREFME N Ok By S RIEEo = v v
ITRET, 7y PR T RZBWTHAFMEZ RIS 2o Tz,

6. JHIZF R %

6.1 FMY—E

~r = F—/ (E421)

7~ )L (E297)

Kb F ~U oL

E ReXxsoritlro—R (E463)
I AR AT—AF R 7L
WL — 2 (B460)

277 ) Ui~ 7 %7 N (E572)

2EEEE
éfb

rum

6.3 HXhEAM
34

6.4 REFICEAT 2B GER
K ONBRARET D720, TOBREOFFRETHZ &
AREIED TR RIBERFREZ LB L LR,

6.5 AFRDEEFRURAEY

TV = L PTP Ak

WA X

14 $E, 28 $E, 56 $E 1% 98 £E, Xi%

WA S5 T v 2 =7 A PTP ik
BEES A X

14 §&, 28 B, 30 B&, 56 H&, 90 HE 1% 98 &

T RTOWEY A ARSI TN D DT TIEAR,

6.6 BEICEAT 2R GEE
ReRl 72 AR IT R0,
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1.6 HEICETHERAREFICEHT LEH HEAELMIEH®RASH
TAK-536 (/hR)

1TEEMRFERINGE
Takeda Pharma A/S

Delta Park 45

2665 Vallensbaek Strand

Denmark

8.RITEREES

EU/1/11/734/001 14 §&
EU/1/11/734/002 28 §&
EU/1/11/734/012 30 %&
EU/1/11/734/003 56 %
EU/1/11/734/013 90 %
EU/1/11/734/004 98 %
EU/1/11/734/005 14 %
EU/1/11/734/006 28 %
EU/1/11/734/014 30 $&
EU/1/11/734/007 56 $&
EU/1/11/734/015 90 §&
EU/1/11/734/008 98 $&
EU/1/11/734/016 14 §&
EU/1/11/734/009 28 §&
EU/1/11/734/017 30 %
EU/1/11/734/010 56 %
EU/1/11/734/018 90 %
EU/1/11/734/011 98 %&
EU/1/11/734/019 14 %
EU/1/11/734/020 28 %
EU/1/11/734/021 56 §&
EU/1/11/734/022 98 §&
EU/1/11/734/023 14 §&
EU/1/11/734/024 28 §&
EU/1/11/734/025 56 §&
EU/1/11/734/026 98 §&
EU/1/11/734/027 14 %&
EU/1/11/734/028 28 %
EU/1/11/734/029 56 %
EU/1/11/734/030 98 %

9. EARH/ABEHA
WIEKEEH 2011 412 H 7 A
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16 MNEICB T HERAKREICET 288 REER T Lkt
TAK-536 (/MR)

WHEHEEH - 2016 4211 A 14 H

10.AXEDOHRETH
Edarbi (ZBH9 2 3MfEHIE. BOMNEZST O 7 =791 b http://www.ema.europa.eu.|Z B = 41T

W5,
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17 AERNS—EBX KEZREHIREARMT
TAK-536 (/M)

17 R B R R B B ER oottt 2

171 BFERDL—EBFR (FOI/NEH,. —2—0O4 8. AILATFYH ODsE. T
ATLREE. AWRAUE., SHALTARE. TAFINUEE) e 2




1.7 AR A —ER

= 1.7-1

Jogooobuogooooo

SHILT 4 REE. T« A /\NV8)

BIERSR—ER (FUI/NEH, —2—0OF ., AILATYHI ODEE. 7ATLRE. 1ILRA VR,

WRFE4 |7 N 1% =a—n g Vg VAT v 7 ®0D §i T L AYE 248,12 | A R E O IINT 4 A T4 ANV
T U EE 25 mg,50 mg,100 mg 5 mg,10 mg,20 mg,40 mg 50 mg,100 mg,200 mg 20 mg,40 mg,80 mg 20 mg,40 mg,80 mg,
10 mg,20 mg,40 mg 160 mg
s | TUNPE gL HY TN FNAYFNE Y ARF|\HTHAE x| AP LT FNIPNE AV D
Y I ‘T
=it | REBIES TEERSE Ay st 5 =3k At RET SRS (VA X7 7 —~vHRE | ARV = VS| )NV T 4 R Ty —~
#t oA MRS Btk
ZNEE ST | I S & IS & I JEE & I JEE T IS & I EE & ML EE
BIES &I R OVER R & 9 W SRR M v R
2 RUBE RIS (235 1T 5 B IR BELAE (BE~ P
93 1 BHE fiE) ORFET, TUUA
T R TR R E R
OEE B Tl WA
ASCE | — 2021 4F 6 H 2020 F 1 H 2019 4E 5 H 2019 /£ 7 H 2020 £ 7 H 2020 £ 4 H
%= H

(&) 9€G-MVL

2 — W EEE L)

¥EH

EHE

Bo

u]

BSEHET



*20214F 6 He4ET (58 2
%1

i)
i)

20204 9 AT ( 00000000000ooon BAEERR) S
872149
25mg 50mg 100mg
AGREES | 22100AMX00387000 | 22100AMX00388000 | 22100AMX00232000
BR7EREIE 19984 8 A 20094 3 H
B - SRR A-I7V9I=R K~
BREAR - 34
3= 1
BAEFRA OYILIVAUDLEE
—1_|]5J®‘i1525mg
— ‘ Ark
=1=D& >/ s:50mg
1= it 00mg
MFERIES  FE—EMEONGEIC NU-LOTAN® Tablets 25mg, 50mg, 100 b,
DTS apiets Somg, >mg, TEmg - ORGANON
2. B2 (ROBE(CFESULENTE) 6. HERUAE
2.1 RFOB I UBBEOHERED 5 2 BE (RMEEAE

2.2 WRSIEIFIR LW AR e 0 & 5 4t [9.5 Sid]
23 HEGHBEEDH S HE [0.3.1 3]
24 7YRF LY EBRSHOBRBERE (720, oz
WEEZTo>TCHEBMEOIY Fu—LAELLABD
BEER) [10.1 2]

BEL. AT LY YA YL E LT25~50mg% 1 H1E
BOREGT 5, ob. Fin, ERICKDEEHERT 52, 1H
100mg % CHETX 5.
(BMENUEBRZH D 2BIBRKICH 1T DR IESIE)
B AT LY > H Y 74 E LT50mg# L H 1ERED
8535, 5B, MEMB%25%7551H100mgE CHRTE %,
EEL, BEOMEBRT2EITEZIhOH5BEETIE

3. #8ARL - MR N -
51 485 25mgh o5& GT 5.
PN EFECY L IEFEL T Py R 7. BERUBRCEBET 3R
25mg 50mg 100mg (BNERVEERES 2BHERRICH T BIERHIEEE)
B HARRS TvAy 774 KA RS, M7 L7 F= A HIE O REE & LT
iy 25mg \ 50mg 100mg 30% (HAHWidlmg/dL) BB LGS, RORIRESE
SRR, BAT LT 7 — LT > T L i, 1/ 2 L7 F = AEO SRS T L - B E O
g [P A EFEESTRELELE=Z, ETEX EEEASIES N BEE. WRH50RIRETIEEERT 5
" O—2, AFT7VYBI TRV L, BEFT . H Z&,
VFoNay e
3.2 BAIDIER 8. BB AR
DT (RIREEE)
Mg |07 S AT RS R =AY R 8.1 —BEDMEMT (&3 7R, BRI, WIRREES %
& REYE 1) £EITBEANSHOT, FARGHILEME (2
N I PR A SO : 2T L | i AR CMEOE=Y
- B | S ) > TEFHET B Lo ) )
5 - B 8.2 EMERICEDSKDF WV, 56DEDNHLLNEHIENDHS
DT, EIEE. ABHEOEESMEIRE S iRERET 5
B BRI E,
i 5 5V 8.3 FMHI2ABRIIHRE LRV ENEE LV, 7V VFTF VY
B - 11.0mm 2 M REREGARS O BE R, B ROFHFICL =
) Ef%:5.7mm | BEff:7.6mm | &% :7.5mm é‘;-;g‘%/ig;ggo/%d)?ﬂ]ﬂ{’ﬁﬁﬁk&émﬁ@[ﬁﬂ&ﬂi?%
SVE | % Q 8.4 KAIEEGHT Y VA7 > o IRERERAIRSRICE A
T RSO BR L IREND 5 b & OREND 5. IFHEE
MEZEMT 5% L, BEL ATV, BEARO SN
Wi @ @ (D AR5 R IET B4 YA LB RS O &
~ (BNERVEERES 28HERRICH T SIERFIEEE)
B :28mm | EE:33mm | 8 :44mm 8.5 AlMAHSONRT VDT, AAHSHILELN (K50
. : B AR L. TEk A LERE) ICRE S EET 5
ama-r| O o 960 OB IS C

4. FHREN [E3HER
O SIMmERE
O BIERUEBRZ RS 2BERKIC ST 2 TERAE B

5. EEX (FRRICEDHET 2ER
(BIERVEBRZ S 2BUERKC 513 2 1ERRIEBIE)

8.6 MiEH") VA EARUVMES LT F =V ERAPHSDNRT
WOT, KAFRSHIEM (BEHGE  2BMIE. %
Efe r AIERE) ICEAY YV AERCIEZ LT F= >
BOE=YY VT 2EMTH L

0. KENERZEIDZREICHT IR
9.1 GHIE - MEEEDNH 2 EE
9.1.1 mAIEEFIRXEDH D BREN EH B TEBIRKED D

BIEROCEAR RETLVT IV /7L 7F=2H300mg/g
Plk) 2&ftLaVwEFICBT 2 ARA OBEMER R T
mEh TV,

3FE

BRERPCEZ/ZVEH SN G 2RE ., FHIGE
352 &, BMRBOBDRRKESBEDETICLD
SREICEREZBLLSEL2BENSFH S,



9.1.2 §HYU Y LMEDES
R EROEB LV EHIBI SN 258 2RE, HAEIL8
22 & BAVYLAMEZEESEL2BZTNDDH 5,
T/, BRERE., 2V PO LVRROBRREICED
MEAY T LEPELRDPLTVEE TR, MEHY Y
AMEICERT S &, [9.2.1 2]

9.1.3 RIMEREEDH 5 EE
BEORESMILFERE2EEL., WELELIESB
ZTNBH 5,

9.1.4 BEIRIEEELATOERSE
KAl OBG 2 BB SHE L. BRI 25E513& %I
o2&, —BUEOMERTEZECTBEZNNH 5,
[11.1.5 8]

9.2 BikpEEEERE

9.2.1 EELBHEEESE (IWEIJ L 7F=>2.5mg/dLE) @
HBEE
BEBEZEMO TR EERICRE TSI L, AV T AM
FERHS5DONPLT WV, iz, BREOELIEZSBZ
NnH 5. [9.1.2 ZH]

9.2.2 MKEHPDEE
KA OBEG 2 ERENPSRIE L. HET 25513~
f152&. —BEOMERTEZREITBENNH S,
[11.1.5, 16.6.2 &Hg]

9.3 FrirERE=EEE

9.3.1 EELBIESEDHEE
BELARVWZ &, [2.3, 9.3.2 2E]

9.3.2 FFREEEN X ZDEEDH D EE (L. EERH
BEEDH B EEZIRL)

AEICBVT, BERAESEBELTCE - FEE0T7 L
I— )VHEFEAEBRETIIOTILY > OHKEE I ELE L.
Y ILE 2RO AR Y BEO MERIRENZNENMNS
EROK2MEC ERT A EPHE SN TV, [9.3.1 &
H]
9.5 1
IR TIER L T W ATREO S 5 I3 E Lan &
B S HICIEIRA I L 7258101, BB icikE 2k s
Lo BIRFHROKRMICARZEGT v 94T 0V VIRE
FEEFAZ G SN -RIMERED BE TEKBDE, BR -
FAEROFET, HEROKIME. BAL., ZHEEAE, HE
DOERA T CEGBDREIC & 5 & HEH S 15 U O FE.
HEHHROFTE., MOREARENHSDLNIEOREN D
%, [2.2 2]
9.6 123w
ALV ENEE LV, BWER (v ) THIHHRA
BITT 22 RESNTVS. T bORFERROEILY
1210~100mg/kg/H¥% 5 L7#B&Ic BV T, 100mg/kg/H
TERECOEEOEMARD 5Niz. Fio. FREGHTHE
ROBAEATRD 5, AGAER O HEM 8138 NGO liE
»55mg/kg/HTH 7212,
9.7 INR
N NR E LT BRRBIEER L T,

9.8 HnE

9.8.1 —HICABEBKESETRLTVSDT, BEORBICER
T5Z &,

9.8.2 BHENPOLHREEMBT AR EEEIIKRET S L, —
WICBEOREIHELL ZVESA TV, NEES
MPREIDI2BENDNH S,

90.8.3 Bl E COMRNEMEHREHIRT, aF Ly VR ALK
CBAEOMBTREPIETHREICHNTEY? - 7
[16.6.3 2]

10. t8E{ER
AT, EICEMRBBERF 2 0—LP450 2C9 (CYP2CI)
IC R DEEREICH 2 LR BIKICR# SN D,

10.1 HtREE HALBWLI L)

A E

BERRER - BT

W - fElRE T

TUAFL YV

SIYLVA
(FERRIRBE ICERT
G, 12712, fih
DOREEREZIT> T
LaBMEDI Y b
O—LAELLIAR
DEZEERL.)
[2.4 2]

FEBFEME Mz, B
[N =P RN il
FEXRMEMED Y X2
EmrmEshTw
Bo

L=y -7 rIF
TrYRBEEE
FEmshba
WP D2,

10.2 HEEE WHACEFEISRIL)

ANT 7R bFY
VAV 2R U

e BRI - $EETE | W - fElRET

AV LARFERR|MEA Y VL ER & h ) Y LEER
= AVTLMEZECT | PEBRT 2BZN

AU I 7y | BEANBH . NHB. BREE

MITLTLVE E0HBHEEFICIE
719 LHREHE] RICERIS &,
T]LHY T L T FAlET >~
TIIXT VI UE VEAT YU
BEERE A BREERKRCA
FUX M) LER U L BRI R
B - Al o 3FIGH D& &

ICIEBIcEET 5
Z&s

[11.1.5 ]

PR

MIPRBEEA - —i ko MRS % 2| F R B R AT TR R
Jut IR ZIBENDDHD, RZRITTVLEH
rUZaLXFT HORGEEBERE,S|ICIE V= VIEED
VRE Pl L. HMEITHHEETEL TV L EBE

B3RZITITS T &

BEL . KEINVE
LT,

TUAFL Y

BREEEE. ST L
IMFE B OMK I % 2 &
ITBENDH %, eGFR
A60mL/min/1.73m?
AR OB EEREEO H
BERENOT ) AF L
YEDOHRHIIDOWVWT
X, mELYEELR
WEHIISh256%
PrEtiras &,

FUIAFUIVE

HREESRIAE A

SHEEE SV Y
LIMFED V) R 7 ASHEN
THEDOMEND B,
o, BMEZEIY

L=y - 7rIF
Ty RHEEE
RAERE 5
BN B %o

AT O FEHER
FEA -
AV RAT T V%

BENDDH 5,
BEEERAPBEENS | TRy 750D
BEND DB, > D& REEER
& KEN OB
FEVER %2 W5 & 2
B[N D B,
BHESEILLTWAS|TORAY T Y
BETIE. SHICEBR oG BEEER
EANET2BZENAN|ICED., BOHEE
H5o WERTRTSH-0&

EZbN%,

UFTIL VF I LHEIRES|EKAOF Y T L
REEY) F 7 L NTWwa, MY F7 HEMERICED .
LBEEIIEETAIIVFILOERED
s ZrEEZOLN
TWb,
11. BWER

WROBWERASH 6bNBENHBDT. BELZTTITITWV.
BEISROSNHEICEERE 21T 5 42 St 2 UE %217

ST &
1.1 EXGEIEA

1M PFIT45F— (BHERH)
AREE, OWRER. FIT. EH2. RIREE, 259
AL BEEPHODNLEIENDH S,

11.1.2 MEFE BHEARR)

Wi, HFEOERPHSDLNEI ENDH S,

11.1.3 2EFFRSBIERTR (W3 h S HERH)

11.1.4 BRZE (BHEAH)

115 vavd, K B#HER (WIhLHEERH)
R MR, BEHAENSH S DbRHEICE, BEb5IC
WY RAEZITS 2 Eo [9.1.4, 9.2.2, 10.2 ]

11.1.6 EERIEHE (SHEEAEA)
AR, A, CKER., MARPRFIA 7oLy b
AR eI OMBHMBESY H 6 bhizBaIcid, &
EzdibU, @I2RLEZTS & £/, BRATRLAE
FEIC & 2B BEEOREICERT S &,

11.1.7 @AY LIAE BEEAH)

11.1.8 Bk (BHEARHA)
DEEHSE. DEMBEORBIRYHSDIDI L

- ENEI=N

BH%.



11.1.9 RIMEGRA BMEREAN M/IWREL (W9 NS SEEAR)
11.1.10 {RM¥E BHEARH)
B, ZERE, W, FOEA. EHAET. BE,
HiEEErH»obNIGBEICE, fkES2hIEL. @Y
BRBZITD 2 L. BIRRIRRTOEETHS5DNPT 1,
T RS PUDLME GHEAHR)
R, BYANMR. EX. B, 28, EREEEFLH
SEF PV Y LAMENBH S DN ENBH B,
11.2 Z0tOEIER

0.1 ~ 5% SN
BAMHER  (FER. DT v, AR EEBE, B
TR
TEBREER {EME., Ry ERIE. | AERE RS, 83
k5]
HLes O, B - ER. ON%. . 08
BAME. HiEE
JiF- i JFrEREREE (AST LR, |#E
ALTESR. LDHESR
%)
B ek BUNELER., 7L 75 =
v ER
R B, TOFE HRE. ZIEALBE. iR
W FLEZRE. ALBE
i FRIMBRE A, N b 7| &I
Uy MER. GFEREREE
%
Z Dt T, R, B\, FEE. KERE,
fE Y. HE. BN LN, BER (27
. B L ZATFu— )|\ A, BHIERE) ., EER.
EH. CKLER. MR FESE., ZEELE. &
BE LA AR

14. BH LOER

14.1 ZEIZMEOER
PTPREDIEAIIPTPY — bSO L THIRAY 5 &k 515
By pIL, PTPY— MOMMICE D BLHA IR RER
JEARIA L, I3 2B C U CHERIRAZE O =R 2 &
EEHRTHEND 5.

16. EYENRE
16.1 MGEE
16.1.1 BOiks
R ATV Y > A1) 7 L 25K O50mg % Z2RE S 1 [ 1%
U758, adLy U ROHIVE EBEOMEREEIZZAZ
NG R R ORISR T — 2122 Uy L2 K O
KA TH Y. ANVRYBAOAUC (I iR FER)
FuHLy CoNTRETH 572V,
16.1.2 RiE#%kS
BEERRAICT Y ILY > H1 ) 7 4 100mg 2 1 H 1187 H R O3
LS 0MEFREENS, O Ly Y RUOHIVEVBEOE
RO s NGZD» 5729,
16.2 DRI
RIS TV > H ) w7 5 100mg % % K OV Z2 IR 1T 1 [EHE 3%
G U7z56. IUEE IZRBETHET L2, RNEORA T ED,
TH-o79,
16.4 X34
fEFRRAICO YLy > H ) 7 425, 50, 1001E200mg) % 1 [EF
O 5 Liziga. mericiiash, FICHBEICBLTER#MTH
2HANKYBE (£ IFY—VEDS5-L FuF 2 X FVEDKLY)
ICEHENSY,
16.5 Bttt
AT YILE > A ) 7 425, 50, 10013200mg) % 1[ai%
O#%5 L-56. BE5®%30KEE Toud Ly ROH VK Y BED
REFHIRIZZREEDZTNZEN3.2~4.1% V6.1 ~7.9%TdH > 73,
TR ICHCIZ O T Ly > A 7 A2 1 EREO#RS Lz & &, gt
HEDORBP R O #EPRIRTRIZZNZNHB5RUE8%TH > 7z (FHEIA
F—=%)s
16.6 HENERZEI2EE
16.6.1 BEZEE
BlEE 24D SIEERFIC. 09 Ly > A1) 7 A50mgZ &%
EROKG LZGE. ME7 L7 FoViEOFEVWEIZEO YL Y
AT HNAR Y BAEOREMEEFIRE (Cnax) RUCAUCIEAZE
BiEER LUz, MEZ L7 F= 2 E3.0mg/dLU EOBTI
1.5mg/dLARMOBICHE L T O ¥ IL Y > DCrax 2k PAUCIE2.4 K%
U2.20512, AR VEBAETIZL6RU2.0EDMEZR L5,
16.6.2 BETEE
T ILEE 2 £ 2 BT BE IS, aY Ly > AU 7 A50mg % ZEfEI I
Hilﬁl:Hngfi Eé\ EI‘U‘)I/? ‘\/@Cmax&ﬁAUCLib‘fn%)iE
mu. BEBABTFROBMTEERE EERBELTOIYILY VD
CoaxXTAUCIEZ N Z N2 R OB~ MEDEZE R L7120,

—3—

BfREICOTILY VEBEGLEE, OV LY U RUAILE Y
BAEBEMCLDMEFD»SREShEZV EPRESN TS
HEAT—%). [9.2.2 2]
16.6.3 SiinaE
RS L OREERREIC. OYILY >V H ) 7 A50mg% ZEHE
B IO O S L5a. Ly > ORIGEE K O lsEh s 5
DHERICEZHSNED > 12H, BRETIEOYILY ¥ O Cnaxk
CAUCIRIEE#HEZEOR2MERZR LIz, —H. BRHEICBTSHIL
R UBEOFE Cra R PAUCIKE, FEBEE ICENTENZNM25
RU27%DEE M TH > 7z, [9.8.3 BH]
i) AFIOERS N7z 1 EHRIF25~100mgTH %,

17. BRPRALAE
17.1 BMRURSIECET 255
(M)
17.1.1 EREEREER
EPN TR S L —EERILBHERE S UBRRBRICBL T, B
FER R SRS 76 BlO B R ROBEERO LBV TH 5.

BREA % TR EDFIH (ERIE)
B - PEEARRE I EAE 509 355 (69.7%)
EHE = L 34 21 (61.8%)
BhaE 2 5wl EAE 26 17 (65.4%)
Z DAl 7 6 (85.7%)
&t 576 399 (69.3%)

%B. 65U EOEBBEICBIIABREDNRIIOVTIE., EBED
FEREN69.6% (12561F876H1) Th b . FEEEmER (45161H
31261, 69.2%) EFEBETH -7z,
Fio, & PEEAREEMEERE 2 NRE L ZHE KL
REBICBWT, BEDRICETAIFITIILTLA VBEED
FEESHRIES N, RHOERESRDSNTWVS. BOFHERK
& TFI TV LA VEBED13.5% (19fF) IchfL. AKHIT
TR RBNCEOFHBIZRD SN o727,

17.1.2 BRERHRRSHEHR
EIHEBRBE T T REHESN. HEND EOERKRS 21757261
BIFRS1HI (83.6%) THEERIRAHERFS N7z,

17.1.3 /BB MEHER
TYIAT Y UEEES (ACE) HEAICLAMOBEEET
HEEENRE L ZEHERLERBR T, VY PILEEEO
EOBEFEHRR (71.7%) &, e FuruuF 7Y N5
(34.1%) RO Ty Ly V58 (29.2%) FDARICHEL, oY
Ly o ERIIE Foraud 7Y REGHERBETH > 728,

(BMERVEBRZRE S 2BIERRKIC BT DFERRIEBE)

17.1.4 EIRHES D188
EEERRBEE L CEBS N —EERHLERE (RENAALR
BR) 1I2BWTL,51306 (HARANGHI %= &Te) el S iz, A
BOFEIY RAA Y M, M7 L7 F = U EGE. REER
2 (BENd2VIIEBHEOLEE) RORCOEEGLY RAA >
FTH oIz KA (32761) 1Z. FFEAK (359(]) IcHNRT, E
BEEIYFRA Y MCEET S 27 %216.1% 8 (p=0.022)
S, 510, AFNAEBICBVWT. BV L7 5= U HEGHE
T25.3% (p=0.006). KHABARE2T28.6% (p=0.002), KU
RENIIFETET19.9% (p=0.009). MiF~r L7 F = EGEHE I
FKEAR2T21.0% (p=0.010) OV X7 EBARD SNz, T
VRRAS Y MERERTHAHLFRRICKZFETRICOVTIE, M
BEBETERRERIALNADP > RREOZIRT Y FRA
VNI REAOZLE., BREOELE, DIERREEORFEER
ROFEROEE (DRI K S ARG, DAEZE, M7,
MZE R NG EBRIDE I & 5 AR U D]IE REBIC K HET)
THolze REIZPHIAEND LRSS hZBICBL T, REAR
B T34.3%ET (p<0.001) L7z, iz, AN, MiEZ L
7 FZUEOMHOMEEIC XD T S D EEAEETREZ13.9%
(p=0.003) BT &E7Z (ETFROFRELL5%. p=0.01)s —H.
DIMNEREEROBREROTLLEROEELY RRAS ¥ b TR K
RVAREEE (24701) &7 TR (268f1) LORMICHERLRERA
SNBEH 51D, TNEERBEDS 0 XS aihRICHT 55H7
EREADETVADP LD THH. 5B, KREBICBITSA
FOBEEIRIFTHY . BIERICK2HIEFIOEE XTS5 €N
BEEZETH 729,
BIERIZ75141 (HARAN4401Z &E) 12961 (17.2%) 128D 5
Niz. EREERIE. HF 034 (4.5%). EHY 7 L MEE28H]
(3.7%) ARIME19B] (2.5%). BHRE, 126 (1.6%) T
Holz. o BRREMEOBEESL. 11161 (14.8%) IIFRD
SNTz. ERBABREMBOREES I, MFEH Y 7 L LR
(11.9%). 7v7F=> ER30%] (4.0%). BUNLF104%l
(1.3%) TH-7=

18. ENEIE
18.1 {ERHF
YLy > A1) 7 AEROAKGHEPL IR EN, ZO—HPER
HHITHBANRVBEICERSND, TFIVY Y ROH IR EEE
. WIRLAEENFEENETH AT IVFT YT (A-T) ioxt
LT, ZOZAEMCBOTRENICER L. BEWREZRET 5.
18.2 PUIAT VI USEKENIER
18.2.1 A-IRAKICEYTHA THHENTEY., aH Ly > ROAIL
RUBAIE. ATIZEREBROICHEA L. A-TOEMERZHE



EF LD, TIZAMEHIIRE WO -2, 75 D% = U oyl
FTHAHACE (F=F—F1) ICREHEOEEZRIFS BV,
18.2.2 EEEW (T v b, HILE) 10 BARIMEA- TR IG 2 10
-g-/:-,ll)\ 12)o
18.3 BREER
THILE > h )T LROCHIVAR Y BRIEEMEBRFAE T v b 15
BHRIMES v b9 10 @il EERFERE A X7, 28 5 FlE e 1M
FEERRKET v MO FOEMEETVEMICB VT, MEZ RESE.
BRI SRR E U BEMREZRT. £, MED REICHES D
OB ZRD T, BESHIEICES MED )N 2 RBERIFAE TR0,
18.4 BIRE(ER
OHILE B OB 2 BIROICHIRS €, RBRIANEZET
EEBH LI DRBREANOBREER 2 HET D19, 7z, AL
MRS UBRBRET Y b (22 VREEERBEETIL) 29,
ESRFERE A > A VIHMRERRERB < ™7 22D, 5/6 Bk v 22 &,
BRI N OIS OB EE S LEYICE L TR E SRR O
BENAE O B AR R A I %o

19. BT CRAT 2IB(LFNHR
—M%E : uH Iy > Hh) 7L (Losartan Potassium)
{£%4 : Monopotassium 5-{[4-(2-butyl-4-chloro-5-hydroxymethyl-
1H-imidazol-1-yl)methyl]biphenyl-2-yl}-1H-tetrazol-1-ide
PFI : C2H22CIKN6O
PFE :461.00
% R HEOKREOHRTH 5.
KIZHBDTEHET T AF ) —)LXITH ) =)L (99.5) I
BFRT .

20. BRV L DFER
R SERE R TRET 52 &,

22. 8%
(Z2—09 V%§E25mg)

100%¢ [10%E (PTP) x10]
5008 [10%E (PTP) x50]
7005 [148E (PTP) Xx50]
50088 [, ®BRAIAD]

(Z2—0% ~*E50mg)
1008 [10%E (PTP) x10]
5008 [10%E (PTP) x50]
7008 [148E (PTP) x50]
1000%¢ [10%E (PTP) x100]
50088 D, ®MEAIAD]
(Z2—09%E100mg)
1008 [10%E (PTP) x10]

23. FEXER
1) Spence SG, et al. Teratology. 1995 ; 51 : 383-97.
2) Spence SG, et al. Teratology. 1995 ; 51 : 367-82.
3) HELHF. i BRRFER. 1995 26 1 671-84.
4) HRESEEE, i BEREEFE. 1995 ; 26 : 685-96.
5) RS, fi. BRESE. 1994 ;10 : 157-71.
6) ZJIFE. fth. EAKENT. 1995 ; 11 @ 247-64.
7) EAKE. . BEOHWH. 1995 ; 172 1 785-823.
8) Lacourciere Y, et al. J Hypertens. 1994 ; 12 : 1387-93.
9) Brenner BM, et al. N Engl ] Med. 2001 ; 345 : 861-9.
10) Chiu AT, et al. J Pharmacol Exp Ther. 1990 ; 252 : 711-8.
11) Wong PC, et al. ] Pharmacol Exp Ther. 1990 ; 255 : 211-7.
12) Wong PC, et al. J Pharmacol Exp Ther. 1990 ; 252 : 719-25.
13) Mizuno K, et al. Eur ] Pharmacol. 1992 ; 215 : 305-8.
14) FIHRE., fl. B K. 1994 ; 28 1 4063-73.
15) Wong PC, et al. Hypertension. 1990 ; 15 : 459-68.
16) Wong PC, et al. J Pharmacol Exp Ther. 1990 ; 252 : 726-32.
17) Bovee KC, et al. Am J Hypertens. 1991 ; 4 : 327S-33S.
18) Okada M, et al. Hypertens Res. 1993 ; 16 : 49-55.
19) Anderson S, et al. Am J Physiol. 1993 ; 265 : F477-86.
20) Remuzzi A, et al. ] Am Soc Nephrol. 1993 ; 4 : 40-9.
21) Sasaki M, et al. Life Sci. 2004 ; 75 : 869-80.
22) Pollock DM, et al. ] Pharmacol Exp Ther. 1993 ; 267 : 657-63.

*24. XFERFERUBEVEDEE
ANH ) HREM NAYT—HH— Ry —
SEHBXFH L1-24-3
70 =% %)L 0120-095-213

26. REIRTTRES

*26.1 BHERFTIT

FIWH/ kR att
RREBRAEEL1—24—3

7007886300
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BTVE | EIRRAT
B 38

guodoobobugooooo

SHIIMAT.LEF9—TJ0vA—

FILATIVI Y X RFYZIVOENEEEE

AILAT ) 0Dz Bmg

nsEEERY

31
B RERROEES
872149

ARES
22900AMX00158
22700AMX00765
22700AMX00766
22700AMX00767

HR7ERass
2017 6 B
2015%12RH
2015%12H
2015%12H

OD#t 5 mg
OD#E10mg
OD##20mg
OD&#40mg

AILAF YT 0Dz 10mg
AILAT YT 0Ds220mg
AIWAT YT 0Ds40mg

OLMETEC® OD TABLETS

) EE—EMEOMSEICLDERT AL

2. BB (RDEBICFBSLEBVI &)
2.1 ARIO ST UBBREDBEERED & 2 BEH
2.2 RN IR L C WL BRI BEE D B B 201 (9.5 8]
23 TYRF V7T VEEERBESEROBRREE (7272
L. hoBEEREZT-oTbAEBONENITY bO—
WPZE LLARDOBEZER)[10.1 /]
3. HERE - MR
3.1 #m
fR7ER BRES RINA

1% HBRETLVO—Z, B-v70F*2A
sy y | TVAILI SN Y S ANAT =R X7 T
OD$#5mg ARFVIVER) B —R, TEALT 7 LH YT,

Smg ARFTY VBT R L BRL

HESTEL#

18 REEILO—X, B-Y7TFFR
FNAFOIFNAGAE V| FY Y, AV AT —R, AT T
OD$E10mg [ ARFVYIV(BR) | B—A. ZEALT 7L HYTAh,

10mg AFTIVBY TR T A B

1§EH
FNWAT Y T A NWVAY )G
OD#20mg |ARFVIL(BR)

20mg

188
ANRAT Y7 | ANRAFLY >
OD##40mg | AFFVIL(HR)

40mg
3.2 SEIOHER

avid
fR7e4 Al & EE BEx B
(mm) | {mm) | (mg)
FNRF Y ES . —
ODstsmg  |(Ctepiimse) | 0 e
6.1 | $3.0 [ #80
ATy S I —
OD#¢10mg
6.1 | #3.0 [ #80
” £33 22
FNATY Y BE~ | &= (.. —
OD#$£20mg (Dg;g%ﬁ) pae|
7.6 | %38 [ #5160
} [z
ANRTF Y Y 6 : szj
OD$£40mg -
9.6 | #54.7 | #4320

ENIBLIERZLY, XEDbTAIERZICBLYH 5,

RERIT

4. FNEEX FFHR
BIMERE

6. iENUHE
WHE. RACRFILAFLY Y ARFYINLELTIO~
20mgE 1 HIEREO®RE T 5, 28, 1H5~10mg» 5%5
ZRHMB L. FHly, ERICKVEEERET 52, |HREARE
Bl340mgE TE T 5,

8. EEREANEE

8.1 KEZELT7 VAT vy I ZAEREAIRShICEE
ZFFRERESSbN-EOBRENH DD T, FFHEE
WEAEHRT 52 CHEE TS 2 &, [11.1.5 8]

8.2 FMFI24BBIIBE LW ENEE LWL, 7Y I4T
VI NI RBEFRERBRSFOERE . RBEUFMNF
WCL=r-To 7oy Z0MBIERICK AEER
MEET2ETAIREELSDH S,

8I3MEE(ERICEIL DIV, LA6D0EFHobNST EN
HHDT. BFfEE, BEHEOEGESBHE2ZESBHEE
BIET BIBICIIERS A &,

0. BEDNEREEIBEEICHTIER

9.1 SHE - BIFESDHZESE

9.1.1 MEIMBEIREEDS DEEN FH B TEHIREED
HHEE
wELYPE2ETLWEHishABE2RE. FHE
WIFBHZ &, BHEOHEDPREIREABENETIC
KDERICBHEZE(LSEE2BENTH S,

9.1.2 8AY Y LAMEDESE
BREPOEZELRVWEHMENSEEE2RE. FHIE
BB E, BT LAMEZEESELBTNTDH 5,
T/, BHERE, 20 VO AARROBRRSICLD
MEAVTLESEL ZDRTVLERBETIE, MMEHY
I LEICERT A L,

9.1.3 NMBEEZENH 3 EE
BECHBRESMOKEAEZERLZL., RE2ELs¥ 3
BENSDH 5.

9.1.4 BETRIEEEPDES
BRE SRS Z2HBL. BETHBEEIBRAICTD
&, BECERBANERTZ2EZTBEZNSH S,
[11.1.4 28]

9.2 BrgEEEEE

9.2.1 EERBHERE (57 L7 FZ/{E3.0mg/dLi k)
DNHDEE
INSDBEFHELZNRE L-EHERVR2E 2 K5
THEFRABEIERL TV, BHRE2ELEES
BENSDH B, [16.6.1 BE]



9.2.2 MRBHTPDEE
EBEHE,roBRES 2L, BETHIHESRIBKLIIITS
ZE, —BEHEORERNMERT2EITBENNDH 5,
[11.1.4 28]

9.3 FTHeEE=EESE

BENIIPEEOMEERERE (Child-Pugh/7E X o
T i5~Q)TALRAFILY L OMBETEES LRI B &
BHEEN TS, [16.6.2 B8]
9.5 i1

HIR AR L T WA RSO H A LHICIRFRE Lz wn
Z&, WEFICHESYELZEAICIE. BEbIcES%
kg s &,
BREHROERBICT v P F 7 > v v IS EGERAS
TyIFT Y EMERAER 2 &S S NI EMEED

BETHKBIE. BE - FEROTE, #ifRoBmE,

EAR&. BAY T LME, EEOEHARRUEKED
FEICK B E MBI SN A UEOWE. BEEROER. M
DIEBALZESH 6 bl EOMESH 5, [2.2 28]

9.6 BILm
BALZVWIENEE LW, BIWER(S Y M) D5mg/
kg/HTHHTHRANDOBITFEDOOSNT WS, BWER
(7 v FAEBRRUEABEORS) D200mg/kg/HT
HERICBRIRE O ECRMEERD S, 8mg/kg/H
THERICEEE M R CEBRMEOBENED SN
TLS%O

9.7 INRZE
NEEEWRE UBRBEBIIERL T2 0,

9.8 SE
FlrFAEZEFL, HEIIRET AL, —RIGRED
BEEIFELLZVWEENTVS, MEEESEZS

%, eGFR»60mL/
min/1.73m*Kimo
BREREOHSE
ENOFTYAFL Y
7Y VBRSO
IZoWnTi, REE
StrEBin & H
ESheEEaERE

RS R - BEAE | BF - ERET
TUYRFLYT7 7 BRERE, 5HV LV=C-TYyIFT Y
VR v I IRE R OME I | REBE /R A5 1R

RPRITBZINTH SNHT8EEDNDH 5.

BWIFBHZE,
TUIAT YV BBERE, BhY
THBERIAER |7 L4 ME K OERE
EEITBEFNYDH
5,
FEATOA FEBEEHAIEE TS EATOA FHEHEK
NEPAS bl BENSDH B, SEEANG. MEIKGE
EFH%=HT 5 u R
TS DER
PEEERICE Y. AH]
OMEEERZRES
H5A[REEN H D,
BHREZEEEL TuRrRYTT D
BENDH 5B, OEBREEERICK
D, BEMmBASET
THEHEEZORN
B
11. B¥ER

ROBERABHSbNB I ENBBHHOT, BELZTTITTVL,
BREVREDOONLBEICIRG2FIET o SBY LB

1752 &,

BENDDH B,
10. tBE{EFR
10.1 HEZEZ(HBLBWI &)

BHRE BRER - BEAE | BF - GBET
TYAFL Y7 I EEFERNES. B|Lov- Ty I T
VERIE BEERE, BhY 7| v REEERSER

SYVA LIMMFE R MEMED [ EN5F[EESH 5,
(BRBREBFICE) R VENIHES
BT 584, =7 hTus,
L. fthoo VAR
ZiT-oTbaBm
Foary ra—Iib
HELLARDE
HxEL)
(2.3 28]
10.2 HEEBR (HAICEET DT L)

EHRE BRIRAER - BB A% | #F - GERET
AV LEFELFHY YLAEFERAOF7TILRERFO
FIRA ERTHZEFD D | WIMEIERIC X
A¥O 57 by, DY) LEEER

FYTLATLVE PHEBTLEBENLY
RN H5o
=Y (VN3 fERETF - BikaEkE
EDHHEE
FIREER —BEOEHTME FIREER THES
JutIR, ET2EITBINZUITLAEEICIZ
M ZOWAF BHE. BRAB»S (L VEESTIEL
7Y RE BEZHBL, ERTLARENEL,
(11.1.4 28] T BB LR AT BRPED LT L,
HE Es
Y F 7 L HH UF Y LRENRC HEAKBEIIRAT
RBUFIL (BBENDHD. HBHMB. FRYTL
A FIRBIZYF I L
1% OEE R
THELDATWVS
e®. BARIDBF Y
v LHE R EHET B
ZEickvEzZ AL
EZiboN5,

11.1 EXEIER

11.1.1 MESTAE BAERE)
EE. OE. WE. S0BEESESERELTHEDbNS
ZEDDH B,

11.1.2 BREBEEARH)

11.1.3 8HY D LIEGEEARRE)

1114 El)‘y7 (BHEARBE). KEEHERH), BEFHERGE
NG
W, B, BREESSSobNLBEEICE. BS
IEY R NEETS 2 & [9.1.4, 9.2.2. 10.2 2]

11.1.5 FFEEERESZS GEEAE) . 2EGEERH)
AST. ALT. v-GTPLBEZEDHEBESHSDNS
ZENHBH, (8.1 BHE]

11.1.6 Mu\iRA BEEARER)

11.1.7 {KIN4E SEEARA)
BRATRR, R, BT FOBX, £ HET. B,
BEREESENH sbNEE RS 2PIEL. #HYR
MBETH & BRIFGEFOBETHSDNLT L,

11.1.8 1EEUERRIARAE (S8 RER)
AR, B CKER. mMARURPIA oLy
LRABYMETIHMBGRBESSEobNAZ &N
HBHDT. ZOXHIRBEFICRES RS ZHIEL.
W2 MBE =175 &,

119 7FT745F—($EERR)
ZOER., 28FF. MEET. WRESEHSSERE
LTHobNEENHY, T7FHI74TF—avy
BRI LEZEORELDH S,

11.1.10 EEQTH (SEEAH)
BHEBEICLY., BERLZFEOEEOTHSH 5D
NBZEDHB. ERICLVBREZBHESESZDON
T DMENH 5.

#11.1.11 BN BHEARH)

HeEN, IGHE, PRIRREE, BOSXHREE S E S ME %
REBEONBZZEFBHHDT, ZDLIRBEITIR
BEE2HRIEL, BIBRERLEVHIOBESDEY) 22
MBEZITHZ &,



11.2 Z0HEDEWER
1 ~ 5%k 1% SAEEAR B
SBBE i ZOE
ki3 ARMEREGRD . | BmEREEN, (&l
NEZOEVED | T IMEEED

AT R Yy N
FHEER DTV, U554, BF. EERK
AHDERK R
L ErE TH. ER - 1B,
0. OW%.
BEANERE, EL.
e
e DEME . BiE,
T,
FrF B8 ALT E&. ALPER
AST E&F.
v-GTPL&.
LDHER
PR ES BUNER mEZ L7 3R
= ER
REBE B,
FRYC RS 15

ZDfth CKLEH. SHEDR. 7B, BEEE

CRP LS. M (FER. [OAR
MZYEYRER, F) | FEERARIE,
MiEAIT LR AT Nl
FRER b5 N VIO (N
HWEEE., HE

14. BHEDEE
14.1 ERFRBFOFE
AH|Z A PRI VEBRIEHANIEAEAY Y P AV
BRIEMAE L T LEEZEEG T TRELZEE.
ARRNLI VEBIEMBLIIHNEZRY Y AV ILVEEE
HRESBETHIEFDHOT. —EILIHRITFSZ &,
14.2 ZEIZRZIFDER
14.2.1 PTPEEDOEFZPTPY — r 2SO LUTIRET 2
EHFHTHZE, PTPY— FOEICEY, BL
HAMMAREREAAL, BlCEZEAErBILT
WRARSOEELRAMWMERZHAET AN H 5,
1422 FRNTEQO LICOVTER 2B S B 5 EHET 5720,
Kz U CIRATRIRETH B, £/ KTRAETAZ LD
T&%,
1423 ZENIB/-FORETIE, K LTIRAESERLWI &,

16. EEHE

16.1 Mo@E

16.1.1 EOgs
BELBABESIFIANATILY Y A FFY I VODEE
40mgl8E (K& URIIKTHRA) RIZF VAT LY L R
F¥Y IN8840mg 188 OKTHRAE) 2. 70 A —)N—ET
ZERBERZEOZS LT BEREHOT LA LY VD
EMERE/N T A — & =l L7z . CmaxR FAUC a0 E1a
FHEOHOBRIOOREER M. WThb0.80~1.250
WEHATH D, HRAOEMEORSESHERS ALY,
FNAGILE > A RFY ILODEESME. ODEEI0mgK S
OD$E20mg I3[ & B E 4 5B OB o £ 2aE S
BHA RSV IcETE, EEMEHZFLAF LY >
X RFFYV INODFE4A0mge Lz L &, BHEHIIFRS &
HESH, EPENICES LA SN,

FIRAFILF S X FFY IN0ODSE40mg (K% L IZKTIRA)
BUANMRXYFLY Y A RFYV I EE40meg UK TRA) BEEZED
BEBOF VAT IVLY O EER

(ng/mL)
1400

1200 —a—$240mg UK TIRE) (n=51)
—e— OD##40mg UK THRA) (n=50)
-6~ OD##40mg (k=L TIER) (n=51)

1000
i
3
th

mean£SD
300

= 600

400

200

24 36 48
BSREFR (o)

0@

=)
I

FNRAFNE Y X RFYV INLODSEI0mg (K7 LIGKTIRA)
BRUEANAYILEY Y A RFY IN$E40mg UK THRA) Bl D
BERBOF VALY OEWEHEINS X —F

e (o o | 0 | G g b
&?ﬁ%&% 51 |978+331|2.5+0.8|7.5+1.2|6,770%2,180
?ﬁﬁgg‘;%‘)g 50 |904+256|2.6+0.9|7.5+1.2|6,570+1,810
(ﬁﬁ%ﬁ%) 51 983+234(2.1+0.8|7.4+1.0|7,170+2,090

mean=*SD

BRELRABE24FIC AN AF LY > A FFY I 15mg.
10mg. 20mgRk f40mg# ZBRERFEEZEOHRE Lz & &,
FIAFILEY > OIMERBEILEPPICER L, 51,7~
22BE B ICREIE L. CmaxRUAUCITREBIZH L
Egbﬂ L/f:Z)o

ARNAFNE Y XA RFY INVEABORSEOALATLY > D
BYHE/TA—5

Cmax Tmax t1/2 AUC

BSR PB comD) | 00 | 00 |(og- homy)
Smg 6 152+31 | 1.8+04 | 87+1.2 | 892+191
10mg | 6 | 277%£46 | 1.7£0.5]10.2+£1.8] 1,576+244
20mg | 6 | 481+117 | 2.2£0.4 |11.0£3.8| 2,903+915
40mg | 6 |1,006%152| 1.7+0.5 |10.6+4.7/5,807+1,142

mean+SD

16.1.2 RE®RS

AEHEMEREZICA LAY LYY XA RFRFVYIL
10mg (204)) % U 20mg (1941) % 14HR. 40mg(1061) %2
THEREZEORS LA, BRAOFLAYILY
DOEMBREZHSS X —F 13, ROEBD THo7=

Cmax Tmax | tin AUC
BE58 A (ng/mL) (hr) (hr) | (ng-hr/mL)

10mg#V | 20 | 294.3+£78.7 |2.2+0.8(6.5%£0.9/2,033.5£478.5

20mg*V| 19 |516.9£150.6 |2.5+1.1/6.3£0.8/3,394.7+917.3

40mg*¥ | 10 |1,039.0£250.6 12.6%1.0/6.0+1.0|8,162.0£2,345.0

E1) 14B8M#ES, ¥2)7AMIRE. mean+SD

BELZRABE2ITHIICFLAFILY Y ARFVIL
10mg. 20mgfk U'40mg# 1 B 1[E7 B REZORS L
EEDOMFHFANRAFVY VBEEBRE L EZ 5, EPD
ICEFREIGEL, ERERIIEAEED SN -3,
16.2 IRIY
16.2.1 BEDFE
BEZERABEIZACEILATILY Y XRFFVIL
20mg# Z2HERs. ERERREN300%&H 5 WIXEEH&
FEROSRICERROKS L& &, FRFhOT LAY
¥ DCmaxKkTAUCIIZIZEAEZ T RL . BEOEE
IIEBDsNhiho79,



1622 NAFT7RASEUF ¢
BELZBRABE24AFIZALAFLY Y AFRFYIL
20mgAx ZEERFEEREOBE A VAT LY > 16.2mg%
FIRNICEERE L. NI FTRLSEY T 1 2KD
TRER, 25.6% TCH-o71-(SHBEATF—%).

16.3 91

16.3.1 MBZEOFBSE FRHNIEEL)
FNAFLEY L OMEEAEELIIONEEL . EIZT L
TIVDOTLT 7Y 94 MIERT 5 (in vitro) 5. 7L
T EDOBBARBTTILT 7Y v OEMEIREICEES
L MRGERICEELZRIZERP > (HEAT—%),

16.4 X3

FNRAFNET Y ARFY INIE FOREHR. FINEER.

X IMBICBWTI AT S —FIC LMK B E ST,
HEREIOL L AT LY VICREENS, mEEFICIE

FNAFNEY > DHEDPRD SN, FOMORBIIEEL 20,

ErMFIZ7aoy—Lax2H0, Fh7O0—-AP4500 FRETESE
(IA1&2. 2A6. 2C19, 2C8&9. 2D6. 2E1. 3A4) DiEH
IZ2OWT, ANAFUY VK SHHEREZBRELIZET A,
EAABRCTEESAAMBEFRECIVTIhOSFED
WBEAEBEELAY o7, 7=, b MEEFMRICT. A1
XFLT Y ARFVINICESETF 7 O—LP4500FMIL
oA -7 (in vitro).
16.5 ettt
BEZHRABHFIZUC-ALAT LYY RXFFYIL
20mgBEEORE LS. BELEBHTED
12.6% (240BsR% = T) SRFBIC, 77.2% (31 2B /B % T)
AERICHRt S N (EAT— ),
BELZBABE24FICA N AT LY Y A FFY I )5mg,
10mg. 20mgRkU40mgx EIERBEEREORES L2 &, &5
A8EEFRE TICRBICA M A LY »H511.6~14.6%HEHE S iz,
166 FEDESEZETDES
16.6.1 BHEEESEE
BEZHRABESFE ., BHERERE 2602 BEERIC
8~ T O3BICF T F-F34BII L. AR ¥
ANEYILI0MmgzlBIE7AMRERORES Lz &
OTHEOEFREIZB I AMEHRA VAT LY > DAUC
DEMFHEL, SREEHEF LB LT BE, hEE

RUBEERERERECEATNLOME, 1.8, 2.85T
B2/ (HEAT—5). [9.2.1 BE]

16.6.2 [HAEEEERSE
BERUPESEMRERSEEZ 1200 L AT LY v

A RFYINI0mge ZEREEREORS Lz & &, FFfEE
EEELHBE L TMERA LAY LY DAUCHEFEY
ERZhEFNLIE 1.7 TH- L HEAT—%).
[9.3 2]
16.6.3 &

BEzERE (6SRUL)6FlicA L XTIy ARF
VINI0mgEERREORE L. BREZFERRE AL R
PUE DAUCOEMATFEZ B Lz 5, TEAY
ZIRHohihr o720,

¥/, mERELEERE (75U 17THICA VXTIV Y
AFFVINI0mgx I HIEIT4HEREZORS L2
2. ERBEREICHE LAUCOKMAFISEN] 4EEES
ALD, BEREREEAEEDSN D -3 (AEA
F—%)o

17. BRFRRE

17.1 BMERURLEICEYT 555

17.1.1 ENERRER
AEEEMEESBEZTRELIEZFIMATILY Y X FF
VIVOZEERETREBR S UERRB TOMHEREE]

Z & UREER (RREGIEC/FHEFI0) 1379.8% (364/456f) |
[HERREI 2 &% 2 LIEERIZ84.7%(364/430f1) TH - 7z-

BB OO ERIE - PEEOAEEBNEEREEZ TR E

U ZEEREBRRIC X > T FROBFRESBRS M.

PEEDRIEANATLY Y ARFVILVBEEEEMT

EFAL, 2BHEDAICERZEEZRLE. 4~8BET

BRICET S ESEREIN,

¥FEE  ERAIM E (-20mmHg Bl b) R OGERBMUE (- 10mmHghl |) % 37:
TEE, FHME(-13mmHg b)) 2% TIRE. H5VLIETEE
¥ TH>TH150/90mmHgRMW (272 L. ARBETR
140/85mmHgA i) IZFEE U784

son TREER - BUEIHIE (- 10mmHg M _E) & UHERERIE (-SmmHghl b) %
WioTEE. H5VIRTHME(-7mmHghl b) #8784

—4—

17.1.2 BAE TEHE
BREREAIBOEERE 2WMRE LT NVAT LY Y
ARFVINOBERZBTOMHERE| 28 GREERIZ
68.0% (17/25%1) . THEAREEIZ ST B VLEERIZT7.3%
(17/7226) tH 7.
BIERAIEEIL. BAEERS10.0%(3/3061) . BHRHEE
EEEH20.7%(6/29F)TH 0. Zd 5Nz BERER
OBIEMIZ. EECR) . BOERUMAE3.3%(1/304))
THo70

17.1.3 @RS MEEER
EEEMEEREEZNRELILAAMATLY Y AFRFY
SVOBERZBTOTHERE]I2E0BEERIZR6.2%
(2572961 . THEARRE]2& TR VLEERIL92.6%(25/27
) TH-7.
BIVEFRISAZ L. BMEIERD6.9%(2/2964]) . BEFREE
HEE721.4%(6/28F) TH . B 5N /-HEFER
ORIWERIZ. BRRUERELB3.4%(1/29%0) TH - 7.

17.1.4 BNERFRE R (REIRS)
BE - PEEARESMEERS Z0RIC. 129 AL L
AFINE Y ARFVINZEEESLER BELE
BESRSBON. [HERE]2EDBERIIL0.7%
(134/166%1). [HIERREIZE T VWHEERIZ03.1%
(134/144%1) TH -1z,

17.1.5 BRSE DB (RERS)
BAE - PEEAEEEMEERE 2GR, 125 AMA L
APNET Y XRFVINZHLITLERASG LI
A7 RRMREEHZHBERE LR, BELE
EESRABONT. I LAERBIMEEECOEE
REE| % &L BERIZ85.0%(17/206) . THIERREI 2 &F %
WEEERIZ100.0%(17/170) TdH - 7z. FIREIGHEEE
TOMHERE 2 & 0BERIZ72.7%(16/226]) . THER
ElZE&FT 2 VLEERIZI00.0%(16/16/) TH o7z,
RIEFAZBSEIZ. ALY AERAIFABEEHTEME
FERA54.5% (1/72201) . BEPRIRETMEE H 454.5% ( 1/22% >
FIRBI Gt HEEBETEMEERA37.0% (10/2741) «
BEEERA25.9%(7/27F) Th > 7. I&ﬁ@ﬁfﬁ—{k@
BIERIZ, AT AERAIBHEERE TS 544, 5%
(172260), RRAIGHBEBETODZ14.8%(4/276) T
Hole

17.1.6 EA%E IEEE (MIEBRZEE)
BYE - hEEABESMIEEZ RIS, ALATFLY Y
ARFYILZI2EMBE L. BHTHTOEINEICXS
4BHEMEHAZ G2/ LIER. AL XY LY
XRFYVINEFIAIEREIIBVLT, OFEEEOTO7 74
WICEHEZRIFT 2L, £-REOEZBEICETS
|5 ERL2ABHELE L-BEERE2TRT 2 &2 HESR
NnNizo

18. ZERNEIE
18.1 {EFEERE
FURAPLE Y XRFVINRETORTI v ITHD. &£F
ATERRBEMTHLANRAT VY VICEBREN, T VF
Fry T (AL ¥4 71(AT) ZEEFIOBIRNICERALT
ATDOREZHENICEEL, AERTHHAT OEEEHR
ZHT B,
182 7 IxTryy 1 SBEMHEENMIER
FNAFLY COAT I RBEEEREAZE FAT I RAEA
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N BT O B HE THRABAE. IBIE - Hrdlloe, #
AROMIT, B4, mA )Y AME,. HEEOBEAL K
O2EAGERENC X 2 EHEI S N2 U oo ffis, BEEF I O %
T, MDD D Sbhl: & OMEDDH 5]
QEFEATOBACELST LI L 2T, P2 BT’ T2
R e bS5, [Ty +OREEN R ORI
ARHFN & smBRE 1¥% 53 5 & 10mg/kg/ H LL EoRETHIZA IR
KESEDFERMDBED SNTWD,Y 5B, T FOIEER
WA, H5VIZEANORIIAHZHG LHE, Wil
b 300mg/kg/ H THAE WA KEHE D BMATRD 5N T %, ]
NREADERS
(IR EARE N, A VRSO3 L8 (LoRii) 1o % e h i3
LT (RHAERE IR, Hrala. FLE S Ll iR
BRhs L 7)o
(2)% Bk AR A 5 (GFR) $%30mL/min/1.73m*A i O /N R & 12004 5
REVEIIMEY. L Cuew (RSS20,
GBVNEEOFIMIE CIEEEIERE 2D 2 LS nizn, B
REM OGS ) 7 AMEZEFROBIZET S 2 8, I, B
REACSEE & AT 9 IRIE (582, BiAK) O BB AR 2 55 %
WA MG H ) o LMl EH S50 A D B o A &
BEHST AERIEET A . ([HEERS | OHG) L OTHE
VER 1D IESIR)
GEREDEE
ERZNE . PTPREOEHIPTP Y — 25O LT
BT 2 L9488 FT22L, [PTPY— Ok
W& D, BWSAIATEEREATA L, Wi
fla BT L CHERET 285 o B 2 A 00E % BF 5
THIENHREEINTVS ]



(EEpRE]

ARREVE 5 L i SR % 8 B (38~68%) (2. 1 H 110l 4 mg% ik
WAEPES L. 5121 HARERMEH 7 H B RERS L 72k,
VRS MAIEEACEH I O B v FY v 7 v R ORI TEACE
PIM = T AHeH SN2 A5, REMEIZIZE A BB Shi v,
1HH Wn5%) K0'9 HE (7 HEERS%) o5 > 74
VE L OMHPREIHOEBY T, &5 4~ 6 FHZICE—2
WE L7z, B4 ICIKTF T %,

1. mARE

. o N

80— N: N-

70—

60—
m 50—
40|
s 30|
g 20—

10—

20—

10 5

55
AL 4 T T T T T T T T T
0 15 3 4 6 8 10 12 24 30
BE5 %O/ (h)
) Crnax Twax  AUCo~20n  Trza T2 p
wemn wgn O

AW BIE om) ) Ggwml) B ()

_ oo |HH551%199 50=11 428+91” 22+14 95=*51
TNy v

o-—0 9QHH577+141 45+13 509+151 20+07 112+72
M-TI oo 1HH 83%27 80%19 136=48" —_— 89=26"
o3 OHH 109+34 68=15 197+64 — 13.7+6.1"

)T 8— P A Y PEFMTE D IEE L 720
b)n=7

CPEfE = MR, n=8)

VAR B v I RE AR (65~705%) 6 BN 1 H 1 [l 4 mg % 8 &
BICHERES L. S5 1 HREBED 7 0BRSS L7228
IZBWTh, M EERAREBERIIEEREOLALIELEALY
AIFBO LN, T2, BFEE EZ L7 F=2 106~36
mg/dL) Z B9 e B 1861 % OHFBE S (1 C Gris & 15.0~
280%) % E9) EIMUERERE S FIC 1 H 1 1l 4 mg% FARIHES- L
A ICB VTS, M R I AR M s L B DA & 1
LALEEITRD SN,

s 79N s v e EM % H w7 Population
Pharmacokinetics (P P K) f##r]

TEHE N L1685, AR e 1 ML HESRE Sz OF v A S8 1 s M
SEBFIEARZ0BY, BB & M) SR R E 18, R &
I W IMUEAE B H 8 B, 71224612 5 1% 5 7228860 T D I 4
FANE I ENEME 2 T, P R, RIE. IR AR
(AST(GOT)., ALT(GPT)). By r L7+
=Y, BUN), 7 N7 I MR ENTEOFREE /1 » 54
VY DTN T T YA GAER. N AT XL T8
T4 L OB MG LR, TREEZE(AST(GOT)
E>40XIZAL T(GP THE>35)ICBITB 2 )T T ¥ AH45%
BTFTAHZEPHEESIN TS,

. R kR

AR TR 0 L A R (38 ~687%) 8 B, o i AN B Itk 3 ML i A
(65~70i%) 6 B, B2 ) S iUE A B 18, TR & b
I IMUFSERE 8BIIC 1 H 110 4 ngZ B wmxS L, &
HIC 1 HARIEREH 7 H IS L2k, Wb R
REARIBH SN, BERBYOH v FH 5 v ROIERE
HERBIM - 0258k S5, 52406 F TORM A v 74
WV v OM — I OFHEM 3G AR EN: 5 U E B T11~12%.
VAR B 5 U i FR 3 TR 10~12%. IFBE S % 1 9 &5 LT i
BETHIO~11%TH Y, 1FLAEEIED RV, FhER M
I W IMUESE B E O BRI, i 2 L7 F = »3.0mg/dLEL 1
DEBETIZITIHHALI%, 9 HHL8% T, M%7 L7 F=>15ng
/ALK OB EREIEHEBITIE 1 HH68%. 9 HH93%Td - 720
Vb AR 5B o Mg, R Rl 5 AT, REM R
MFERE B B A R e B . T RESE 2 0 5 e
BHEROBEEZ LS BIEERS & D CE”REIRD O L
WwWekEz b5,

B MpYITXY VREICRIFTHE"

AFN T Tx T AT OB OA LB (54~T4m) 5 FIIA
AT H 1WA ngZ HERICHEERSG L, 5121 HRERER
T HBRAERG LB W Ty, i Y T3 2 VR EEIIARH]
IR GIFICIE L CHImERD S v, £, v THusy
> O L P B U AR TR v ML R SR (AR & B G L 7
LIEEAERTRD SNV,

R

HYFHNEY Y YLFEFNEHINEFINIATFT—EITL
DIGTEREW S v vy LIRS L, S BIC—FATCYP2
CY T X 0 IEIEMEACH M — IITALH S N5 A, AHEN: & I i
BRI L L L & M- 1O EE & OFR AR 1%
BTNy ol TR ARSI AR, CYP 2
CYODBIEZMLIIZ L B H V FHIF v DILHEENDHEIX
YhnwkEz 55,

T2 h TNV Y VIECYP1IAL, 1A2, 2A6. 2B6., 2C8.
2C9—-Arg. 2C19. 2D6, 2E1., 3A4 DR Z HE L 2 v
(in vitro) o

. EBEEE

(MCIA Y TFHNy vk bOIE. 4%k MLET VT I ViE
WICHEML 22O EAHEARIZ, & HI299%U ETH 5 (in

Vitro) o

(ERPRELHR]

EERE. BEEMEMEREO&BE 24, 1H1H2~
12mg % — MM BR Cld 8 ~248 1, “HEMILERBRTIZ12
SHIE, RIS aER Tl324~52 [, BREE & 0L e E K
CESE S MERE IS BT 2R TIE 2 ~ 8 B, I3RS L 72
RIREEIZB VT, BEEREDEH S NS MERED 7 4 T A
MBIEIREDOEBY TH b,

. EIEEE

. FHrhE (TR0 #)
IR S 47 e e s | TR REIE T <
4igikkﬁégggéfi 72.6%(606/835) | 781% (606/776)
TEE 755 I A 775% (31/40) 83.8%(31/37)
R E & 1) B AE 63.4% (26/41) 72.2% (26/36)
| BEEEmIEE | 667%(22/33) 73.3% (22/30)

& &t 72.4% (663/916) 78.1% (663/849)

S DGR U I (= 20mmiglA 1) K OSHEaR I I+ (— 10mmHglA 1) % §iii 7237
Wit SEIE (= 13mmHglh 1) %572 588, H 5 ik, TR T
- T H150/90mmHg A (7272 L B WEE & PF 5 = MU RE O A B
T, 140/85mmHgA: i) (2 FEIE L 72354

B, AREBEEIEESE 2SR E L ZHERILBGRBR O
%\ qgﬁu@ﬁ)ﬂ‘ﬁfﬁﬁﬁ&) LENTW5b,

B LR

B OAEOBEEZNGRIC, A1 H 1M 4ng? 2 ~ 4 B HH%
HL, 20t 1 H 10 8ng% 24 M5 L7z ~HEHKILE R
(7R OFER, 7o IF 7 vy yERBEERERTH
WENTVDED, HDILVIRERSNZZENDLEEIHLT
VYUK T Y UERBEERIERNCEZ CTRANE T TR E K
LU ol UARESEROW] S 72 BAL | * O FeBUI A 5 5.5
46% (3/6501) TH V. 7 F £ R #E30.3% (23/7661) ICH_AHIS
s, KAOFHESHD SN TS, B, LilikBRT
. XS RBHI(52%) . FRA(83%) SR ST b,
SOREFEROBAIC X 0 A - MBEEET 256, HdVIE, LA
S (DAL, FURAL REIRIEAL, 7> I 7 v ¥ A
BH 570 LIS o0 MG 03B - B AL 2 4TV, # 2 SR A DR

b [RED ML % BkHES 2 Bh A 70 & EIRIE DAL & P L 7354



€35 )E-35)|
1. BREfE R

BTG Y T LFEeFIVOREEERIE, ERNCIIGEFE
2BV THR PRSI S IWIEHEACH D A >~ T vy v e
D, FIMEFEHOT v IF Ty 18471 (AT)ZH
RIZBWTT vy IF Ty v I EREPL. o) i DU
M ZIHIT 22 2L o TET 2 RMMAE IO TIC X %,
SHI, AT ZEREALAEIETOT IV F AT 0 vk
T HPIHVEH S BEEERIC S L Twb L2 5N b,

2LV TUOFTF UV RICRIFTERE Y
L AE R 746 R REYE 25 MU RES6BI, R 2k 9 o5 I S
HBE18HI) 2RI, AHI 1T H 11 ~12mg D AR G- RER D 4%
B OMBEL = AR, MEET VAT Y v TIRE R ST
VIFTF UV VIIBED FANPALNT WS,

3. OIMITENRE, BHEEERUBRMAE I RIF§RE? ™
AR w5 M R A 10B 2 BRI, AFI 1T H 112 ~8mgdD K
P G- & F, PERIME ., JEERIME O T, AEOfER,
RN M RBLO MDA A S N7 iE, DI E, AR
55D DB IE I I D A S N e e ARREME R MESE R E 11
WARFN T H 1l 2 ~ 8mgd AR G- OGS, BEIERFIC D B i
FIRPL, BFmiE R, SRERARE R BT A S, i
EERET HAREESMERESEILBNC, AF1H1E 2~ 8ng
DORAEB G- OFER, BEREZ S R = 12T A S kv,

4. B OREBEOOMITHRESICRIFTHE

B OAREDOBEEFRIC, RAI1TH 1 IH4mg% 2 ~ 4 B
5L, Z0%1H 1 8 mgz 24 #5 L 72 . E 5 MLk
(75 R ) DR, 70 V7 v EBRBEELER TH
HENTVDED, HLVIRERSINZZEVDLEHEIHLT
VIUFT VY EMBRMEANEZ TARF LT T R E
G U786, REF G BECARAPE G2 I USR5l o0 4 7 7
B, s R IR R VDRI O E R WA AR SN TW»
Bo F77. AREGHTT T L ARG LIS o4&
BN, A S AR N VDR ER I DA R R A 3B BT
lf\;a)o

(B9 BT IR )

s i
O H CH3 O /O
@ﬁ‘\o/(o)ko
N D HN/NQN

|
=N RUBGRMHE

& 2B Iy | AV VE & & 1%
(Candesartan Cilexetil ) (JAN)

b4 : (1RS) -1- (Cyclohexyloxycarbonyloxy) ethyl 2-ethoxy-
1- {[2'- (1 H-tetrazol-5-yl) biphenyl-4-yl Jmethyl | -
1H-benzimidazole-7-carboxylate

25130 T CssHsaNeOs

7 f-& 1 610.66

W R A FHNE Y YU FEeFVIEHBOMN OISO
MARTH 2. FEfE(100) IZRREITFRT L X 57 J =iz
RRBFIZL L, T8 7 = (995) 1212 &L Kzl
LAEET RV, X — VER (1—-100) (et % R
S, NS RDO BN D,

[T %]
$E2 10082 (105 x 10). 5005 (37, 10%E X 50)
BE4  :100%E (105E % 10). 5008 (2N, 108E X 50)
7008 (144 x 50) . 1,0008% (108 X 100)
$e8  :100%E (105E % 10). 5008 (¥, 108E X 50) .
700%¢ (14%€ x 50) . 1,0008% (108 X 100)
$E12 : 1008 (105E % 10) . 140%¢ (14%¢ % 10)
500%% (73, 108E X 50)

[EEx#E]
1) KEBVEREL © 383 & 3A#, 24 (Suppl. 6) © S-875, 1996
208 Al s EEREESE, 12 1 2413, 1996.
DNFH W D ERIRIESE 12 : 2429, 1996.
4) PRI IE R A o BRPRIEESE, 12 © 3333, 1996.
S)FEMIE b o ERPRIEEZE, 12 : 3353, 1996.
6) ZIRETE b L Bk L K, 45 1662, 1996.
TVHEFASE Mt BEREESE, 12 1 3281, 1996.
8) SEIBAE T Al © FEPREESE, 12 © 2195, 1996.
) FENIER b : ERPREEZE, 12 2267, 1996.
10) SENBAE T Al © FRPRIEESE, 12 2213, 1996
11) SE B A © EEPRIEEE, 14 : 2765, 1998
12) B =S Al : FRRIEESE, 12 1 2297, 1996
13) fAT 2 At o EEPRIEEEE, 12 1 2323, 1996
14) BEES IR Al @ ERPRIESE, 12 1 2343, 1996
15) Bt At o ERPRIEEEE, 12 1 2373, 1996
16) Bk i o EEPRIEEE, 12 1 2393, 1996
17) SE B A © EEPRIESE, 14 © 871, 1998.
18) HEILAERA At o EEPRIEEZE, 12 3299, 1996
19) KIS i o EEPREEE, 12 1 3211, 1996
20) B IL=E R ER A ¢ BRRERE, 12 1 3229, 1996
21) B EFS il o S5 & EHE, 24 ¢ 2215, 1996.
22) SerE IS T © 3830 & 1598, 24 & 2207, 1996.
23)Wada, T. et al. : Eur. J. Pharmacol, 253 : 27, 1994.
24) = EfE— b : FrIE L EEK, 45 ¢ 1655, 1996.
25) HEh s b ERPREESE, 12 1 3265, 1996
26) s — b @ BEPRPESE, 12 © 3319, 1996
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2019 £ 7 AgkET G 1 hRD

Br &=

R

BINEARE 3

guoduoobobouogoooon

A B 00 G
872149
REBE/ERT ARB 50mg 100mg
AARRR ARSIy g | SE S s
S ———
L] [ 7 ?ﬂ 7;:.7 929500AMX N
LIV J :50me RTINS
n ®
LIV i2100ms
1] m g®
AILANJ 2 200me
®
IRBETAN Tablets ()i/jka§§§§

) EE-EmMSFEOMSECROERT LI L

2. B2

b= S

(ROBHEICIITEE LN L)
2.1 ARIDEE I UBEUE DD & % BE

2.2 HFUBIFEREL TWSEREM D & B 1tk [9. 5 R

23 VURFL > IRV EHREhOMRFEE (=70,
MO EREET> THRBMED I FO—ILNEL K

ROBFEZER) [10. 1 K]
3. HERK - TR
3.1 #BRk
17 75 44 AIVRE 28 50mg |1 LS 8 100mg |1 LS >4 200mg
1 gerp 1 gErp 1 gErp
BRI ANNXYIVE > AINRYIVE > ANXYIVE >
50mg 100mg 200mg
B, Rt o—X, zazxh)bAa—2F U
b ifa1l Ly BETOAO—R, BEHBEKTABE X777V BT *
UL VIVEBERNUIFIN. BILFY . IV
3.2 "WHIOMK
Wk 7e 44 A INRE 88 50mg |1 VR 28 100mg |1 )L X5 > 8 200mg
At~ AAO HE~HHEEAO| A~ HHEA A
PSR - 43 ZHEOEAD | ZHBEOEFRAD | ZHEOEREAD
T4V A =T | T a VAT =T 4| T4 VAT —T ¢
CIETH S, CIWETH D, CIBETH D,
zm | (e 2B CH(E
Y | s 5 © 5 20 5 20
i —= I - J
FEB#9 8. dmm E4%9 11. Omm E&K 14, Omn
RES FERAY 4. Amm JEEEHY 5. Tom FEAK T, 3mm
JEX# 3. 1mm JE X 3. 8mm JE X% 4. Smm
B 0. 10g #70. 20g #0.41g
#ma—k | @132 50 | @133 100 | @ 134 200

4. ZhHEE - MR

= I E£E

6. AL -RAE
WL RAITEA VARG S > E LT 50~100mg 2 1 H 1 [EHEH

#5935,

B, Fis. ERICEK D EE BT DA,
200mg ETET 5,
8. BEALREXWIE
8.1 AFNZELT >4 T 3 NI ZRAEIFR S HICEEAT
BEERED D SOz E OMEND 5, HFiEEMmE 2 LT 572

gzt

MATD T &

[11. 1. 5 ]

I HE K5 8213

8.2 BIEMEMICEDKDEN, S6DENHL5DLNDEIENHDD

()]

T, EAEE. HEHEOERSEERE D R ERIET 2RI
HEEIEsZ L,

.3 FAlTHG 24 RIS LW I ENEE LW, T PF T

2O RZBFRETRE G OBE R, REXROCFRPicL=>-7
DTFT 2 ROMBEWERIC K D @ EIR MR &2 29 ] EE
D%,

9. RENERZEZFIHBEICHT I IR
1 AGHE - BHEEEDH 5 EE
9.1.1 MAMEBBIRKREDDH S EBEXIIFBETERIRIREDH S E

]

BEEPDZEELRNEHHEINLSHEERE, AT Z
&o HULF R OWEAD R RERE S EE DK N IT K D BT B e
ESEDBENDD D,

.2 @AUDAMEDEE

BREPDZERLBRVWEHEINSGEERE. FHITHITLZ
Lo @AV T ALAMEZHEESEDBTNNDH D,

F. BHREEE. 22 bO— )RR OBERFEFICE D MEN Y
U LAEAE TR TVWEE TR, MiEH ) U AMEICEE TS Z
&

1.3 BMEREDSH S EE

WEORENKIKARZSISEIL, WEEE LI EoB8En
NdH%,

4 BERHERETOESE

BHE SHGZMGL. WRT2HAIHRATITO> 2 &, —ii
MORBSMER T EZRIITBZNND 5. [11. 1.3 SH]

.2 BiEEREERE

9.2.1 EELBREREDHZHEE
WEOBEICK D BHEEE LS E2BENNDH D,

. 2.2 MRERPOEE
BHE SHGZMGL. WRITD2HAIHRLAITITO 2L, —i@

HORBWSMER N ZRIITBZENND 5. [11. 1.3 ZHH]

9.3 FHgkERRESRSE
9.3.1 FEEDHDEE. FICETEFEERVETD >HFOHB

B8
AANIEITHIPPICHREE NS 720, MPREN LR T 2821
NdH%, [16.5ZHH]

.5 §ER

I AIIER L TW S e D & 2 i3 &5 Lisn 2 &, #%
HHZIERAVHI L 2 5B/, BEb s e2hibds e, &
IRP IR ORI T > o 7 >3 > D2 BREPFISTY >
F T A MER R EA & 1S S N @I O B T K
AE. BRYE - FAEORT, FiERORKIME BA2 mAUY
LIE, B3 DIERRA 2 e QR /K AMEIC K 5 & HEHI S 2 Pu
O¥fE. FHEHROFE. MOREALEND 5 bk & OHE



ARG 58 (2)

NdH 5.

9.6 1Z7LIF
ALV ENEE LWL, B (5 ) BN THIF
NOBITHRD LN T NS, 2. BB (5 v MEARKRT
HAE S OFE AN IR DBREICBE T % #Bk) @ 50mg/kg/ H LA
ETHEIRICB W THAROKRERIMHEAZED 5N TW 5,

9.8 =&
KHENSEGZ2MBT 2R EHEEICRGTHIE, —RITEE
DOREEZIFEL BN EINTNS, KEEENEZZ 22BN
H5,

(2.2 /]

10. #EER
10.1 HAZZ BRALAEWZ &)

A 4% R RAER - F1E 1% B - fabiiR T
TURFL > TIVEE | EBIEMERZE R, B | L -7 OF T
i RS, U A K | S > R PR A

IR MRIME D U R 7 #NAS | 58 & 12 alREME DY B

O PR 9 F8 2 1T
586G, =EL,
fh DREERFE 1T >
THbhBMEDa >
rO—)LmEL <A
ROBEERL,)

[2. 3 BHE]

WEENTW3, 5,

10.2 tRERE (HACEETS L)

A% HRARIEIR - $E B A - BRI T

F) T LRRERIRA] | D) 7 LAES EFT | HEEFE  AFOT IV R

ZEQ /T 2 | 2TEDDD, S al= o R/ I i
hUT AT L K0T LEEIE
Y LG JH A S B T RE M
AL ) w2 & %,

fEBR T B R

EHOBHDBE
IR E A — il B M IEAE T | FIR KEIE A THEE
TJOEIR, MUY | ERITBENNH L0 | ZFTLHEE TR,
WLAFY Y RE | T FIRBEFEGHO | KREORAITED

(11. 1. 3 2] BEICAHZHRLGT 25
BREAR2SHEBL, [ THBO., BEMEHEN
HRI2HERGBLIT | HRTD2BENNH

ST &, %,

L= DT U

FURAFL IV | BHEREE. |V L | LD -7 VT2
b} M E S DRI JE & e 29 | o > R E1E A A
BENdH D, B, |wIN2aaEEND
eGFR %% 60mL/min/1. 73m? | %,
Fim DEERERE D H D

BEANOTUZRFL 2T
<IVEEH E D HFRICD W

T, BRESDZRR
W EHTE N D G bR
ST L,
TIOFT M BREERE, AU UL |\ LT I OF T
BRI EA MAE T QMR L E 28 297 | > > RBEEME A
IFITUIN. A2 | BENDH D, mEINDARELEN S
5TV %,
AT OA REFIRIE | A OREERMAKGS T | WEILRENZHT
# (NSAIDs) 2PBETNNDH %, 5TURY T TP

COAMEEICLD,
A O g IEAE 2 96
S E AR S
k=B

oFy o7 zx,
AU RAF L 5%

BHRENMETL TV E
HTIE, EICERENE
LT 2BETNNDH %,

TORY TS5V
DERBEFICXD.
Bt &K T I 2
=hEEZEND,

)

HHI 4% ERPAEIR « HE & 1% B - fEBRAE T
U Fr7 L UF I ARHENRE SN | U F 7L O
) F L T3, FRUDTAEHET
L7, KFOF
U A HEHER I &
D, UFTLOHK
WAREEND &%
ABN5,
1. BHER

ROBHERMNH 5HOND I ENHBHDT, BRETHITfTN, £
EHRRD SNGEIT G EPIET 57 Y LEE1TS Z
&,

1.1 EXAEMER

111 MEZRE FEEAH)

FEL, 08, Wi, SZ0MEZER ST 2 MEREND 5bh
5T EMBH B,

1.1.2 AU AMAE BEEARH)

11.1.3 3y y, Kk, BfiEk (EEARH)

W WEM, EEHESNH S bNSE I BHIZHETARL
BRI & [9.1.4, 9.2.2, 10. 2 3]

11.1.4 BRE (FWHEALH)

11.1.5 FFEEEREE. B|E 0. I~ 1%KH)

AST. ALT. Al-P. 7-GTP ® EREZ OB ENH 5 b b Z
LB B, (8.1 BH]

11.1. 6 {RI¥E (HEEAD)

Bii&. ZEfERE. WiF. FOEX. ERET. R BiEE
ENHSONEGEEICEEEGEEPIEL, B@UBRLEZTS 2 &,
BRI ER DEETH SOOI,

1.1, 7 HEIERRARAE  (BHIERHH)
fAEE. PR K B8, M RCRPIATOE S LA &R
&I DREBUTRIEDN H S OND I ENHZHDT, ZOLDHk
BECIIES IR EZHIEL, @MYBLEEZTD 2 &,

1.2 20O EIER

FAE N\ 0. 1~5%Ai5 B RA
A BEUE . CAME. O
o %@‘mEﬁT;@ﬁﬁﬁmE‘%%‘béﬁ%
PSS, DB
T gi}; B, O 55K IRA. RHR. L
_— Eg‘@&\@w\?m‘%%w\ﬁxmﬁ
- ALT E5. AST RS, LDH ER. EUJLE> |
H. Al-P EH. 7 -GTP kR
o BN B, 7L 7F=> EH. RPEABM.
R B
RMERE D, AN~ U b, ANEZ O
1M E A, BBk, iR R, A imEk
¥
MW, ME. B, 1ETCD. JREE. B PR R RE R
IR, BRI, FEEL BAEE. 6. ER|EE
ZD1th W BT, CK B8, miEhY oL R,
R L5, oL 25o—)V kR, REARD.
CRP L5
13. BERS
13.1 L&

AANIMIREN TIEBRETE R0,

14. BRALOZEE
14.1 BRRMEBEOER
PTP A2 D#HNZ PP > — b S EO L CTIRAT 2 & S458 Y
52 &, PTP > — b ORERICE D, NS AR A & R I A~ A
L. HIZ3Z 28I L THBIAASOEERAELHIET S
ZENBB,



16. EHBHHE
16.1 MEE
16.1.1 HEZE

R N B 18 A1 IV XH)LF > 50, 100 K f 200mg 2 7 O
A —=N—RIC K D R ERR O 5 Lz & &, miEdicidE
ELTHENZATOIREIURTHERE Lz, T OB IEE &L O3
MIEEEIN S A —& %[ 16-1 - % 16-1 1IT73 D,

(ng/mL)
10000 £ —O— 50mg
- 100 mg
T --0-- 200mg
o R A1 2
o
o
100
HE
10
1 . . . . . .
0 4 8 12 16 20 24 (hr)
IREFH]
BA16-1  HA[EIHE C145% 505 0D ifi 8 vh i g
& 16-1 FEWEE/INT A -5
5 e Cmax Tmax AUC Tis
(mg) (ng/mL) (hr) (ng - hr/mL) (hr)
50 1084 £375 1.4=%0.7 38211208 10. 1£5.9
100 18 1758 £483 1.6£0.9 68481974 | 13.6+15.4
200 2098 £455 2.0£1.3 11742+£3549 | 15.2£18.6

GHITETL © LC/NS/MS) (il + B (R 2E)
16.1.2 RiE#&kS

fREERR A BYE 6 Bz L XY )L E > 50, 100mg &= 1 H 1 [a] 7 HFH
BRICKERORG L&, mEEHIREIIRSHBE®A 3~4
HCTEWIREBIEL, MESGREOEFMERI AN
7= 0.3
Xk GiE TS OREBESMEERE 14811V XSILE >
100, 200mg z= 1 H 1[5 8 HMIBRICKEROLG L&,
Cmax KR CFAUC I8 5 | HE &5 8 HE L O TH B AL
<. WEGEEBEMEEIASNRN LY,

16. 2 &I

16.2.1 RBEOHE
fEBERR A B 14 F2 1 VXYL F > 100ng 2 BERE %5 (%
MR SI R LizEE, Cmax KUAIC KEFOEZEIA SN
BinozY,

16.3 9%
16.3.1 BERIFEAEE
b MIEERESRIIN I TH o= (n vitro) .

16. 4 {38
ANRBIVE 4%, FELTOYP29 IC X DBLIRH & TV
OYEfRgicioRasnsg, e MNF 70V —4Z2HWNWT.
CYP IEMEICH T B A N RTIVY > ORHEERICDWTHREL 724
B CYPIA2., CYP2D6 K OF CYP2E1 12>t L CIZFHER TS, CYP2A6,
CYP2(8, CYP2CY K TF CYP3A4 IZkt L THHEBIEANRD 5NA=HD
D, WITNHHEEOREXTHN >0 (n vitro) o

16.5 HEitt
BRI NIT B W TRE(LARR P PR RIZH 0. 3~ 1. 34 TH > 7.
BRI VOB VXTIV Y > 2k O 5. L5 a. iRGtEe
DF 2051 FRFICHE S N K SAREEPICHRt I N Y G E
ANc&kd7—%). [9.3.1 ]

16.6 HEDERERTHEE

16.6.1 BRERERE
B - g OB, &E 06D OBMEEREREZICA LAY
Vo > 100mg % 1 H 118 HEEROHEG Lz & &, Eikae

(6))

ARG 58 3)

HH LU T Cnax, AUC IZABERERZA NN D2, MiKE
Wi OBREEED, BHEREREICHRS LI bERERN
BFEAERNWZ ENRBEINZ D FHEACEET—4).
16. 6.2 FHigEEREERE

B« hEEEEORFRZASRE 10 FlIC, 1ILRY)ILE > 300mg k%22
BERE L B 1|7 ARIREROHRG Lz & &, BERAEIEL T
Cmax., AUC ICHERZERZASNIENS 2. ERERBEMMNEEA
Eirnz s rmanszd GHEANCEDTF—4),
16.6.3 =EhE

wilnE (65~80 i%. Bk 10 #1210 ) S#EEH (18~35
R B 106 I RBILVY > 20mg R 1 | 1 BRI
HBLEEE, (nax ICHEEREZA SN D20 AUCITEES
IZHART50~68% E5F 35 2 EARan/z? GHEAIZL DT —
%)

16.7 RYAEIEA
16.7.1 277U >

T 70> (CYP2Y OHEED EHALEEE. TN T 70>
DEMBLICEMBASNBRA DD GLEANICLD T —
EOR

T AKIORB SN 1 BEEHEL 50~100ng, 1 HEKHE
13 200mg TH 2,

17. ERERARIE
17.1 BIERVCLLHEICET SR
17.1.1 EMEEKREER
FRRRFIC BV 2 ZE H M B 2 & O ER R B T O A 2T
TEENL 8T HITHD. AIFIL69.0% (601 #) TH->7z,
£ 17-1 BRE

FRE rombE | L,
R tttmsapy | T0F @
IR (6 - ) 363/822 6.5
FRIE e I 18/22 81.8
B & PE D & U 17/23 73.9
B L FESE 3/1 -
Hat 601/871 69.0

T G U 20mmg DA b B K OYRaR i 10mmilg DA_E B 22 i 72 9
BE. T 13nmlg LU ERRIE 2572 97854, XU 150/90nmHg A
(7272 U AB# R T 140/85mmHg i) 1ZRIEL 72856

17.2 BERSTERAES

17. 2.1 EINELERSTRER KRR
AREME S MERE (F - FEERE) B 165 Bl LTIV F > 50
~200mg 2 1 H 1 [6] | FERIRE OGS L7m & &, IO E /K58
HAIME (5B IERT O M@ 164, 2/98. dmmHg) 133 5-BA4A 4 @
BILOARICTRL, €L EREMERAMR SN2, BEKT
% O IfE H0 0l / 96 9 0 1 E D 28 (b & D SEH1E-28. 5/-14. 3mmilg
Thok,
TRV 4B 166 B, ERRRAEO R A2 ZORIEM
W18 B (10.8%) ICFBH BNz, ERHDOITLEMEIISH. CK
ES. AP ERAE 26 (1.2%) ThHhoiz W,

18. EXEE

18.1 ER&RF
In vitro iBRICB W T FREKREIRO Y > oA 5T >0 A
) FFIHEZERTHE L. in vivo il (5 v b, 1 X,
HIV) IZBNTH ATFRAERIITH L THHIERZRL .
In vitro f5&HBMN S, ZOMBIERIT AL ZAKRICK T 55H
MEFICED<BOTH D, BIZATDY 1 71 ZHK AT ZH
) BN TH D ZEAURB I Nz, T OMOZEMITITEME
BRIT, TUVFT UV OEMEERBHE LN o7z 102D,

18.2 FEE/ER
LD UEFEMES)L, 28E 1 70y TRIEmES v b, iz
FSFIEM S IMERATIET v b (SHRSP) IZHBNWTRAOZLEIC



ARG 58 (4)

KO A BRI ORISR IEEH 2R Uiz, A IVRPILE >
BT E R RIS I o 2 2,

18. 3 SIME M ERFEENEER

i EHE AR O ML E HAFEIE T v b SHR) O RAERE %
Bzl o @EmimEQ#EEZMH LUz, 2 DERIEA LRSI Y > #
kg eRgl UNY 2 RERERO shmho e, BT,
SIR IC IR EREOHET 2 Z LITK D @ MEDERIZHES LXK,
W ELER TRBIROERIMHE SNz e, BHEARIC
KO mlLE RS &S WIETRE 29 S SHRSP Tl KIER
O#5ICR 0. WARPIERE, @& MLE PR EE R O D&
MHAGED 5N Tz PR FEER O SHRSP T, AR D51
K ORI SN, WEAER bR GEEL DFHICHRBESN
7 20,%5)

19. B3 SICEAT HEAZMAMR
— R L AN RTIE
(Irbesartan) (JAN) [HJF]
{4 2-Butyl-3-{[2" - (1H-tetrazol-5-y1) biphenyl-4-y1]
methyl} -1, 3-diazaspiro[4. 41non-1-en-4-one
53T ¢ CosllzsNs0
ST 428,53
IR - BEOREREEDM AR TH S,
Bl (100) 1TETRT <, AY J—=)LiZo0EiTic<<
I /7 =)V (99.5) IK@EFIic< <, KiTiFE A ERITR

2
FEERZENED 5N 5,
(LG 0 N=N

Rl : 182. 4~184. 6°C
SrEREC: K9 1001 [pH7. 4. 1-F 2 % J —)V /R K]

22. A

(A V% 5% 50mg)
500 & i, /NS]

100 & [10 g8 (PTP) X10]
500 & [10 8 (PTP) X50]
700 § [14 8 (PTP) X50]
(A ILRF 5 100me)
500 §2 D /N5

100 g2 [10 & (PTP) X10]
500 & [10 & (PTP) X50]
700§ [14 8 (PTP) X50]
(A IVRE 5 200mg)

100 g2 [10 g& (PTP) X10]

23. EE
Okt KRB 5]
D) #RER R A BB T D HEER SR (2008/4/16 &
A, HFEERMEEE 2.7.2.2) (200800822)
2) thNEFR : fRERATORERGHE 50ng (2008/4/16 H&F.
HIES L RHEE 2. 7.6.3)  (200800823)
3) tENERL : REEREA T O R G-35% 100mg (2008/4/16 7&GE.
HHES RIS 2. 7.6.3)  (200800824)
D HNER  ABEELTEERTCB T 5 EDEHERR
(201101200)
5 tENEERL : NAFT XA TEY T 1 I KIZT REOFERGER
B (201101199)
6) ftNER : E MFI 7oy —LsZz2H0niBtR#IcB T 5
CYP2C9 @BY 5 (2008/4/16 /K58, HaEEFHEE 2. 6. 5. 10)
(200800829]

IRB 15 )

T tENER : Z)V s 0 UG OfiZE (2008/4/16 KRE. HEHE

8)

9)

10)

1)

12)

13)

14)

15)
16)

17)

18)

19)

20)

21)

22)

23)

24)

25)

BHEEEE 2. 6. 5. 10) (200800830)

fENERL B M0V — LAz HWE OYP HEORS (2008/
4/16 7RG, HIGEEDEHBEEL 2. 6. 5. 12) (200800831)

HNER  NAFT XA FEY T ¢ B (2008/4/16 7K&FE.
FHERMEEE 2.7.6. 1) (200800832)

N R - BSRERE S R T BT D Ry B RER R (2008/4/16
. HEEERMIEZE 2.7.6.3) (200800826)

R A REFICB T Ry EER R (2008/4/16 K

R, HFEERHEZE 2.7.6.3) (200800827)

tNER : mEREIC BT DM BIREER (2008/4/16 KGR,

FHERMEEE 2. 7.6.3) [200800828)

HRER UL T 7 ) > &AM 1 (2008/4/16
. HEEERMIEZE 2.7.6.3) (200800833)

HNEER : DIV T v ) > QYA EERRER 2 (2008/4/16

AR, HEERMEEE 2.7.6.3) (200800834)

FHAEIFA ¢ fFE. 20115 18 : 1108-1116 (201101408)

HANER YRR KBRS BT BER (2008/4/16 KE.

FHEEEORMIEEE 2. 6. 2. 2)  (200800840)

HNER  ATBRAESINITHT D1ER (2008/4/16 &G,

RS RHEEE 2. 6.2.2) (200800841)

tENERE AL ZARICHT 2 PRk omEt (2008/4/16 7%

. HEEERMEEE 2.6.2.2) (200800842)

tHENERL AT ZAERY 75 FiTHd 2-IE (2008/4/16

FREE, HHESERHESE 2.6.2.2) (200800843)

HNER : SEZAERROA A RIS B/E/  (2008/4

/16 7KEE. SRS 2. 6.2.3) (200800844)

FENER : SREEERICHT BIER (2008/4/16 &R, HFEER

BEEE 2.6.2.3) (200800845)

HRER  mL D IERMEY VBT B1EM (2008/4/16 %

. HEEERMEE 2.6.2.2) (200800835)

HNER 2B 1L 7Yy TRENES v MBI B 1ER
(2008/4/16 &2, HEEERMEE 2.6.2.2) (200800836)

FEPRERE © 2R B S M e L E B ARTEE T M ISR DR
(2008/4/16 KFB. HFEERMEE 2. 6. 2.2) (200800837)

tEPNER : EINE EAFE S v MBI BEM (2008/4/16 &

. HEEERMEE 2.6.2.2) (200800838)

24. MKEERAERUVE WEHbH %
Rt ERERE S5 —
T541-0045 KPR RXEEET 3 TH 1 &S H
Eif 0120-956-734
FAX 06-6202-1541
http://www. shionogi. co. jp/med/

26.

BERTRES

26. 1 BERRFEIT

T ) FT 7y~ et

KRB ET =2 TEHI &1 &
26.2 ARFEIT

B R A A

KRR REEBITS TH 1 &85
26.3 12

SANOFI vz

® : BEEE



20204F7 HekaT (55160

guoooobbuggoooo

H AR % i 0 S A
872149
$£20mg $£40mg $E80mg
TR F 5 | 21600AMZ00541000 | 21600AMZ00542000 | 22200 AM X 00375000
W 52 Bl e 200541 H 20104101
BB HERES G AT S5ET0 Y h—
BRSO BARERS
AREIRE : 34 —_— -~ ]
TIL=YILY ViR
VUYFE 17 ST
~1:|llr_“41®-§i20mg "| Boehringer
ST AR % 4L0mg IV Ingelheim
ST AR5 80mg
Micardis<Tablets 20mg - 40mg - 80mg
1) VR - AT O £ ) T B 2 & = B
[
7. BRERUVHAZICEEYT X

BI(ROBECERELEVWIE)
2.1 KENDO B2 L BBUE OBERE O H 5 B
2.2 ﬁfﬁ%ﬁlﬂiﬁﬂﬁt“(wé_ﬁ
2.3 JEit %

[9.3.1%17]
2.4 TY)AXL VIR RGP OMEREEE (72720, b

DEFERET>CLRBIMEDT Y FO—LVHELIARR

DEFEEL)

[10.1=H4]

DRSO CTEWEE TR

MDD 219,55 ]

ERNREDSH L EH

3. MR - MR
3.1 fHm
i 4 IHIVT A AEE| IHNT A AR AT A ASE
) 20mg 40mg 80mg
LiEH 1 15
BRI T VIHVY | Ty v FIVIFNE Y
20mg 40mg 80mg
WEER T A, A7 7Y VERREEK T AR, AT

RTATT L, ATV v, R|T
VFFF L r(160) R F
Fo 7oL v@E0) 7Y a—
. T A1) b=V

DAL Sea/a SRV
Ay ATNVI v, K
T+ F T F L (160)
RyFFy 7oLy

A (80) 7 ) 7 — L. D
YU h—), SO
AO—A, ¥7 0 JT—
V6000, & v, R
F v
3.2 READMR
W % 4, IANTAAGE| IHNVT A ASE IANT 4 A
20mg 40mg 80mg
A o~ |~ O o |HaoERAY 7 1
7 DgER) EEINVE S 20— g
" @@= @)=
1= % |#16mm #10mm
=X 2 1#92.5mm 4 . 4mm
o S 1#90.085g #10.170g #10.345g
wepla— | A 50H A 51H A 52H
4. WHEEXIIHER
= EE
6. AERUHE
L RAIIE TV IV vk L T40meE L H AR 3% 5
Tho 727201, 1E|20mgf:>ﬁ;$§25f%ﬁﬁﬁﬁ Lk EdT 5.
B, Efm - IR FEBRT 525 1H A& S 71X
80mgF T& 3 %,

8.

8.

8.

8.

©

©

© ©

.3 FFkaE
3.1 EAOSBHI RO TRVWEEXRIERLFEEDH 3 8%

FEEE DB 2 BFHG T 506, wAHET&IE1A1H40mg

£ %, [9.3.22H]

BEELELNER

1 BEEMERICED D F v,

DT, @HEZE. HBEOERSE

IEESEL L,

2 ?ﬁrﬁu%ﬁﬁ'ﬁli&%l, W ENLEF LV, TUUFT Y

ZHEARFETH G PO BE L FRE R OCFhic Ly = o-
7"/“/“7?7“/*‘/V%:@TIH%IH’EHEHZIé%fﬁ%&[ﬂllﬂ&?%ﬁl?‘
REMEDS D 5 o

3 ZF%'%EIJ?//ZLT///]I ARSI S T T
EFE&HH%%%%%bﬂtk@#ﬁiﬁ%émf iR

REMT AR, BlEEETIAT) 2 &, [11.1.580H]

SLDENDHEDLNLZ ENDHD
Efal e £ 9 2 5155 2 B

HEDERERETIBECHTIEE
A BHHE - BEEZOH58E
A1 ERAEBEREEOS 5 BEIIFBETERIRKEDS 5

BE

ERERPLEZHELRVEH SN E 2 RS, EHIETS 2
& o BRI DI AR ARERAR A BIEOETIC & ) Sl B RE
TS L BTN D D,

.1 2 &H V) LMEDBE

HREERTEHEVEH SN2 R E, A
to AU AMJEEREESELBLNDDH 5,

ERRERE R, o2 b o — VR B OB LY i)
'7A1ﬁ7b> K RFTEETIEMFEL ) Y MEEET 52 &,
.1 3 BINEREEDH 5 BE

WEDOREEA MR AEZ 5 ER I L, WEZELS B2
N s,
1.4 ﬁi&iﬁiﬁﬁiﬂlﬁ@%%

RHE»SHEGEMIG L. MET HEREAIIT) 2 L. &
WRMER T 2RI BED D 5. [11. 42

2 BiEEERE
2.1 BEELABEE(ME7L7F = @E3.0mg/dLU EDIBE)

DHBHEE
Bk LS B LN D b

2.2 MRBEHPOERE

BEHEPLHEGZHBL, WETIHEIHELITI L B
MeMERT 2R T BN H 5. [11.1.45H]

EERE

LT o [2.3, 9.3.22 ]

.3.2 TREeEERE

AFENEEE PR S NS 72, TV IFNVET D s )T
FUADPBKRTST A EDH b, T2,

HHENZ B THFEEE



B CARAOMAPIREAFIZ~4 5 AT 5 2 L S Tw
%o [7..9.3.1. 16.6.2&H]
9.5 114w
TEIG SRR L TV B AT REMED & 2 LRI I3RS L awvw 2 &,
B G IEIRDHIH L 7261203, BhICRG 2k 5 2 &
ERPII R ORI AR 2 &GO T > 4 7 > 3 v T A R
H 2B G- Sz IMEE O B TEABAE, B - #raRo
T, #FrAERORIME, BAE, ®h U Y AMAE, HEDO
ANERCFARBAIEN & B EHEW S 2 WU O HfE, B
DEDOFBEAREEDH LNz OHEDH Lo [2.221]
9.6 IIlw
BIL W EHET Lo BIER(T v b) TP AAT
THIENHE SN T WD, 72, BWHER(T v b AR,
WA D FELE )L O REBN Y O RE LB % 3UER) 0 15mg/kg/ H A
L oG THAROAR EFROMT, 50me/kg/ Hix5-#T
A R DR T L O SRS E D BIEDS G ST Do
9.7 IRE
NEEE R E L 72 ERRRERIE TR L T,
9.8 EmE

—RAEEDOREIE IR E L v SN T 5, NS

CHBLTNDD 5o
10. HEEH

AFNE, & LCUCTHZUDP-Z v 270 /) YV TV A7«
T—ENI LAV a VEERAICL > TR SN 5. [16.4507]
10.1 FRAZR(BIAL AW &)

A 2WG. 7272
L. oo B i
1o T Bl
FEoary ra—)
PELLIARDE
FHrEEL)
[2.450H]

nTwni,

ESES: BRAAEIR - R E A W - fERRET
T)AFL Y7V IEBFCHER AR, B =0T v VT
firer B, mAh ) v Yy RHEEMD

FTLA 2 E e OMECIILE O [B458 S 5 T REE S
(HE SRR BB | ) 2 7 B is & | H 5o

10.2 HHAEE (BRICERE TS L)

M) T ATL U
71 7 DR

R AE FRARIEIR - VB | W - faRRRT
D SV P> T3 2 R WP AN
BLEH L7 OHE
ndHbHY,
1) 7 WARFRERIR | MLE A ) w7 A UEEEDY H) v A BRI A
) AT EBENDD HET L BENNDH
AT /)57 N \b, 5o

feb R o R R
REREE DB b HH

1) T LB
BeRg) 7 2

TUOTF TR
R THEH & D bF
HIZED, Vv Fo A
SeET Tl R /N
WEINTVDS,

B 72 B8 L ANBE ©
HHH. F M)A
A& AR F
IA K v DU AR
H#EIFLHEVDbILTWY
Lz, REDF b
U AP AR S
LIz
EEZHNL,

FI PR B
JutI RN, M7
TV AF 7Y K&

[11.1.4=M%]

SR AR T %k
CTBENDEHLHD
T, EHED S
FRGL. WET S
WA E 21247 &
&O

FURBEEF TiHRE &
ZUF TV EEICIE
L= iE s T L
TWwp EENE L,
FRHIHZR LT Vo

ES kL BRAEIR - R E A W - fERRET
AT O A PR AREREABEN LY | TuRY TP
JESE (NSAIDs) WAL, BEEOD | GRHEEMRIZLD.

% BHATIEBEERE
ErGlERI R
M %,

BT AR T %
ThEEZLNL,

W FESE DAL & Ik 55
S5 EDWES
nTni,

MAEPERAEN 24 3
LTURY TS5 0T v
DERDHEE SIS
72, BEEHEOIMIE
R EH & s &
Z)k%iﬁ)nfb’z}o

TrIXT TR

PR I EA

SUEBEEL & CH
WeEE, &)Y
2 LAE B OF K O
ERIIBLINYD
%%,

V=T VAT
v Y ARMEEER D
BEBR S N5 W RETEA
H%o

TVAFL YT
i

R, 77 Y
7 AR K OMERIILIE
TRITBLNDDH

L=-7 T T
vy YSREE A
B S D RENE DS

%o 72 B. eGFR2®
60mL/min/1.73m?
Fi OB BE [ D
HDEHENDT ) A
XLy 7V L
DRIz VT,
HRERSGEZE ROV
CHBI SN AY A%
PrEpETL 2k,

H%bo

11. BIfEA

WROBWERD B HbNALZ LD HHDT, B oI TV, £
WRBO NI E IS 2T 55 E@EI R MLEEIT) 2 &,
1.1 EXEEEA
11.1.1 MEZEE (0. 1% Hii)

VI, TUE, WHEE - MEBE, H5EOBERZ IR E 3 2 IMEFER D
SO MEIHF IR L0 M R EE 2 3 L 72 R b i S Tn A,
11.1.2 &H Y I LI GEEAR)
11.1.3 B#EERE CHEAH)
AUEEERZREL2APRE SR TS,

11.1.4 a3y 7 (BERP) ., k@, BHEX0.1%)

WG MR, TSRS S bR EITIE, B ITE ) %
WiE %475 2 ko [9.1.4, 9.2.2, 10.258H4]

11.1.5 FHgaEREE. BE HEAH)

AST. ALT. y-GTPEFSHOIHAERELD S bILD Z LY
Hbo [8.35M]

11.1.6 {EM¥E CHERH)

B, MR Wi, FOEL. SWOOET, W, Hk
D SOV R T E L L, B RREE T 2

Lo HERIGIEBETOBRETH bR TV,
MNA7 TF7147x%2— (HERH)

P R IMAEARTT , MRBEFIESEDSEIRE L ThH S bNAT L
W 5o
11.1.8 B MR & BHEEAH)

SEB WL, TR DRIEE, M ERXA RS A b ) BRI 5 B
EbNBEIENRHLEDT, TDLD A ICIEHRTGERIEL,
FIE R ANV E VRO GEOMY) 2 WEEITH) 2 &,
11.1.9 BRI (A H)

WA, B CKER, mb kOB I+ 7oy Eq%
e & 9 ARG RUARIE DS HbNLE T ENH LD T, TD X
I G AEIITE SIS R RIE L, @R MEYIT) 2 &,
11.2 ZOMOEIER

0.5~5%%h | 0.5%Fh | BEEAH

i Wi 5k R CAKE

O F v, B, 5 g

B . SR #HH o]

AR (IRA, BT A R WS 39 =R
0 -




0.5~5%Ki | 0.5%kil B R
HFREER [ 5. i
. e A, ~NE
Jibica SN 0 iR
21
AbDOE, k=
p— T, BT G, ORI,
e b5 By, Ee k| RIE. R
SR
| EAORE. AL
P I L R B oy D e R s
“ B, LK%
AST. ALT.
Jilie Al-P. LDH EH
SO NFRRE R
— . i%@m\mﬁ
miE 7 vr+=
ik v S, IR
W 15
PR, TR
TR, 1
PN & =
A TR
B
BHERE. 2T,
e e o M B
Iz IEE
gt [0 BT e s o
Zofh CRPBy P, CK| 27 W Mo gpepeik, R
bm B9, BOF A |0 v pope s
o . 2] eI, BRI 2%,
= Weifisie, L O
DR R
13. BEBRS
13.1 fER
AFH OBEIR (640me) 12 & 1 . ARILE K& CHEIRA D & bz
L OWEND D,
13.2 LB

AFNZAMIEENTI & o ThRE SN ZE WV,

14. BREDITE

14.1 FEFZAEOZE

14.1.1 PTPEEO#HAIZPTPY — P A LMY L TIRAT % &
IIRET L b,
PTPY — M OFREKIC L Y . W EAI A BRI~ AL, 5
1232 B L CHEBA A SO RE L GHELZ ST L2 &
Wb

14.1.2 A ZAEBRIRAL TV EEIE, BHAERIRHETS
IVEBEEG LI, RAIOEY BRI AFOHEL I, 2
JEEES LA d, BRGS0 bIMiEEN S b2 e
HEESNTBY ., BERPREHT 2B 10 5, [16.280H]

16. FEWEhRE

16.1 MFRE

16.1.1 BEEE
AREVEE MR B2 7V 3 )V ¥ »20mg. 40mg. 80mg (7 7+ IL#H)
& AR\ R 5 (20mgh 3161 (B 1422, Zo9) . 40mght 12961 (5
P22, PE7) . 80mgihf 3061 (B 118, L PE12)) L7z & & o dErpok
BACARIEEHERS [ OB TIRE S5 X — 7 I T DO EBY TH- 729,

(ng/nlL)

1000
s s e
i v 80 mg (n=30)
#1400 A
x
=
I
*
r3
%

10 1

o 2 4 6 8 1 1 7
RI51%E5R (h)

e Crnax tmax AUC w21 tiz
T (ng/mL) (h) (ng - h/mL) (h)
(i(ﬁggl) 33.84+17.37 | 6.9%6.2 | 424.65= 232.25|24.0+11.0
(io:n;%) 78.52+32.72 | 4.6=1.7 | 807.41% 334.76|20.3+12.1
80mg N . N N
(ne30) | 365.81253.08| 3.6+ 1.2 |2304.54%1522.85 | 20.9%10.6

(CF4E+S.D.)
F7o0 HRAR O EAOREEBA K T EBEE 2BV T, 40mghh (7 7
LVFD L LB o Gm THE L EOBEEO FADH S, Coux
TZOMBEAIIHEECTH D EDPHEREINTVEY O, ZofFL LT,
INERE T OFLERED IR K TN D 547 OFFI OB G5 2 5 b,
16.1.2 RiE#®RE
ARREVER MUESE R Z 27 )V 2 )V ¥ »40mg. 80mg(H 7Ev#l) #1H
1IAI14 F B A2 BRSPS (40mg e 1060 (B k6. ZiEd) . 80mghE:
1080 (BT, LE3)) Lzl &, EHIKETH 5140 BIZB1T S 1EH
REACARERE (X P G122~ AR TR ARME 2 78 L DR 2 1ACF L7z,
F72. AUCO2m DA S8 M L 72 Ef=IE. 40mglk U'80mgfk 5T %
NZN1.91+0.5301.61+0.62CF4fli+S.D.) TH- 72",

- o Crnax tmax AUC0-24n)
G =1 (ng/mL) (h) (ng - h/mL)
40mg 1HH 85.78+ 45.25| 4.0£1.6 |1030.16= 598.93
(n=10) 14HH |166.51+ 88.49| 3.4*1.0 |1930.61+1155.91
80mg 1HH |259.50+137.14| 2.9+1.2 |2288.28+ 956.39
(n=10) 14HH [436.62+219.36| 2.3+0.9 |3203.57+1710.92

(CFHE+S.D.)
14H B ®Cuax e NAUC 02 & B L RN 5V 72356, S FHMEO RIS
K9 B ko o 1340medk G- T1.18 % 180,97, 80mgd%k 5-WF T1.77 %
U1.69TH D, BHEL D b L TEWHETIARRD S/,

16.1.3 EMFHEFMH
FEFl & H TR VEIOAEWFENESEEL TV IV Y Y 20megE SR T
5 &A% VT, R T2 0t 12 L 7Ry [ SE v BRI
LRSS N TV RY, T/, GREORL L EH MO LY RS,
20mg#i & A0mgFEld E B IC X D . 40mghiE & 80mgFEld HERE R AT T
ERGAC L7 AR R SRR L D L MRS N TW» Y10,

16.1.4 RE2L—> 3> 77—~ aAX T 1 7 AEHR
AARARONEANOHET -5 THLR2L—Ya vy 7 y—~vaF
T AT ABMORERP S, 20T 5 Y ATt L ) BEET39%E < .
LHEOBEZESTVEL Y bEv LAvRIES e,

16.1.5 fEl{dz=
AN e OFAE A O B R RER I BT 2 S BIRE & Mot L 7458, Coak
AUCIZEEE 2520 & 4L, 80mgll k#5412 35\ T2 D[ A
EHTHoTz

16.2 BRIR
TSNS F2060112, 7V I Y v ¥ »40mg(F 7V FH]) & HakE
G Lok & IR GICHEARAEBRE G Ctoad S EIE (22 0 1.8
0.9, 1% 5.3 1.4KR) L. Coacd57% . AUCH32% T L
7212, [14.1.2%H]

16.3 2
Z v M b OMFEEAREEGRIE, m vitrok Win vivo t $1299% LA
J:’C“i)/)f:l‘”\m)o

16.4 X3
TR B F5BII2MC-7 )V I v ¥ »40mg % BRI S- L 7- & &, 1L
BRI RE D84 % DL EASRZEALETH D B &7 v u Etas
hTHh-729 BHEAT— %), [10. 2]

16.5 Bttt
BHERNFFIZT IV IV 2200 40, 80mg# 22 HF I |2 B IR 4% 5
(BEE6HI) L7z & &, REMKIZIFE A CRPICHEE S e, %5524
B F COFHRBIR PRI, WINOE5EIZB W TH0.02%
LFTHo727




TR B F5BII21C-7 )V 3 H )V & >~ 40mg % 22 IR |2 B RS 13% 5 L
7o b & G5 A144FEH F TORETRED IR L ORI R I E 2
N#0.5% K 0102% CTH 1) . WIS /27 )V I v g v oK 75E
aA L RIS 20,

16.6 HENDEREH T 2EH

16.6.1 BipEEEEE
EERERE E A ) BIEE B E 12002, T IV Y v 40mg(h Tt
JVHD) & TH A7 H BSR4 L7z & &, B Rk v & B2 G B (641
(B4, k2), IMiE 2 L7 9= 2 fH1.5~2.9mg/dL) & @I HE (6
B (B4, ZM2), s 2 L7 F = “Mili3.0~4.0mg/dL) & @ B2
BREFERY ST A — 5 DFEFBOSN o7 o EHREEEDS
MEREEE & HE L CCmna L WAUCIZZEZFED SN Ao 7217,

16.6.2 FTipEREEEE
JFRE S 53 14 2B 12460 (Child-Pugh 43 4HA (H89iE) = 80, B (i) = 4f1)
127V 2V ¥ 2 20mgl UF120mg™ %5 L7z & & EEEM LS
B U Crnaxld4 .55 S O3M5 78 <« AUCIEZ2. 565 [ O2. 75w 0 o 7219 (4}
EIANT—%), [9.3.25HH]
) FEEDH 5 BEH KT T 26 ORAE G =IE1IHA0mgTH 5.

17. BREREGIR

17.1 HEHHRORLMICET 255

17.1.1 EIRERREER
IANVTA AN TENVIZOWT, BIMEEREZ R E L CTEML
ik — BB BR O R AF O RSO b7z,
720 IHNTAAD T RIMICONWT, ZEERLERRL &EENTE
i L 72 B AER I B\ T BEIE DR G & 7 o 2244960, KGR Sz
R - R O#IPHNC BT 2 B ER B (4198 13 L T o L BY) Th -7z,

A, HRE (T FEOBIE)
- CHEARE % & [HIEARE ] % I3 <
AR B e INLE e 76.8% (284/370) 82.1% (284/346)
B A 0D SIUESRE | 65.0% ( 13/ 20) 65.0% ( 13/ 20)
T & I A 79.3% ( 23/ 29) 85.2% ( 23/ 27)
&EF 76.4% (320/419) 81.4% (320/393)

18. FEnhkig

18.1 fEARF
AANFEICMEFEGOT >+ 7F > T (A-T) ¥ 4 T1(AT) 2%
RIZBWT, EHNAEWE THHA-T LEFRWIHERL. TomE
IGEER 2 352 2 12 X D BEIEMEH 2 3883 5. KFOATIZHE
HBFAMEEE < Ki=3.7aM) . ATiZ 6D 5 5\ REE L 702020
ARFNE10~1000nM D HEEEFEF T, A- T2 X 231 7 FRBIREAR D
MG PRSI % . R EE KA IS4G 5 ISR B S & 5 & 4R IR R I
% 40~50% 1§ 52020, F 7AERARPEE 1205 12 BT DA M R A
PGEIR 2 R Ly MR RN TH 2%, F/oo 79 V% = Vi
FTHHACE(F=F—EI)IIk L CEEFEEEE RITS 002,

18.2 REE1ER
AFNLE MAEVESIME S v b ~Olmg/kgD4H 8 HE A 1% 512 &
0. B K THmmHgD BEEAER 27" L. @SIMEHRIIET v bAD
0.3. 1. 3mg/kgD4H M#FEREITH G512 X 0. 22k k T23,
22, 38mmHgD BEHEM 2 RT?, F/2h T VAT 2=9 75y b
D0.5, 1. 2mg/kgD21 0 BI#IHRE LI 512 & 0, 22K T3,
57, T2mmHgDRBEIEEA 2 RT5, £ETMIIBWT, KERTHO
VN v REEIEREO b v, BEWSIET v S ~Dlmg/kgd
BRI 513 21 L o b 72 W B E LR BEEH 2R §0, L=
TUIVATF U YRETESEF NI AREN = A FNIIH L
TH0.3mg/kgDFENH 520 S F R BEIEA/EH 278 L. Img/kgD#EI]
P52 & 0 BV TR 9 220 %), 7B IEH IME B 120§
B FEHEAERNZEEND 20, FRFN B O v ¥ 7 WEFUHI L OB L D
ARHN O FEEE 38 S b2 2,

19. BRRAICEET 2 E{EEHER
B NN
TV 2V~ (JAN) Telmisartan (JAN, INN)
[le==4
4~ {[4-Methyl-6- (1-methyl-14-benzimidazol-2-yl) -2-propyl-14-
benzimidazol-1-yl]methyl} biphenyl-2-carboxylic acid
53K
CasHzoN4Oz2
53t
514.62
(E2IN
Ff~E GO IEOBETH 5.
FEAZHET R T AF /= VITHETIZC L, T8 7 — )b (99.5) 124
DTHEITIZC L, KITIEEAEHET RV,
FEMBIERO BN D,

-4 - 07

(e 2y

N/CH3

N CO,H
o g
CH,
269
SreARE

log P=3.2(n-4 2 % 7 —)V/pH7.4") » BB 1)

20. BRV EDEE
SABEWEL T, BET LI LD HLDOT, Hil - ZEE T
THRET A L,

22, @

(R HIVT 1 X§E20mg)
140%% [148E (PTP) x 10]
5008108 (PTP) x 50]
7008 [148¢E (PTP) x50]
5008 . /T ]

(X HIVT 1 Z§£40mg)
140$E [14%¢ (PTP) x 10]
5008 [108E (PTP) x50]
7008145 (PTP) x 50]
5008 [k, /3]

(I HIVT 1 Z§E80mg)
100%€[10%¢ (PTP) x 10]

23. EEXM
1)Stangier J et al. : J Clin Pharmacol 40 : 1373, 2000
2)Makani H et al. : BMJ 346 : £360, 2013
3) G A  HEH &I 30(Suppl. 1) : S271, 2002
DIRE T I 1 FEB L E% 30(Suppl. 1) 1 87, 2002
5) kL% 1 Su CAPF et al., fEHER A CTOIEWBEIRERGR (5 %K)
(2002410 H8 H KGR, HIGEERHRE IR ER-37)
6)*LNEHRL © Su CAPF et al., flEEHA COIEYBYREASR (F45)
(20024210 8H ZRFE. HIRH ORI WA ¥0k~-36~39)
)RG> I LA 30(Suppl. 1)  S235, 2002
Q) ILPVE R - EHFE—1Th, S RIVH L SER O AW R SR
AR L E\HERIEA, I AT 4 AFE20mg & §E40mg B TR
7 % SH 0 HE ) 1 [ S P O R AT
10)FEPVEE - EERI 1T A,  $E40mg & $E80mg D A W51 [F) S5 14 5 R
11) Tatami S et al. : Drug Metab Pharmacokin 19(1) : 15, 2004
12) A7LAfE A« 358 & 5% 30(Suppl. 1) : S201, 2002
13) 4K - Busch U et al., IMAE&EAM AR  (20024£10H8H
KR HRHEREZ. BAHERA-17~20)
14)#:PI& KL © Francoise B, IMAEHEFE AR  (20024£10 H 8 H &
AL HEEERMEE., RTERAN-17~20)
15) AR LT3, MEEEAE AR (2002410 H8H &
. HEEEEMEEE., M ERAN-17~20)
16)Stangier J et al. : J Clin Pharmacol 40 : 1312, 2000
17) GRS T A+ L3 L {59730 (Suppl. 1) @ S183, 2002
18) 4L KL © Schondorfer G et al., JFREEEEH TOIRYBIRERER
(20024F10H 8 H KGR, WML, IRk b -27)
19) BT (22> © 3B & 369 30(9) : 639, 2002
20) Wienen W : Br J Pharmacol 110(1) : 245, 1993
21) Wienen W : Cardiovascular Drug Reviews 18(2) : 127, 2000
22)FLNEH @ van Meel JCA, JERPHIHER (BIME Z v b) (2002410
H8HAKGE, HETERME. &A1)
23)van Meel JCA : Arzneimittelforschung 46(8) : 755, 1996
24) PR - Winquist R et al.,  SERh3P SR (5 V16 e RT)
(20024-10 H8H KRR, HIRHEORMIREL, A %0k -9)
25) 4L ERE ¢ Winquist R et al., 3 AR (OVBEIE/E ) (2002
FI0HBHKGE, HFFEERE, A& ER-10)
26) HNEEL @ van Meel JCA,  SERpIEMGHER QEF ML Z v b)) (20024F
10H8H AR, HFHFERMEZ. HAHEER-11)
27)Wienen W : ] Renin Angiotensin Aldosterone Syst. 2(2) : 123, 2001
28) FLNEEL - Wienen W,  SERDIEBIEER (20024510 H 8 H AR, HIS
BHEZE, RAHERR-14)
29)#N#EL - Raimondo S et al., SEXDHERIEAER (20024510 H 8 H K
A, HEEEREE., M ERR-15)
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24, XEERERUVBEOVEDEE
HARN—=1) v H— A 27 g AR EH
DIt > % —
T141-6017 HtHban I X KIG2T H1% 15
ThinkPark Tower
0120-189-779
(ZAFIERT) 9:00~18:00
(- B - HE - SmsEE 25 <)

26. REHRTEEES
26.1 SOERRIET

BAN-UVA-177 W Lk &4t
FRER) IXAB2TE1E 15

26-00 D@
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20204E4 AT (A5 LMD T =
00000000000000 B MR
872149
Bpik o S RAT
HAEAR - 34 S 20mg 40mg 80mg 160mg
EBES | 21200AMZ00562000 | 21200AMZ00563000 | 21200AMZ00564000 | 21600 AMZ00519000
BR5eRta 20004E11H 20044E12H

BIROAT SR TOv H—
BAZEFH /NIVHILE 8

TAAIND §E20mg
TAAND §E40mg
TAAIND §E80mg
TAAND £8160mg

WL 5 ZE P 2 i
(ERE - EMEOMTEIC L VEHT L2 L)

DIOVAN Tablets

> NOVARTIS

2. BZ (ROBEICEBELEVI &)

2.1 KREO KA USBUE OB O & 5 [8E

2.2 MR IR L T A O & 5 it [9.52 1]

2.3 7URAFL Y IIVEE RS hoOEERE (7272
L. Mo BEE#RRE > ChaBIMEDT Y b a— )L
FLLAARBOBEEZKR L) [10.120]

3. HRK - MR
3.1 fHRL
Wi TAFINVEE | TA FINVEE | TAAINVEE | T A ANV EE
ke 20mg 40mg 80mg 160mg
THEEF NV | 1§ v | 1gErh N v | gy )L
BRIEG | vy (BRR) | vy (BIR) | v (HRE) | vy (HRF)
20mg 40mg 80mg 160mg
broFy 7 | e RFoxy oo —2, Lo —
oyvkva | A, KT AB, YV, ATT) Y EBER T
— A, Lo | ATTLA, BTUAT—X, Y7 O T—)b,
— A, WK | BRiLTS
1. &
e | T AT T
AN CEE TR
v A, 70O
AO—A, ¥
s aT—)b,
BEiLT 5 >
= bk
3.2 HADHEIK
B4, TAFINVEE | TA TNV | TAANVEE | T4 F /N5
e 20mg 40mg 80mg 160mg
WEGORT | HoRHE | Aol mE | HaoRiEn
Pk FHHRAVDT | BAYVDOT 4 | MADVDT 1 | &k L7-HIH
N ANVETI—F | VA= bgE | VAT—FEE | ADDT 1L
73 La— b
% @
= | @ | @@
— — [N [ ) S—
SRHL Nv 132 NV 133 NV 134 NV 135
e
Jox % B 7 1mm | B 7. 1mm | EE£ - 8.6mm f;; . é48?nnrlnm
() JEE:2.6mm | JEE:2.8mm | EE 3. 7mm Jgg : 5.7mm
" P :0.10g | B :0.10g | HE:0.2lg | oo
Hm :0.41g

4. EERIIFR
S MEAE

6.

8.

©

RERUVAE

HE. BRAZEoNV Ly v 8 L T40~80megx 1 H 1 H#E
B55 %, B, Filw, ERIE U CEHERERT %25, 1H
160mg% CTHETX %,

WE . 6 EO/NBIZIE, NV vy v 8 LT, (AT 35kg
KimOYa. 20mgx . HESkgll oA, 40mgZ1H1E
FEORET 5, b, e, AE, ERICE ) BEEET 5.
72720, 1HIREHEIE, REDkgRiiDHA. 40mgk 35,

. BERUVAZICEEY 3EE

EIMNIZB W TIdNRIZE LT, 1H80mg % # 2 % i H#EERAHY
&V\O

. BEELREANEE
A FKRxETLT v oF T vy v SRR 5P T %

SEDFELFFEEND S bz OMENH LD T, kb
WA % FhES 5 % EEIS % 412479 2 & [11.1.280H]
2 FARI2ARR IS LAV EDEE Ly, Ty I+ T
O I ZHERETHIE G RO BRI R L OFirFicL =
=Ty Td T vy Y ROWEIWERIC & BRI AR 3]
MDD %o

B BEERICESCDT V. £560EWH5bNL I END

50T, mATENE, ABHOERRE a2 o 5 B 2 S
SECIIEESEDL 2 L,

. RENDEREZHIHEECHT IR
A BHHE - BIEEEOH 5 8E
A1 RIS EERREE O & B BEXIIFE THEERRKED H

EE

ERERLGERLZVEHB SN D62 RE . 53T 5
Z & o B O WM R SRR IS E ORI X ) 2
R B S BENDDH 5,

A2 AV LMEDEE

ERERCERLZVEHM SN E2RE, BE5E#IT 2
Zlo BAYVYLAMETHEICLBENNDH S,

T, BREREE . O o — VAR OHERFEIC LD M
1) LEDE R ) R WEE TR, Mg ) v AEICHE
HTYAZ L,

1.3 RMEREEDH 5 BE

WEQBEESRILEAEZ &I L, WEZ T bsEs b
ENDD 5o

A4 BERREREDORE

BHAE»OHSZHG L. BETAHARELIIT) 2 &,
EB G, —EEO S8R MEART (& O R L2
D) FRITBENYD L, [11.1.551E]



9.2 BEREERERE

9.2.1 EELERERE (WEFV/L7F = EH3.0mg/dLIL
+) ohzEE
BhHmE ST o CEEICHEST 5L, BRREREE B
BELBENDDH DY, [9.7.32HK]

9.2.2 MiEBERFPDEE
EHE» LG ZRG L. MET L5 EL 1T 2 &,
WS, —BEOSM R MEET (S0 Ok e
2EY) BRI TBENNDH L, [11.1.55H]

9.3 FFieEEERE

9.3.1 FEENH 38E. HICETHFELERVETS >HE0
HBEE
BeGma il o3 2 SB35 2 Lo AN EICHE
CHEE S NS 720, MAPRES LA TH2B8EN0H 5. FHE
2BV, BE~PEEOFEELRE TNV VY ol
FRISEEAS, BEEERCA & LU CRI2ME 1 B4 5 2 L sl
ENTW5, [16.551H]

9.5 1117
IR IR L C W A et D & 5 K HEICIZHE S L vz
o G IR L 2234k, mhIcER S Ak
LIl AR EELT Y UFT vy v TR IHIN O
Ty TF T vy YEWMEERIHER T, R~ RIS
SNZBREICBIR - BRI, FAGRAE, JBIE - HAIR
ORIME, BAR4, SH Y 7 AME, EEOERAL, F
IKEAHENZ X B L HEW S LB DU oA, K. SIS O
2. MOBERRAEEDND b OHERH 512,
F, BHTERESNT VI F T vy o BIEEE I ER)C
BIFDL MaARY T4 TREFRET, MROICT oY
T Y BRI ER G SN BRI BY T,
WEROMK ) A 7 ERER DG ST e v EEFICH
NED oI EOWEDDH LY, [2.251H]

9.6 R3LIE
BHAL VI EDNET LV, BWER (T oA RO
#%5) ®3mg/kg/HT, AHH~BITTLLOMENH S,
T/ B (7 boRENRCRANREORS) ©
600mg/kg/H CTHA VLM N NVEFROEK T ATED HILT
BY. 200mg/kg/H L THEGLDRBIEDSZO HIL T2,

9.7 INR%E

9.7.1 MHAMRE, FraElR, FLIE 36 AR O IE % 5 5%
&L BRE BRI FER L TV,

9.7.2 Xk #EE (GFR) 2%30mL/min/1.73m*kiid L <
FEN 22T T A/NREE R E L 72 BIRRHERII T L T
W7\

9.7.3 BHREN ME S ) v AMEEFFEEECHET L L, D
O EIMIE TIXEHRERE 21 2 L%, FRio, Bk
REIS2E 2 AT TR (B8 iK) OBEICRA % HGT
LeERIMEE ) v 2MEE FR S RN B B oo HEH]
BT ABAIRIEE T A L [9.2.1, 10.28H]

9.8 EiE

9.8.1 KHEDOHEZMHT A LEEICHKSTAIZE, —
BEORRITIZIFEE L v e SNTWwb, g ssie
CHBENDD D

9.8.2 WEiE OHYEIRERER T, AHI O MK i I A3 Il S
IZHRTEL D2 EPFBDENT VS, [16.6.120E]

10. HHE/EA

10.1 GtAEZ BFALAWVWCI &)

EALE

ERAEIR - 55

i S

TYYAFL ¥ 7Y IVER
FVVA

CEERRER RS 5

Yito 72720 Mok

IEFIEMER A R
REREE . w7 U Al
JE N ML E D ) 2 7
HmsEeE T,

Lov-ToyATy
v RBLEE A3 o
SNDWRMEDD 5o

JEBEERIT>Cbh B
MEDT Y ha—)Lps
LAREDEHEEEL)
[2.351H]

10.2 HAZER BRICEETSHC.8)

RN

FRARAEIR - F51E 5 1

B - fGIRT

TYAFL Y 7V

FrpgneR S, ) o

P R

BG L. BT 28
HEFEAIT) 2 L,

[9.7.32#] ZMUE B ORI % 2 | & > SR BR SR H 2588 i
ZTBENND S, SNDLUFEEDLD 5o
7B, eGFRA60mL/
min/1.73m*A i 0 8
PR ED B 2 BH
DTV AXFL TN
e & OfFHIZ DWW T
. RS LRSS
WEHIET SN B YA %
rxErsc e,

Ty TF T vy R ERRRRE, sy

=) 2 IRE f OV T % k2

[9.7.32H] CTBIENDD D,

FI PR BEE ) W55, —#Eo | FIREEAR CiHRE %

7t 3N SR MEART (ST Tw 2 BEICiEL =

P 7BV AT T V| ROEREIEEEED) | EESTCEL TV

2 RRITBENDD 5, |BEDVL . AFIHZE
[11.1.5%1] HED O ARHOLES | Zh LT v,

HEOF M) T A%
LIk E 0w L7224
HTIEL FAUERE
DRMEFEL S Z &
b

71 77 AARFREF SR A
2¥a /)57 b
M) T ATL v E

A1) 77 AR A
AL ) v A

[9.7.3&0]

rFoz2¥L v - oF
ZIWVI AT TA -V
[9.7.320#]

IR ARY) ¥
[9.7.32:01H]

M)A NTY) AEFREA
ANT 7 ANFHY
= MJRANTY A

[9.7.3&M]

M5 71 ) 7 A A A
TLIEND D,

KEOT IV AT »
SRS L) )y
LR A TS 5
WREED D % o

falREF « HiReRE

AFN X B IE A )
LD EHE Foa Y
LYo ATV a
VFaA FEHIZE S
LEZHNS,

feo b R 0 R
EN 1t S/ RV N 1)
meEE

w71 7 A UE O B
FAPHEICHREN D
LEZOND,

mig» v~ afio -5
MR S ND BENDS
H5bo

JEA T A NI I8

AH O FEENE AV G5

NSAIDsOE 71 A ¥

Ji#Al (NSAIDs) THZEND D, 75 vV A MEN
F A RS HIiZ& Y. BAOKEE
TER DS HESS % 2 &8
Hbo
BHERE A AL S 8 5 B|NSAIDsOEHE 710 2 ¥
ENDDH D, 7T v Y A EE
AIZ &Y e )s
BTFSa7-0LE25
N5,
fabREF - EiE
viinow— RANO UM EEAHIZ0| )~ EREAYEAR Y < —
~40%BIIE T L2l X b, BRI L
Wt Do KENIOME|\ W4 RO %
FAEST 2 BEND|BIED 5 W IdiRA S &
Hbo LD D Do
)T A VI AR EIT|ARAOF b)) APk
ZEPMEINTOL |MEHICED. U F 7L
DEFEPRZ B LEZ
S5NT WA,
11. BIfEH

WROBWERDH S bNBEZ ENHLDT, BEY 51247
U, BEAITD SN BAICIIE S A TS 2 7 B 2

BEEIT) 2 Lo

1.1 EXGEMER
1.1.1 MEZE GEERH)

B, VR, HBH, SRS ;ERE L Tabbns L

Wb

[8.1%M]

11.1.2 FFR CEEEAB)

11.1.3 BFRL (0.1%H)
1.1.4 HAHUYLME (0.1%AKiH)
M5 ayy BEARW). L& HEAD). Bi#HEkx
(0. 1%i)

WG, TR, BRI ESD D S5 b EIC

1, BB IZEY)
ILEAEAT) Tk, [9.1.4, 9.2.2, 10.224]



11.1.6 |EFERIBRAE CHEAH) . BmMEKRS GHEAH). Mm
RIS (0. 19%A:0i)
11.1.7 EEMRR GHEAR)

FEE, NG, DTN ORI, B SRGH TR S A Ak ) R A 25
HobNLIEDBHLDT, TOXD AT %2 Pk
L. BIBREARVE Y HORGS0MY) 2 MELITH 2 &,
11.1.8 {KI¥E (BHEARH)

By, Zelid. &iT. ToEA ., EPET, s, Ek
BRSNS SO NGRS & Pk L, #Y) R ALE F AT
)T ko HRHETOEETH LbRLTV,
11.1.9 HERUBBERE (0. 19%A50H)

. B&, CKER., mikORPI+7ue sy La%
B T ARG RIEDR H S LML N HLDT, 20D
IR 3EB IS A PR L, EURLERFT) 2 &,
NA10 FEHEXKIERBMMAIE (Toxic Epidermal
Necrolysis : TEN). BREFERIEEE (Stevens-Johnson
AEREE) . STALHE (V977 HEARH)
11.1.11 XfEE. EXAEE (W3 HEERH)

HKIG, O AEDH S bNIGEIIE, RERHE &M 5
Z ks
1.2 ZOMmOEIER

0.1~5%Ai 0.1%A:ii HEEANY
T 5. €I HIRE . ALBE ST
Ffieesh (o F v, FEfE IR AR —
i mnwm -k _ _
L, Al
[ e, Byl SR, L BEAlED —
e 5. NEE Wit Tﬁﬁ! fEfL. 1 o
&, AR
AST. ALT.
JH- ik LDH. ALP., ¥ — —
VB MED S
I A ik EEEDS —
I bR R A B -
B fidk BUN L5, IfiiE 2~ — —
L7F = EH
A ML ) 7 S E &S ) A I _
L H %
AR, FE. (MR, ES R, LU B AE . BE
CK -4 f;L ﬂﬁgflﬁ L;fini . FEE
) IHEAE 5 I
ot aL AFa—) k&,
MEREEEA,
R, BE HE

) SEBUSUE LM MEFAEOR R T &,

13. BEHRE
13.1 fEX
RFNOBERGIZL Y, FHLOIER T2 L. Eikl ~Ly
OIET ., RERICELBENDTD 5,
13.2 &

FELWRIME OB A 121E, BEZ ML L, e oA
FIRSE OBIRTES 22 S 2 MEE 1T 2 &

BB NV E OIS Vo8 s E ORFEERIZIZULLET
HU ., MBI L > THRETE 2V,

14. BAEDEE

141 EFIZFEFEOER
PTPEZEDHEFANIPTPY — b H WY L THRMT 2 X9
RET 5L, PTPY — hORERKIC L V. VS A E
HElEATIA L, B3Il ad B2 LTt RS0 EE 2 &
BHEZIRT A DD 5,

16. EHENE
16.1 MepiReE
16.1.1 BEZE
EHE AT F-12 3 VL 7 2200 40, 80 U°160mg (80mg X 2)
A AR RS L 7286, e I S A, IE s o R 2 bk
FHE G 2~ SR TR IR EE B L7 £ 72, Cmax L UPAUC
(F160mete 5 F THRGB ORI LH LTI L. W2 134
~6IECTd o 727,

P Tn}gx Cmax AUC Tz
(h*) (ug/mL) (ug - h/mL) (h)
20mg 2 0.86+0.53 5.2+3.1 3.7%£0.8
40mg 3 1.37+0.53 8.9£4.0 4.0£1.3
80mg 3 2.83%0.92 18.0+5.8 3.9%0.6
160mg 3 5.26%£2.30 33.9+18.9 5.7%1.8

n=6, P+ fEE N pouE
R EE H335kg A X 1 35kg bl E /N (70> 5 1475 0 = ML AE
BB ER, b L3R 7u—BEREORE) I2F N2 N20mg
XAZ40mgD NV v & AR L7z & & OCmax L (NAUCHE
DTFolsh) Thoiz,

pEsE NS Cmax AUC
(kg) (ug/mL) (ug - h/mL)

20mg 26.1£4.9 2.45%0.86 12.0+£3.9

40mg 48 .48 .4 2.11+£0.84 11.3+6.1

n=6, P+ FEHERFLE

16.1.2 R1E#RE
TR AN T2 NV )L &~ 160mg (80mgx2) % 1H17H K
RIS Lz & & mAER ORZEARIEE O 5 M L
FEBD SN ol Tz, ML OESTH HOSEYERE 5
A—ZHFIEAETH Y, BRMEIEO SN » -7,

16.4 X35
TR T I2HC NIV IV & 2 80mg % 22 I B a8 145 5 QI ]
BolmfEhiciE, £ L TREMESFEL, Zomic R e
LT4- Fax I EaBoon”, i vicoDREBRIZBWTTE L
TCYP2COD G RIE EN T BY (WHEADTF—%),

16.5 HEitt
TERE A FIZHCoNV AV & 80mg % Z2 I BRI 14 5 L 72
BOPERRIZUTOEBY) TH-72" BHEADTF—%),

e pRH
HeHEEER 86% (168MH: i) 13% (168HFRfil)
REAUE 71% (12~7285 i) 10% (AQMEIfE)
4-b FoF o4k 8% (12~T7285H) 1% (481 [H1iH)

TR AR T2 L & 220, 40, 80K UF160mg (80mg X 2)
% Z2JEREE R G L7 Bs . 0 5-12480 [ £ Cloik 5= 09~
14% DKLk & LRzl s hve?, [9.3. 18]
16.6 HENEREH T HBE
16.6.1 =&

651k UL E DB A F- 12/ VL &~ 80mg & HalkE 1% 5 L 72
& E DB ORZARIEEEHER L. 655 KT OB R AL 112
Fe G L7234 12 X CCmax /51 . 215, AUCHL. 7f5% < . AUCK
OHIRFRINC BV THELRZ (P<0.05) 25380 572? (hhHE
ANDT—%). [9.8.2%H]

17. BRIRRIR
17.1 B3R UORLMICEY 2565
17.1.1 EREERHER (B IHERVEILIHE

P T (R
- [HEARTE] =&t [HIEARTE] % k<
PR 74.1% 79.7%
RS (366,/494) (366,/459)
- 82.8% 82.8%
B[ e g ol 3 210)
RS i) Bl (24/29) (24/29)
g 1) 77.4% 85.7%
i (24/31) (24/28)
aat 74.7% 80.2%
o (414/554) (414/516)

Tk, REEmIEE (BE~HEE) EFedfe L2ZER
WILEGER T, AHIOHHEAFRD LN T WD,
ARREVER MEE (BE~ M aE) B# IS, 1H1[M40~160mg % 12
~36H MR G L72Bs, LR TR B R i % 03,
RIS A S 2E L ER 2R L 722,
AREVES ML (BAE~ P E8E) 812, 1TH1A40~160mg % 12
BAECOSG LB iR - I A B2 LB 2 o,
B2 BEER R A R L 72

17.1.2 EPAE I AR
AREMES M (BE~ P SE) B# 12, 1H1R20~160mg % 52
B RE T L 72 Bt, AHI B FIPR B SE0F IR & UCa



EHESFHAREO VTN B TOEEZRD L 2 &
e LB SR S et

T ()
[HEARRE] 2 &L [HEARE] 2B <

B 64.3% 78.9%
HARR: (45/70) (45/57)
e 77.3% 77.3%

IR BELEREH (17/22) (17/22)
A 66.7% 66.7%
CalibLIEH (8/12) (8/12)
e 67.3% 76.9%

o (70/104) (70/91)

RIVEFAZSBIBIEE (. B ©20.0% (14/7060) . FIBREE
JESEGE I TL18.2% (4/22680) Jr O"CafGPrefit HI# 2z
T25.0% (3/1261) THh o7z FABUWEHIZ. ML T
BFE R OLDH A3 54.3% (3/7061) « FIIR T
ORI RE T AR, Sk, %, ASTEA. ALT REA K&
OIRIE A3 1 b 4.5% (1/2261) . Calfbude it il
FTKL KHEMER. ALT EA. BUNES, &2 L7 F
=V EARUCREE EAPCTNE8.3% (1/126]) TH-
720

18. ZEHEIP

18.1 1EH#F
AVZ I AR e AR B AV | B S NO Y i A
THHATIZERIGERIZHES L, FERE LTHERYT
LTI F Ty I LTERAEL NV T AT
WZHIT 2 2 LRI EN T D,

18.1.1 7NV Vs k7 v M KREIRTEHICB VT, AT
ZERIHT BT VAT Y N OEE AW
EF LY, Fo, ATIZERUNOZERIIHLTIEE A
EBRMEE R S e,

18.1.2 7NV L A3 FHEHKEIIR Y > 7 RERIZB LT,
JVTRLFY . wu b= RO ) 7 202 & B
VR L CIRIIIERZ RS, 7oy I F 7T v v TIcE B
it 2 R EL A LD %19,

18.1.3 7NV & VIR L D . BFREIET v I
BU B EAEAE L VT FLF) Y2 X B H5FER
IEOMEER 2 RES, 7o IV4 Ty v I L AHFE
SO % 45 S L5 519

18.1.4 /N V8 L id Y VEIBERREMRICB 27 » P
FF Y UNICEBT NV RATO Y OFESZH I
j—élﬁ)o

18.1.5 /N ¥ Vi MREL LEMILOACEG L 7
TV D U LTS v,

18.2 BEE1EA

18.2.1 /N L E EREOHR SIS L ) . B ILE T >
b, BABESMES v+ (SHR). F M) v Ak~ —
Tty bOMEZ AREAKGFEHICT RS E 2%, DOCA/
saltFIEINE 7 v b OMEIZIT 2 %S RITE v,

18.2.2 /ULy idifE (458) RIS BICREL T
b, HUEIMES v b, HAFESIES v  (SHR)
IZBWT, UNT Y FBIREZRS 2\,

18.2.3 /UL g vid RS (448) OS2 8D .
I ZE R B SEREE FUARSSSE B IIE 9 » b (SHR-SP) O IfiE
RTS8, MMABOBEEZ RS v, &
7o, BER (488) REOHGICL D KEIRILE ORE
JE %S %

18.3 MITEIEELE OIS DI ICRIEFTIER

18.3.1 7NV Ly IR G L) . BARISRES LT 7 v
I (SHR) Ofig#siini % il 345 28 %<, Bilie%
HREIIEINT %,

18.3.2 /N )V & g AE (49H) RS X it
DAEETVT v bOLEKREY, BTG (48) O
e 502 £ 0 B A By SR R SSIE TS IILE 5 » b (SHR-
SP) DL K % IS %o

747

18.4 BiEEICRITTIER
SNV E R R G KD . BRI v b
(63) K OMZE S 38 hEtk HARFSRE S E 7 v b (SHR-
SP) (32;H. 405, 44;H) OEFEEDEALZHIT 5,

19. AR ICEET 2E{EZAR
— IR
NIV o (Valsartan)
=4
(25)-3-Methyl-2- (V- {[2'- (1H-tetrazol-5-yl) biphenyl-
4-yllmethyll pentanamido) butanoic acid
i
C2sH20N503
e
435.52
PRIR
HEBEOHKTH L, A5/ —LLETy /—) (99.5)
2RO THITRT <L KIZIFEAEEIT R,
AL
CHs

)\(WM
H:C
H

22. @I

(F 4 FI3N$820mg)
1408t [14%¢ (PTP)

(F 1 F/3>$840mg)
140%¢ (1482 (PTP)
7008 (148t (PTP)
5008 [, /3]

(F 4 F3$280mg)
1408 [14%¢ (PTP)
5008 [10§E (PTP)
7008 (148 (PTP)
5008 [, /3]

(F 1 A3 $£160mg)
1008 [10%E (PTP)
140%¢ (1482 (PTP)
3008 (10§ (PTP)

23. B
1) Sheps, S.G. et al. : Arch.Intern.Med. 1997:157
(21) :2413-2446 [200036801]
2) Briggs,G.G.et al. : Ann.Pharmacother. 2001;35
(7-8) :859-861 [20022566]
3) Cooper,W.O.et al. : N.Engl.].Med. 2006:354 (23) :

x10]

x10]
x50]

x10]
x50]
x50]

x10]
x10]
% 30]

2443-2451 [20180405]
4) T FEERIIA  RESE. 199814 (10) :1703-1725
[19992288]
5) FEPVEEL - E/NESE BRI (K1101535%)
[20123542]
6) T SEERIIA  BREZE. 199814 (10) :1727-1743
[19992287]
7) Waldmeier,F.et al. : Xenobiotica.1997:27 (1) :59-71
[19992107]
8) Nakashima, A .et al. : Xenobiotica.200535 (6) :589-
602 [20055471]
9) Sioufi, A .et al. : Biopharm.Drug Dispos. 1998:19
(4) :237-244 [19992792]
10) FHk Bl BUKESE 199814 (10) :1923-1949
[19992278]



11) #Hzk BEH  BREESE. 199814 (10) :1901-1921

[19992279]
12) WINFH—Z2  BRESE. 199814 (10) :1859-1878
[19992281]
13) fRIliEEE 2 - BREESE . 199814 (10) :1879-1900
(199922801
14) FHk Bl BUREZE. 200016 (2) 207-244
[20001148]
15) De,Gasparo,M.et al. : Regul.Pept. 199559 (3) :
303-311 [19992057]
16) Criscione,L.et al. : Br.].Pharmacol. 1993110 (2) :
761-771 [19992033]

24, XEEKERVEVEDEL
INNT A AT 7 =BRSSOV T e A AL b
T105-6333  HUHHRUEIXE / [1-23-1

0120-003-293

Z{485R9 . A~% 9:00~17:30
(REARUHEHABZRRL)
www.novartis.co.jp

26. BEERTTEEE
26.1 BUEHRTT
INIWTAA T7-V k&t
HERHEHEXFE /P9 1-23—1
(27)

7418853 700000
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1.8 RHAXE ()
TAK-536 (/hR)

&

AEGIEKASH

1.8 FRAXE (F)

1.8.1 ZAXE (B)

A CE () 2RAICEM L




ooooobuogooooo

*20XX 4F X HekET (3 1) BAREZEEFR I EES
EoethAT, L S —T 0 v o — 872149
TFIOILYILE UiE
Frik SRR o
7 < JL/\EE 10mg
«BREAE 34
R 5 7 < )LsNEE 20mg
7 <)L/ \EE 40mg
AZILVA Tablets 10mg, 20mg & 40mg
* 7 DIILYILA DFER
T O JL/NEEHL 1%
AZILVA Granules 1%
* TNV NEE TN REE TUNNREE | TV FERL
10mg 20mg 40mg 1%
FRHIR 5 - WL P S ) ABES  |22600AMX00521 | 22400AMX00038 | 22400AMX00039
VE) BEE —EREEOL ST Y ) TS L MRSE RS 2014476 /1 20124F5 /1 20124F5 /]
2. R (ROBHIZIEEZRELEWLI L) A4 T UV EE T YN NGE T NNEE TV VN BRI
Ju
2.1 AFI ORI VBEUE OB D & 5 B 10mg 20mg 40mg
2.2 WERRSUAEIR LTV 2 TREMED & 2 4t [9.5 B R] a7 Aha=T| WEEERADOT A [ a=T 42
2.3 7V A% Ly T~ MBA B SR OMWIRIRE (7L, ok A8 | aT7 A7 M
FEWRE 21T T b ABIED T v hi— L 53% U< REOEBE % & | #oURe (s Gt At
<) [10.1 B8] RARIRR| 70800 T I s320 T U340 -
Bl o) o e
(a5 1o 33 ) W _
X3 4R - HERR | B ké &)
3.1 iz +
Wi 7“/;61//*\% T I NGE T IONNEE TSR 1% 4 il -
mg 20mg 40mg
18 18 1 g 1gh = -
N R R I R I R I i
” B B 5 5 S (mm) 8.2 9.1 9.1 -
10mg 20mg 40mg 10mg S (um) 4.7 5.1 5.1 -
SR, | SUBEAR, | SRR, | SEOKR®. | e x aml %031 3.3 3.3 .
[Ny == [Ny == N S == [N S = = —
SFLT | YTFTe | T T | v TF T . 9104 #9135 K135 -
Ehe®y | bkaxy | thaky | thaky (mg)
Futik | Fubik | Fuvritk | el k
na—Z2 K | re—2 K | re—2 K | tr—R R 4 e LR
EHEe M| #BHREe N | BREE RN | 7T72—X] SR
= S A-T = d - B =1 Sy =2 B = = 35 = i
=) i = | =) 2l = vartre | —A, XL
WAl | —A ~7nm | =2 ~7n | —A ~7n | 7 BtF¥ *6. AZER VAR
/L6000, | =—/L6000, | =—/L6000, | > =Y RY ()
ATFTIV | ATFTTIV v | A7 TV v | b= WBRE
v rxe | e rxe | Bresxe | MkrAHEE WEL. RAZIZT A LT 20mg 2 1 H L ERAEST 5,
A t7u | vA vrr | vA vTn Teds. Hln, SERIC K 0 EEIT 525, 1 HEcRE G &1L 40mg &3
Au—A B | Au—A B | Au—A R %,
fbF & FH | T E | (LT E GINAY
="t | e re— | L e— o
Sk, =Mk | AL S TRE | AL ST WEL 6L EO/NRIZIE, TP LA L UTTRE 50kg A D5
& Bk YRS ujjﬁm\wé%@ui®%éi&m@1El@ﬁﬂ&%ﬁ6%%

3.2 WAEDHK

T 5, 7eB. AFEln, RE, ERICK D BT 528, 1 Bk
B IR 50kg R OEE 1L 20mg, R 50kg L EOEEIL 40mg &



2o

1. RERUVAEICEET 2FE

FRAN TR, AR OREEZ R 2B R L, AHE H O R 2 R (T
B &L biT, 20mg IV EHENOOMMBLEBET 2L, 11112
]

8. BELRERMIEE

8.1 BEEHICESSDEN, 50X NHLONEZENRHDHDT,
mPTEE, BB OEIREER A S B2 BET 23R S
LTk,

8.2 FhfAl 24 BRI E LW EREE LW, T VAT 1l
ZREETAIR 5P O BFIL MR OFihicr=0-7 oA T v
U ROMHIWERNC K D @ E AR iEAR T AR 2 9 RN B D,

9. BENDERZHITHEBICHT IR

9.1 &HHE - BEEZFOHIEE

9.1.1 MAIMBIREEDOHZBEXIEFECEIMREOHLEE
B LR 2B Sl S e R RE R 2 8 B
MFE O RLRERE AEEOR T I & 0 2B HiE 2 BL ¥ 5
BELRD B,

9.1.2 §h UV LMEDESE

BRSPS E SR S ESn 2 GA R RE, R E, @
BV U AMEFEEIEI BTN 5,

F7o. BEEREREE, v b — LR B OBERBEICE 0 MEL Y A
EAFL Y RLTWERE TR, MESY v AHEICERTHZ &,
9.1.3 RMEEEDHSEE
BEORENMMEREEFI SR L, HEZELSErB82hNH
Do

9.1.4 BiERRBIEREDPDESE

EHENOEG AT 570 8, BMEICELGT 52 &, RURRMED
KFEEITBEARHD, [11.1.2 BH]

9.1.5 EXBBEDOEEREDHSEE

9.2 BaEERE

%0, 2.1 EELEHEEEE (eGFR 15mL/min/1. 13m* k&) OH2HEE
ARG AL, BET G0 hA 11T ) R CEEICER S
THZ L, BHEZELSEIBEANH S, MPRED EHRE
bz, [9.7.3, 16.6.1 &)

9.2.2 MEBHPDEE

EHE» LG AT 2728, MEICHEEGT 52 &, RUERMED
KFzREITBZEANRS D, [11.1.25H#]

9.3 FFHsEEERE

FRARRE DTS RERE E B (Child-Pugh 43 A 37 : 7~9) THLH R
O EAEBRERESN TS, KRBT, M 22 ne b s
(Child-Pugh 3¥HA =7 : 10 LLE) FBAt ST, [16.6.2%
]

9.5 1E4%

TR TSR L QWO B ATREMED & D2tz e 5 L2 &, G
ARSI L2 Aicid, BEHICES 2R IEd 52 &, MRP I &
OKRMNCT v VAT v VMR FEIETHIC T AT v o %
FIEH % %5 SN & MTEAE O B TEAGRE, B - FERO
L, FAROKME, BRE, @Y vAMIE, HEEOERALK
OFAKEDEIC X D EHER SN 2 R o FffE, BEZEBE OEE, Mo
BERENH b= OWENH D, [2.2 58]

9.6 2R

B LN ENEE LV, T v b OJEER & ORI AR % J]
BO#L3 5 &, 0.3 me/ke/ BLL EOFECHANICE RILENRD 5
AU, 10 me/ke/ H LA B TEREH M OIS 23580 5TV 5,

%97 MR

9.7 1 ARHIAREIE, B, FLUE, 6 A DL SUT A 20kg A
WO/NTE G & U B RBR T M L CTuZany,

9.7.2 eGFR %% 30mL/min/1. 73m* A & L < VBT & 21T T D/ A
g b LTI ENE L Ty, [9.7.3 2]

9.7.3 BHEREL MG D U U MEEFEEHESBET D2 L, /NEED
M LE CIEEHRERE 2 LD 2 &A%, FRC, BRI R L KT
TARRE R, BK) OBRFICAFZ LT 25E0MED U U LME
Z LA S D RN & HMMOIEA L T 5EITEE TS &,

[9.2.1, 9.7.2, 10.2 &M]

9.8 SE

BHE,OHRGZHET D0 SHBEICREGT 52 L, —RICIBEDRK
JEFIFE LS AL SN TWD, MEEENEZ 282003 d 5,

10. 8B RA

10.1 #AZES (BFRALEGWLC L)

A %

BEAER - BT 15

B - SRR

TUVAFL U Tw)L
i3ty

FYLA

ChE IR s LAt
T 556, 1EL,
L DBEEIEH A2 1T -
THBMED =
fa—ANFELLAR
BROBEZRL, )
[2.3 2]

B ZEh B
BEREREE, @) v
LIS K OV i
U R 7 EIMAHE X
n<Tnd,

LVEy- T U TOAT
v RBAEER R
HiR S 5 et s
5,

#10.2 HFARFE (BFRICEET S L)

A4 %

BEAER - BT 15

B - fERA

)0 LERFHER] IR

MmiEH Vo LEA b

AHIOT NV RAT 0

#i T2 nd5, VoI E I &
Avwm /)T b DAY LETREER
VR NETRT S Z Lok
MU T AT L, 2o
EN AL fEIRIR 7 - FRIC B
pRRVN i <5 HEREOH HHBE
b (b RN

[9.7.3 BH]

TR B L A1 AAENEPID THGT | FURBEERICIAE %
Tak IR, %6, BEERR | 2 Q05 EBEICE
MU ZauAFT | BT LIBENRD | L= AEERTTHEL

D b, AEOBEGEE | TOBHBRENEL,
[11.1.2 BR] HENBHGT D7 | KRR LT

ELHEETDHIE, W,

TYARFL LTI
iz

RRSREIETE . &Y
7 A E & QML
BRI TEELND
%, eGFR 73

60mL/min/1. 73m? &

V=T YA T
vV RIFEER
3R S D ATREMES
HD,




KA E ERIRAEIR - HEIE 1 R - SRR T HbEe T
il DB HERERE D & ST ALT, AST O |5
HBE~DT Y AF Tl BUN, ZL7F=10
Lo 7w E D 5
BERIZOWTIE, 1A Z0fth e oK 5

B ERD RSN E
T S D HE A bR
EHTHZ &,
TUOF TR | BEREES, s | LT uUAT
S LA U AME R OMRILE | 2o v RLVEER 2
FRITBETNNS | Hi I D rTEEEN
%o b5,
VF U h VF U LAhENRZ | BIRMEICBITDY
LBENND B, F 7 D OTFFWRILME
HSh5,
AT aA RHEHEE | BEERNEETS | AT oA RHEHEE
LR 77 BB D, BRI A YR
(NSATDs) MEBTLHTrRAH

A RAL

TV DERE
ﬂ$¢é’&m6

F& JEVEF 2 855 &
mﬁﬁ%&
B E D H 5 #X%D4Fﬁﬁ%
FHTHE, SHICEH | EFHOTrAL S
RN 2EEN | 7 VU ARKLEE
BdH5, MIZE Y, Bk
MMEFT 572085
ZHITND
1. 814EM
WORWER N H S5bND Z L NBHHDT, BELFHIATV, BER
RO LNTIGEICTEE 2R IET 57 PR AEEITH 2 &,
1.1 EXGRMEA
11.1.1 MEZFE GEHEARP)
B, O, &, W - REEHEOERZER & 32 MERER S 5 b
HIENRDD,
11.1.2 avy., ke, BEEE (BEARH)
W, MR, ERRTH AR D Db G AITIE, () 7R AL A
17o2,, [9.1.4, 9.2.2, 10.2 %]
11.1.3 SHEEE WEARH)
11.1.4 &hH o LmfE (BEERY)
11.1.5 FFEREESE (BUEARM)
ASTALT, v -GTP & EF55% 1% 5 IFEREREENR S b bh b Z &1 bH 5,

11.1.6 HEAUSRARE (JE T

13. BEEE

13.1 &

TIONYNZ RO M-, BITIC L 0 BRES RN,

*14. BHELDFE

14.1 ERIZFEFEOEE

&)

PTP W2 DFANL PTP > — b 22 HIY L CTIRAT 5 L 55855 2
Lo PIP v— FORREIZ LV | MWSLAIR BIEREA~FIA L, EIZ
IFEALE R L CHRRR SO EERAIHEL IR T 22 L B3d 5,

16. E¥Ehas

16.1 MAiEEE

*16.1.1 EHEikE

()

TERERR IS T D314 2 20mg (9 f) KO 40mg (9 f) % Hi[EI#E N
Beli UToWy, RE(CARO AT IR EHER K 0SB RE 2R ST A — X
FUTFOEBY THo72 Y,

PR, BIRE, CK & MR ORTFIA ey ERERS B
NEGEIcE, Behahib U, MU AEEITHY 2 &, RBUTHEARLE
IZ XD BMBEFEOBEICIERETH 2 &,

*11.2 ZOHOREIER

0. 1~5%A:jii MHEEARB
W EUE BB, WS, TOE
ThBR A HEN
FERR R B
ICIE Y s U o sEH,

hIRE L

(ng/mL)
5000 -

/,ﬁ 4000 -

] —O- PUNHILEL 40ng

g -7V IVHILE 20mg

~ 3000 -

o

5

%

o 2000 -

2

#+

="

g 1000 -

0 F—— , S —f=0——o— o
0 2 4 6 8 10 12 16 24 36 48 72
5 %0 (h)
Coax Tox AUCq ;¢ Ty
Eitdn o
(ng/mL) (h) (ng * h/mL) (h)
20mg 2,020. 1£496. 1 1.8£0.6 15,475.8+4,413.8 13.2£1.4
40mg 4,707.8%1,048. 3 2.4%0.5 33,892.0%8,109. 3 12.8£1.3
(Bl 1 e R )
U

6 mELA b 16 AR O @ M EIE RS, 7 VYL Z % R E 50kg Al
DFBEFTIL bmg (3H) . {AKHE 50kg LA LB TiX 10mg (3 41) % Hifn]
& e b U7 E R BIR O i SE PR EEHER & OSSR BIREF /3T A —
FIIUTDOEBY Thotz?,



(ng/mL)
1400

1200

AT INYILE Y bng

1000+ e PUILHYILZY 10mg

800+
600+

400

MmiFRRE (FiHiE (RERE) )

2004

8
#E5%OER (h)

Coax Tox AUCq ;¢ Ty
b
(ng/mL) (h) (ng * h/mL) (h)
5mg 888.3£291. 1 2.7£0.5 6, 635. 7£3,279.6 4.71.0
10mg 831.3£180.8 3.4%1.1 7,433.3%1,227.5 6.1%x0.7
(CEE)E 1R AE R )

16.1.2 RIEEHES

fRHER AN 7 DB L2 2 20mg (12 41) KON 40mg (12 41) %1 H 1
B 7 RS Uicke, REAEO MR TR 50405 4 B
BECITERREBIEL, FREMEERP-72Y

*16. 2 IRIN
&)
TR (12 6) 17 AP 2 A0mg H BH%E ARG L=, &

AR D Cpps AUC ITHER TG LML BB LT, 2N 3. 0%,
8. A% L7 Y,

(YD)
fRER N (11 f) (27 DAL Z L 10mg ZRBEROHE L2, &
AR D Cpps AUC ITHER TG LML BB LT, 2N 6. 3%,
0. 3% L=,
16.3 9%

[C] 7IONHZ % 0.3, 3, 30ug/mL RETE MSECEIN L7z
B, WP L EERBARIL .59 Th 7= (in vitro) ©
16. 4 438
T ONYNH TR K0 AR M-T IS, F 7z, CYP209 I X AR
M-I SN D, f;io\ M-T B ONM-TT D AT, 2 B IR OPREVER
IERZBAARDK 1/1,000 Tho7= (in vitro) ™9,
7 VYV 4 L 1E CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 & ON CYP3A4 ZBASEHT, CYP3A Z#FE L7 o172 (in vitro)
7)
16.5 ittt
TR NI T P2 2 20mg (12 6]) N 40mg (124) % 1 H 1
7T HMER NG LR, PRI G5 168 IRF[H] E TORZE A
O RRER PRI E N 15, 1%, 14.6%TH o7 Y
16.6 HEDEREHT HEE
*16.6. 1 BEHWEEETES
FRN OBEHEREOTREE DS B 72 5 & U FAE R (eGFR 1 A% 15~30 i
EEEHERER 4 0, 30~60 A O & B SREREEE 10 51, 60
P EDIEH ~ W R RERE EE S f5]) ([T AP X 2 20mg &2 1 H 1

[\ 7 ARKERR G U7 RE, BN O IE R~ B g e i & b
L C S B RERSE 58 O C,, AUC IZZENEHL 17, 3%, 16. Wﬁﬁub
T BEREREE S O Cpp AUCIZZNEHL 8. 9%, 39. 3% L=

F72, RAOBHEREEE 244 ) S TERE 2% L LRz 0

T, HEEBRRERE A (22 f) & bl U CEERMEREREE L (19 B)

O kT 7 MER IR R T 35, 1~61. 3% L, EE e B RekE

# (eGFR ™V 23 15 Kif) (4 ) o b T 7HEMmEh Sy 51.0

~9L.9WEIML7=19, [9.2.1 K]

7 1) BIED eGFR (ml/min/1. 73m%) =194 X Cr " X Age ™ *"

D eGFR (mL/min/1. 73m?) =194 X Cr """ X Age *#"X 0. 739

*16.6.2 FTHREEE RS

RN DB ~ Fp s B TR RERE S (Child-Pugh 2 X =1 7 7% 5~6 (it

[EIFFE R EH 8 (., 7T~9 O AFREREIRES 8 I, 3 16 ) K

OERERRA (16 i) (27 PPy v A RE Y I LD b I,T 40mg %

5 EIF'?E«{’EP‘D&%LT_H# fERERk A & bk U CE TR RE R o
o (7. TR AUC 1 27, 9%HEIN,  Fv & e AT A RE ﬁ?.%‘@ cw\ AUC
i%n%n 17.9%, 64. 4% L7= 1 (SHEAT—%) . [9.3 2]

H2) BUAEY, TAT 2 PT UL INR, FFPERME, MEAE DRREN S A =

TALT B 558

H3) TUAY AL OTE KTy 7R (EHNRER)

16.6.3 SEE

TR 7 g (65 mklh b 85 kLA T, 24 6) RUEREE (18 mell b

A5 FELAT, 24 ) \CT VN Z 2 A0mg & 1 H 18] 5 HRINERD

Be b L7zls, HERE O Cy, AUC (IEHEG235 8 HH) X, FEmmE
LHE L TENEN 16. 6%, 9. 0% L= EATFT—Z) ,

16.7 EMHEEER

16.7.1 Z)LarvJy—i

ERERR A (18 ) T 7 /v =g —1 (CYP209 FHEF) 200mg Z 1 H 1

[\l 7 ARG K OT P2 v A0mg % Bl O RS (70
aFY =5 THRA) LR, 7O Z 200, AUC I, Bigh

PeGBE &l LT RN 14, 1%, 42. 1 L 7= 1Y GHEA T — %),

*17. BRER A&

17.1 BHERUVRLMICET 538

17.1.1 BN IR

FRAD T BT T EEAREME B i EE B 2 R RIS T AL Z % 1
H1EN2 BRI O# G Uiz 7T & AR IR 8 S M R BR o0 #2132
ToEBY THoEW,

b77ﬁrumrfm9&1 FDNTROREGEICENTHL T T R
HRUCHAEEAREPRBO bR (p<0.0001, *fHHE) .

&7 7 REEEALILE (mmHg)

B n ALERI U300
BAAE | Ak BGAE | 2k
100.8+4 160. 07
7 7R 82 —4.149. 12" —8.2 +14.63%
.21 .66
TV 100. 24 158.5+6
83 —10.8+7. 76" —17.6+14. 20*)
%> 10mg .07 .96
TV 101.5+4 159.2+6
85 —12.5+9.60 —20.5+13.71
% 2 20mg .72 .71




TN 100.4+4 159.2£7

82 —14.3£9.92 —22.21+16.83
& 2 40mg .14 .04
BT Y
o X 101.0*=4 159.6£7

82 —10.9+10. 13" —18.3%15. 88"
FN8~12 .40 .68
g™

1) LOCF{% (Last observation carried forwardi%:)

H2) BZEL L TRE LR TH Y | HEFAAR LS BEE T2y, (1H 1EI8me 2 438 ] & UM.2

mgZ8IAM, Fr128RH5)
7E3) n=80, i¥4) n=8l1
CEEIfE + 1R 7E)

BITER ST, 7 2N 2 2 10mg #5558 T 15. 7% (13/83 f51) |
TNV H L 20mg B HRET 16.5% (14/85 ) R ONT DL H
40mg BEHHET 13.4% (11/82 ) Thotz, FRRIEAIL, 10mg F5-
FECRR B 3. 6% (3/83 1)) | 20mg $x5- R CEEEIMED £ 2. 4% (2/85
B) FOUF 2 VT F R A R —B N 2. 4% (2/85 i) TH o7z
w7128

17.1.2 ERNE IR

RN 1 FE XL I EEARENE @ i e R E 2 RIS T Oz o Fh
FEIC 1 H 1\ 20mg (83EM) K40 mg (8HM) D 16 # MBS,
WA TFHNE L X F AEGRET 8 mg e Y 12 mg% [7l— M
BICTRAOZL L ZEERERBROERIZIU TO LB Tholk

15)

o

k7 7 WAL B L& (LOCF 1K) X, 7 Vv U EHRE (n=311)
WCBWTHBEEO D T2 v LXxeFALERE (n=309) 12k
REFERENTD LI,

Te¥s. b T 7 WREEENLIME OB G- RE (PR /GRER - SERE AR R
7)) X, TP o ERE (n=313) 1 100. 34, 26mmHg/160. 0+
7.70mmHg, B FHALZ L LB FAEERE (0=309) 1% 100. 4+
4. 11mmHg/159. 6 =7. 27mmHg T&H > 7-,

7 ZHFEENL LT (mmHg)
, Y i s

BT PEERM IR

ZE{ A=Y T 2 ZAL AL T
15 583 AT

- —2.0 - —2.6
TN A 2 20mg

11.0%8. 87 [—3.21, 19.9%14. 30 [—4.62,
HoFHAE L v LdR — —0.69] — —0.60]
F/1-8mg 9.0+7,43 p=0. 0024 17.3+11.75 | p=0.0109
B G165 (R AATATI)

- —2.6 — —4.4
T LA L 20~40mg

12.449.87 [—4.08, 21.8%15. 30 [—6.53,
HFHNL Ly VxR F | — —1.22] — —2.20]
JL8~12mg 9.8+8, 50 p=0. 0003 17.5+12.69 | p<0.0001

TEL) PR = AR 22
2) B HATOMEH L = ARVER S B O 51 2 AN 8 8 & U7z ZSohe i sy oot (58510
A A VIO B G RER O sEERE, [

BITERIEBBEEITT NP7 AR GHET 7.3%(23/313 i) Th o7z,
ERBWERIL, 7N F CRETIL R REERN 1. 6% (5/313 i) |
IRALPED E N 1.6% (5/313 #i) KOVREMED F W 1.0% (3/31341) T
ol
ME A NESNE, A RITE T IERE (ABPM) Of5%R., 7oAy
VEESREORE 0 L O 14 WSRO 24 B MEHERIZLA T O LB Y
Thol,

(mmHg)

200 —o— 7INHILz 2 (0E)

] URAEHA M E —o— PYNHFILE L (1438)

T X RI95%(E FE X )

180 —

160

1

s
o
1

ME (5l R )
8
1

17.1.3 ENEMERR (REAKRSHR)

RO T FEXE T EARREM: & M EEERE (362 ) ZxgUcT VA
V4 10~40mg (10mg K Y BifE) % 1 H 18] 52 & M BAEE 0 4 5
FRBEIEAI T A V2 0 AEGUAI L DR LR, WINbBREL
TBIESEN GO Y

BIVEARBSEE T, 10.8% (39/362 ) THh o7z, EARBIEMAIL, M
AR 2.8% (10/362 ) | ¥ZEhED £ 2.5% (9/362 i) K OV SRR
ME 1. 4% (5/362 1) TH o719,

17.1.4 ENE MR

A O ML & i EAE R (25 Bi]) ZRZRITT VP14 > 20~40mg
(20mg LV PHAR) % | B 1[E 8 WM 05 Uk, %8 U= FRTERh
EREehi,

BIVEFAZEHSEE I, 4.0% (1/25 ) Thot, TARBRWERIZ, Ml
PRI K SRIER I 4. 0% (1/25 B) K ONMLA A U o K00 4. 0% (1/25
#l) ThHor ¥,

17.1.5 EAE IR

RN DB A S J il ERE (41 ) ZRBIZT AL 10
~40mg (10mg L W BHAR) Z 1 H 1 [E10EMEAEES L2k, ZEL
=RREREN TSN,

BIVER BB X, EEEREERE T 15.8% (3/19 i) K OHPEER
FEERE T 18.2% (4/226) Thotz, FBWERITEEREERE
T Y v AN 5.3% (1/19 61) . @@ U v AMIE 5. 3% (1/19 )
K OFER 5. 3% (1/19 1)) Td v | oo LB pE B TR RERE 4. 5%
(1/2241) | i U7 2890 4. 5% (1/22 B1) | SEIE 4. 5% (1/22 fi)
FOVEEED £ 4.5% (1/2241) Th-o7219,

17.1.6 ENEMERR (REAKRSHR)

6 MLl b 16 FORT O @ TE R (27 6l) x5 & Lz R 535
WZRBWT, T UMY ILZ U E{RE 20kg UL E 50kg A D BBE Tl 2.5
~20mg (2.5mg XV BHAA L, BEJEBAZ®D ICHEE3, AAMICHEN
RV AT Bmg, 10mg, 20mg DNECTEPBEAH2 (CHIE) | KT 50kg LA



FOBETIX5~40mg (5mg L VLA L, BT AAERD ([CB@EE3, A
AP RIED 220 413 10mg, 20mg, 40mg OJIE T B PEEgE2 (21 &)
Z 1 H1E62EMEAEE Lz, BRIILTO LB Thol, 1RE
WS 1H (0~123#) TlEL=-7 o PFTF v v RERDS OB
JEIR 1 FIOR—HE - HECOHZ, 1S 2 1 (12~52 ) <
XL =0-T v OFT v R IEELS OB EIE OB XL RS
WamEs L™,

D) ARREMEEME T R oMR] - FEunpliinEEEE NS0
PRIZE T DIWEIET A T A2 2012) | @ 95 /X—F U Z A LR
i URPEEILE Tl 90 28—k > & A LA,

H2) 2 EBX T 4EMIE

b7 7 WEEALME (nnHg)

JEIRI USRI
i 72.0+13. 43 125. 7+12. 89
Z{LALE
P52 (R | 13,9413, 24 -12.4+10. 33

14 TR

H 520855 (TRRIYIES | -10.9+13.23 -10. 0=%11. 47

2376 T )

TED) TR AR R

12) LOCFik

BIVEF BB L, 44. 4% (12/2T H) Th o7z, ERBIERIL. H#E)
PEDFEUNT.4% (2/27 i) . FEIR 7. 4% (2/27 4il) R OVBHEEREREE 7. 4%
(2/27H) THo7?,

18. FhEEE

18.1 {ER#RE
TIONYNEANIT v OF T MEA 71 (AT) ZRIEICHA L
TT oA Ty M EFER L, FEICE O3] 72 m B WHE VEF % 4]
T5Z LI Lo TAT 2RI ERIOER T IC L0 BEEEREZRT,
18.2 AT, 2BKICxt T HHEER

b AT AR OTE M 2 R E KT E L (10,1 : 0. 62~
2.6nmol /L) AT, 2R D> & OFREEIIHRD TR Tdh o 7= (in vitro)

8)
o

183 LZV-7UPATULURICRIZTEE

TR (124)) 7oA Z e 2mg 4 1 A 1A 7 ARG L
BE, ML =850, miET o U4 T UV TIRIER T AT
VU MTREOBMBAED bz ¥,

18.4 [RE/ER

mLE EARRIEZ » b (SHR) ROV PERIME (2K-1C) 1 XizZh 2
PHEME S U7, 24 RERD 1% & CRE/ERIZRpE L 7= 2

19. B ICBET 2 EBILFEMAR

—W4 TPV H L (Azilsartan)  [JAN)

{54 2-Ethoxy-1-{[2" - (5-ox0o-4, 5-dihydro-1, 2,
4-oxadiazol—-3-yl) biphenyl—-4-yl]methyl}-1/4benzo[d]imidazole-7-
carboxylic acid

5321 CoglooN, 05

53 ¥ @ 456. 45

LA

PR © T UL 2 T A B~ A AORSE SUTR EIEO MR TH
Do NN=VAFNATERT I RIZETROTL, AF ) — VIR0
12 <, =& =) (99.5) ITIIFIZL <, KIZIFEA LT T 20,
Al 190°C

*22. A%k
(7 <)L/ \EE 10mg)
PTP 100 2 (10 $£X10) . 500 & (10 &&X50)

(7 2 ILsNgE 20mg)
PTP 100 #& (10 $£X10) . 500 &£ (10 EX50) | i (500 §E/X7)
(7 2 )LsNEE 40mg)

PTP 100 £ (10 ££Xx10) 500 &£ (10 ££X50) | JH (500 §E/37)
(T IL/NEBHL 1%)
i 100g (FZIRAIAD)

*23. TEXXHR

D) 7YYL L OSEERERERARO (2012 41 A 18 HKF, CTD
2.7.6.3)

2) TN NE v OEYERERBRGED (FENERD

3) T UNYNLZ v OIEYERERERAEG (2012 45 1 H 18 HA&GE, CTD
2.7.6.5)

4) TINYIIE O TRERBREAGED (2012 4 1 A 18 A&, CTD
2.7.6.1)

5) TN NH v OEYERERBGES (FLNERD

6) TUNYNLL L DOEAFAICET 2 (20124 1 A 18 HAGE,
CTD 2.6.4.4)

) TINYAE L ORBNTET 2O (2012 451 A 18 HA&GE, CTD
2.6.4.1)

8) 7YY NZ L DRHNTET D@ (2012 451 H 18 HA&GE., CTD

2.6.2.1)
9) B RERE B TR B B AR BRI (2012 45 1 H 18 HIKR,
CTD 2.7.2.2)

10) 7Y LE o OERRBREAED (20124 1 A 18 A&, CTD
2.7.2.2)

11) JHRéRERE =2 12 31T 2 3EmEh BB AlsfE (2012 42 1 A 18 HIKGE.
CTD 2.7.6.17)

12) 7N H v OIREIEABR ARG (2012 4F 1 A 18 H AR,
CTD 2.7.6.15)

13) ZAaF Y —L L OFEWAR AR (2012451 5 18 AK
8. CTD 2.7.6.18)

14) 7O E v DEEFRBAED (20124 1 A 18 H&GR. CTD

2.7.6.26)
15) TN H v OERRBERRRG (2012 451 H 18 HAGR, CTD
2.7.6.27)

16) 7L E o OEARRERERE® (2012421 A 18 A&, CTD



2.7.6.28)
17) 7YYL E o DOEARREBRERE® (2012421 A 18 HKF, CTD
2.7.6.29)
18) 7YY ILE v OERRRERAE® (201241 A 18 HEF, CTD

2.7.4.5)
19) 7MY E U ORRREREED (201241 A 18 HEF, CTD
2.7.6.30)

20) T INYINE v DEERRBRAAE® GENEED
21) 7N E L OREEERICET 285 (2012 421 A 18 HIKR.
CTD 2.6.2.2)

24, XEERAER VB LNEDESE

G TS <O HRE

T103-8668 HURABH X HAMGART —TH 1% 15
ZY—HA Y/ 0120-566-587

ZATREE 9 : 00~17 : 30 (LHAMH - BRHIREH 2F5R<)

26. WERRGEEES

26.1 BERET

T B TR At

T540-8645 KRERMTHRIGEEHIUTH 1% 1 5



1.8 RHAXE () RAEGRIXHASH
TAK-536 (/hR)

&

1.82 %8E - IR (F) RUZDHRERR
7YV oNEE 10 mg, (7] 20 mg K OMA] 40 mg DA ICE (2018 427 HdkaT (5 12050 ) 0
ALl IS LD S SGETH AR TR O E 2 B AR T2,

1.8.2.1 $heE - MR (F)
TAK-536 ® 6 5L EDO/NRTCORhEE « B8 (R) 2L ToOLBVH/ELR.,
& I JE SE

1.8.2.2 &k - R DEEEIRM

TAK-536 I%, 7> VAT v v N ZEFREHE (ARB) THY, 7oA Ty N2 A
7 ZFERE BRI ET 5 2 & TRIEMFEHNZ - TR O OMER TAITh 5, TAK-536 %
10mg, 20 mg XN 40mg A8 T H8AKFITH S 17 UL 38 10 mg, [F] 20 mg, [Fl 40 mg| 1%,
RN O I E B LTk D IR SR & L CRIEIRGEAGR A BEICEUG L T\ D,

—J7, TAK-536 O/NVABRFE CTiE, 6 mbl oo/ E e B (232 G - FAEOBM
zame <. I o CrkELA IR e
%S I 2o r—— s Cesk el e 2eEE
B o 5% mE 2 CER L 6 mibl b 16 MRl o /NRE AR BE 2 5% & LB
#5338 (TAK-536/0CT-101 7Bk) K X TAK-536 D71 K7 v 7K TH 5 TAK-491 D 6 1%
PLE 18 s ARl O /N i e AR &kt 5 & L7 B G538 (AR14.001 3BR) D plihs %
(2. TAK-536 OF MM O ek 2 it LTz,

Z DfER, TAK-536/0CT-101 3XER Tl ARMMEFMEE Th 5 258% N 7 7 KA LR ]
B OMHE I E O NI, 514 2 18 HIAFRIE 2 WK THRFE THEBEL . WLk T
HRN—2 T A LI L THEMFICAEBEREN A BV (2732.1) , 72, AEFZRDIZ
& A TR N T, TAK-536 2/ G L7c & SICH T RBRET REFEFRITIADL
T, 2 MG L2 EOARMEITIRIFTCh-oT (2.74.2.1) &

AR14.001 RER Tid, EEFHHEH T 2 FWHIC T 225835 N T 7 RpEAL LR B fn £
A E GHRRE A EIME) 2oV T, 77 BRIE TAK-491 2K & Hilg L CHEFFIICA B
R LU, TAK-491 OFMENBIES N (2.7322) , £/, —EHEERYK ORI CIZAH
EEHOREITIZIEAENRETHD, v X KO TR L L CEEMEICIET
HHNT, DEMITIRIETH o7z, EHIZ, RUFEMHI CIIAEFEFROBETIZLALEN
R TS CTH Y, TAK-491 BMKL O TAK-491 & O BEEEO GV T HICB W T,
BRI R E R MBEITA LN o7z, TAK-491 Z/hRIc b Lz & & ITHil- e &
AEFERIAONT, S2EMKEL L L E0RREEIREFTH-T- (2.74.2.1)

PLE. 6Ll Eoo/ R EILFEREBE IS5 TAK-536 DHGER WL MENRD b= 2
EMND, e - R (RB) & EMEiE] &R E LT,

10



1.8 RHAXE () RAEGRIXHASH
TAK-536 (/hR)

&

183 & - AE (B) RUZTDOETERR
7 Y3 E 10 mg, 7 20 mg K ONF) 40 mg DIRASCE (2018 457 HYGT (5 120) ) 0
FrR BRI 3 < AT TR DR A b DT A% FHCR L, BB RIS LT
AR EARL A FRAl L 7o,

1.8.3.1 A& - AE (%)

TAK-536 @ 6 Ll Eo/NRTOME - & () 2L TDEBYERE LI,

<>

WE. RAZET AL Z ot LC20mg a1 B 1 ERAOKEGT S, ok, Fin, IE
WICE D EEEWT 508, 1 BRAKKEEGREIZ40mg &5 5,

</h >

W 6 L Eo/NRICE, T L Z b L TR 50 kg RO HEA1E 2.5 mg, (AE
S0kg LEDOB AT Smg D 1 B 1 EROKEG OGS S, 7ol Fln, (KE, ERIZE
D IEERI T S 08, 1 HERRE 5 B3R E 50 kg RIEOHE 1T 20 mg, (KHE 50 kg L ED
AlL40mg LT 5,

1.8.3.2 i - AEDHRTEIRN
1.8.3.2.1 A%
(1) HE5R#K
EN T3 L 72 TAK-536/0CT-101 RBRIZFBV T, 6 Ll b 16 %A 0> /N Vi i I E B
PRI TAK-536 & 1 H 1 [ElfE L7z & & 22535 b7 7 ReEENLPRGR H1 K OUHE B ifn = AR
TG BAARE % 0 b R v, 52 Mk L7- (2.7.3.2.1) . £72., MBS T L 72 AR14.001
ARERICIBWN T, 6 mELL b 18wl ARG O/ NE &) i FEE FR AT 2 %5 TAK-491 2 1 A 1[5 L
ol &, hEHICBI AREE N T T REBEAILE- T O ZLEIZOW T, T ERIT
TAK-491 4k & el U TREGH PRI EIC EF- L, TAK-491 OFPERBIES Nz, £z,
PERE N T 7 REEALIER R OUURE I I (X, W ORERIZBWNWTHE =T A bR
EFREL, 52 E TRk L7 (2.7.3.2.2) &
WFTRORBRIZB N TH LRI KERBEIIA SN T  AREIIRGF TH -7 (2.7.4.2.1),
LEXVY | TAK-536 05 EHIT M1 B 1FE] & L7k,

(2) 5

TAK-536 /N B OB F O Z KRG (Azilsartan-1005 357) (28T, BARAN O
RN 112 TAK-536 /N A (BERIAD) &5 L7z & & TAK-536 O3EWEHEIZ KIT
TREOEBIT/WEEX LN (2.7.1.222)

F 72, TAK-536/0CT-101 R & Y AR14.001 FBRICIHB VT, 6 kL 16 mAiti X% 6 % LA
= 18 AR D BF T TAK-536 X% TAK-491 Z &A1 I EHZICE G Lz & & TAK-536 LT}
TAK-491 O NER VL RMENHER Sz (2.7.3.2.1, 2.7.3.22 k1r2.7.42.1) ,

51T, BAGEOTHIREAITH D TAK-536 10 mg £, 20 mg F& M Y 40 mg §E TlE, #5HF
BB 2 HUE TR E LTy,

bRy, REFRHIZETREITRE Lo T,

11
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1.8 RHAXE () (HEMIE®RASA
TAK-536 (/hR)

1.8.3.22 FE

(1) FABAERVR/INAE
TAK-536/0CT-101 385 T, Bds H & (/A &) % R E 50 kg ARl C 2.5 mg L OMAE 50 kg
P ET50mg &L, BEEBEICELRWEAIE, BFMEEZMHR LARND 2 M I & ICBp

(K& (RE 50 kg AT : 20 mg, KE S0kg LLE :40mg) FTHETIHIZ L E L,
{RHE 50 kg A & OMAHE 50 kg UL EO#BRE 26128, Bt & (G/hHE) 2 &5 % Bt
Lz, 8% N7 7R EMILEY L OUGES I E X, BmHE (/AR BNE5ShTn
T2BETHTNER—RT A VIO REBICTR L, £72, /AR TR TREE TR
JERN R D LT BRE b — B A b (2.732.1) . EHIC, ARB THRASNLIAESR
REGOZEEIIRERMETALNT, AFEIIRG ThHo72 (2.74.2.1) .
LI EX Y., TAK-536 OBAtEH & & O/ N EIX, RE 50 kg K€ [2.5mgl . {AHE 50kg
PLET T5mgl & L7z,

(2) *KXAE

AR14.001 FRERTIX, 8MWICK T HRLE 7 7 REMILEM MEDE L EIZ OV T,
TAK-491 &K TIX 7 7 AR & g U THEHFICH BERBIE SRR G, BENSRITH
BIZEWEEI L2, 2o ofERE, WHEMmEcHRETH -7 (2.7.3.22) . 72, ARB
TREINIAFEFLE DRI RE 2MBEITRD T, AEEILRIFTH -7

(2.7.42.1) ,

—J7. 6 kLA L o/NRE L EERE 2BV T, TAK-536 Z{KHE 50 kg Kili lZ 5~20 mg XY
50 kg LA IZ 10~40 mg x5 L7z & & ORFEE &L, TAK-491 Z{KH 50 kg A2 10~40 mg
KOV 50 kg LA EIZ 10~80mg ¢ 5 L7 & & D TAK-536 DR EOHFANTH - 7=

(2.7.2.33.4) , AR14.001 FABRCTiX, ZH 5D TAK-536 DR T & O HiH C©H BRI LE S B
JEZh B OBIMMBFRD Hii=Z L ovh . TAK-536 512 X DB ERRIT, IRE 50 kg A Tl
20mg, 50kg UL ETIiX40mg £ T, HEIZE->THIIT 5 &2 bl

F 72, TAK-536/0CT-101 FRER ClE, 1R CRRAHAEZLE L THHBRE N —ERA DN
72 (2732.1) , EHIZ, ARB TRESNLIAFFLLEOLZEMEICKRERMEIIA LT,
BRMIIRFTH-T- (2.74.2.1)

LI EX V.| TAK-536 O K EIL, RE 50 kg A4 C 20 mg | | R 50 kg LA T 40 mg|
L7,

12



1.8 RHAXE ()
TAK-536 (/hR)

=
H

IERHKARH

184 FRALDIE () RUZDHRERR

7 VL3 EE 10 mg, A 20 mg K& OVA] 40 mg DU SCE (2018 4R 7 HkET (B 12 0K) ) o
PRl BRI LS < TR TIRO RN B D OE T R4 TR TR L, ZEAICELT
AEARIL A FEH L T,

1.84.1 %%

1.84.11 % ()
2. 2R (ROBFICIFFRELAEWLI &)

21Kﬁ®mﬂ_ﬁL@Mf®%ﬁ@®%é%%

2.2 BRI SUFIEAR LTV D ATREME D & 2 et [9.5 S /]

23 TV AR LU 7w VIR Z# B G OREREEE (2720, thoBERRKEZIT>THRE
MED=a L hr—ARNELIARAROEZELZRS) [10.1 2]

1.8.4.1.2 ZZ DR TR
Hrat R I D S UETHRE TR OZLEHNE N DA F X200,

1842 RERUVHAZEICHAEYT IR

1.84.21 HERUVHEICHEYT 53R ()

7. AERUVRAEICEET R

BMATIE, AROBEENRZZBE L, RAAEHO S A EEICHBT2 & L HI2, 20mg &
DVIERHENLOIELERT S22 L, [17.1.1 2H]

18422 ARUVAEICEHEYT 5 TEDRTERN

HIRoH IS < SETHRKE TREO AR N S AT I,

B, AREIEL, RATOHEREDRLERGAZAEL TRELTND I ENL, KATH
HEEBR LR,

1843 EELEKRHIE

1.843.1 BEELEXKIE (F)

8. EELERMIEER

8.1 BRIEEHIZE DS HEWV, S02EXRNHLLNDLZERHHOT, EEEX., BEIED
MRS G IR 2 1 O B 2 E T 2 RICIIEE S5 2 &,

8.2 TINAI24 FERIIIW G LW Z EREFE LW, 7o U4 T v v v IRFRETAIR G H O
BEIL, ML ORI L =07 O T v R OMEIWERIC X D @ E e il BT
T AREMER B D,

1.8.432 ERGERMIE DR ERM
TR B LD < ETAH AR THRFO LA A D EFIT 2\,
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1.8 RHAXE () (HEMIE®RASA
TAK-536 (/hR)

\;‘1

1844 KFENERZRHTHEBICEI IR

18441 BENDERZHIHEBICEHT HEE (F)

9. RENERZTEHITHEEBEICHT HIE

9.1 BHHE - BEREOHDLEE

9.1.1 MAINBIMEEDOHSEEXIIABTCEHRREEDHLEE
B LR 2B VW S SN 256 2RE . AT 5 2 &, BliREOHD 0%
ERIKRABEDIR I LY BEICEEELZ B I T2 B8Z0WNH 5,

9.12 &H YYD LIMEDEE
B LD a2 B WS SN 256 2RE, RIS L, B Y U A MAEZ
HIELIBENLLDH D,

Fro. BHEEREE, a2 be— L RRORERFHFICIVMEL Y U LERE L YT
WEBRE T, MiES Y U AMEICERT S L,

9.13 RIMEREZEDHSHEE
WEDORRENMINEARAEEZ5ZEZ L, WEZELSEIBZNLRD D,

9.1.4 BELRHERETOESE
BHENOEEZGT 5L, HEICEETHZL, BMARNMEDRTEZEZ 7%
N s, [11.1.2 28]

9.1.5 EXBBEDBREREDHSEE

9.2 BERREEETESE

9.2.1 EELBHMAEEEE (eGFR 15mL/min/1.73m* Xi%) DHZEH
BHENOCEEZBMG L, WMETH2HGIIRAIIT I R EEEICER S T2 2 L, BHGE
ZEASELIBENNH D, MPEED EENRED N, [9.7.3, 16.6.1 ZH]

922 MRBEHFPDESE
BHENOEGZGT 570, MEICREGET 2L, AMARMEDCIKRTEZEZ 7%
nnbsn, [11.1.2 28]

9.3 FrikaefeEEE
HEE I OO THERERS E R (Child-Pugh YA =27 7~9) Tl EE D FRNEE SH
TW5, ERRRERCIX, mERI#ERE DS (Child-Pugh 2 A =27 10 BLE) 1EBR
Tz, [16.6.2 2]

9.5 1Eim
PR TR L CWO D ATREME D & D REICIZ G- L2 2 &, GRS HI L7
BElE, EbicE5 2T 52 b, MIRFEIROKRINCTY v UAT v v IRFER
HHART AT v BRI EA A G S Au7s i MLUESE O R TR AE
Fald « Ao, HAEROKRNE, BAE, &h Y U ALE, HEOEMK AL
FEAUDREIZ K D EHERI S5 U o ffE, BREEHE OET., MOREREN & 5 i
EORENRH D, [2.2 2]

9.6 1=ELIR
BRALRNWZENLEE LY, Ty bOEFEMN R OEAICAR ZiRHR AR5 T 5 L
0.3mg/kg/ H LA ORETHIA RIS E GfRiE 2 380 S 41, 10mg/kg/ H LA THREEE N O A
DRDHHENTND,

14



1.8 RHAXE () RAEGRIXHASH
TAK-536 (/hR)

&

9.7 INR

9.7.1 AR AEMRENL, BN, AV, 6 AN O T A E 20kg ARl D/ ARG L LT
B R BRI e 0t L T 72w,

9.7.2 eGFR 7% 30mL/min/1.73m* Kjifi & L < \FBH 232 1F T B /NEEZ b5 & U 7= Bk kB
FFEM LT Avy, [9.7.3 B

9.7.3 BHERE R OMIIE N U U MEZTEERSBET 5 2 & /NREO S ImE T B R T 4
52 EBZ, R, BHRICEE S RITIREE GREN, BiK) OBFICAKRAZ S
TLHERMIGEN Y U LMEE B S LRSS H DO FEH L OHHT 2 58 I3EE
52k, [9.2.1, 972, 102 5]

9.8 EENE
BHENOEGZHBT R EHEBEICKET 22, —RIGBEORETLG E L 20
EINTWVWD, IMEEENEZ2BZN0W0H 5,

18442 BENERZATHEBICHT A EEDETEIRN
9.1 GPHE - BEEIRESE O 5 BE
BRI LD < SETH K TREO I B N B A H L2\,
9.2 BHEREREE B
9.2.1 FEERBHEEIEE (eGFR 15mL/min/1.73m” Kii) D& 5 BE
ZHEDHEBAFZOHROATH Y | Fracdl EEICEE D < SGETHRE TREOLHNAED
AL ESANAN
9.2.2 MEEHTH O BFH
BIRC R B D < AT THRED LA B DA L2\,
9.3 IFHEREREFBE ~9.6 AWM
FrEt i A5 D < ETH K THREOFIMANE N B EH L2\,

9.7 /NRAE

9.7.1 IRHIAMKEN, HANR, LI, 6 AR DL T ILAE 20kg RiGO/NL A G & Lz
BERARBRIT TN L TV W2 EBRE LT,

9.7.2 AHID 6 mLh b 16 mATE O /N S £ B 2 5t 5 & U7 BIRERER (LLTF.
TAK-536/0CT-101 #5%) T eGFR<30mL/min/1.73m* S IXBEHT AR T O BEF TR LT
2 EMBRE LR,

9.7.3 /WNREDOEMEIZ BV TIBREER T 215 2 £ 232 < | TAK-536/0CT-101 #5x Tl
7.4%7% eGFR30~59mL/min/1.73m* Tdh -7-Z &, F£7-. TAK-536 DIEIIEH 1D E 2
HILD U ATIZEEDWTERE LT,

9.8 il

BTRC R B D < AT THRED LA B DA T L2\,
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1.8 RHAXE () (HEMIE®RASA
TAK-536 (/hR)

\;‘1

1845 HEEH
1.8.4.5.1 fHEER (%)
10. E{ER

10.1 fHARZE (FFALAZWLI &)
HH 4, e AR - HEE 5k R - falRIN 1
TUAX LT VR FEBFEMEM 2e s BRERERE | L= T VAT v

T LA
(BEIRIREBE AT 55
Ho T2 L, MORBFEEIRE
EiToChaBMED =2
fr—AnE LI ARDOE
FEabr<, )

[2.3 2]

= EH U Y A IE K OYE
MED Y 2 7 #EINASHiE
jq/fb\éo

AEFEER RSN D AT
REPEDN D %,

102 fEAEE

(FHRIEET S L)

A4 5

B AREAR - FEIE T 1A

PR - fa BRI+

71U 7 BNEREFHEF R A
2 il = A 7l VN
M) T LT L
A VAV A

71V U N A
B Y L
[9.7.3 B 1]

MmigAo U o MMED EFHS 2
ZEnH D,

AKHFNDOT IV RAT 1 by ik
MEERIC L 0 B Y 7 LiE
BMIERANHE®RT D Z LIz K
60

fERRR F @ 4 R pE e
Do b EHE

FIIR [ 7
7rtI R,
cUZaLAFT Y RE

KAz D THREGT 55
B BEEMSERT LB
TNBH D, AFOBL %

IR B EH CiaW 2515 C
WA BEIZIZ L = 95N
TLHEL TWHHEENLL

N5, eGFR A

60mL/min/1.73m? A D &
HEREREED H D HBE~DT
YR L7 VB & D
BrHIC YW TIE, B E
LeafGintHrsih s
BERERTDH L,

[11.1.2 =] BHEORBT D728, | RAIDBZEZH LT,
EETHI L,

TV RXL T VR BHSREREE, AV LAl | LT AT
JEX MRMEZE Z78%F | RILEFEEHER IS AT

REPEDN D %,

AV RAH 5

TUUFT Y BT | BHREREE, AV AL | V=r- Tt T

ERE=S=] JEMAX OMRMEZE Z 3% | RIAEEMA HER IS ]
Nind 5, HEMEDR D 5,

VF oA VFoLHENEZLIEE | BIRMEICBTAY T U A
Nk 5, ORI MEE SIS,

FEAT uA RHEERETREA | BREERNESS T2 2 &8 | FERAT v A RPEER SRS

(NSAIDs) H5D, XMEIRIEHZ G357

ORAR TV DERRE
FHEST 2 2 Lonb . BRIE(E
&5 S8 5 aReE N H
)

BHEREMREE O b 5 BE T
T, S HICEREESE LT
DBENDRD D,

FEAT v A RPEERETRA
DITORART TRk
FLEERIC LY, Bk &
METTH-HEEZLN
W5,
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1.8 RHAXE () (HEMIE®RASA
TAK-536 (/hR)

1.8.4.5.2 HE/EA DR TR
10.1 PFRZE S
Bracdlk I B D < SGETHBAE TREOFLIHMNAE D HE T L2200,
10.2 fFHAEE
ZREDHEAFZOHREOATH Y | Fracdl EEICEE D < SGETHRE TREOLHNED B
VAL ESANAN

1.8.4.6 EI{ER
1.8.4.6.1 BIEA (F)
11. BI¥ERA
ROBERRN D LoD Z ENBHLDT, BEELHHIITH., BERRD LNIZGAIC
3G Z R IET 5 PR AE (T Z L,
11.1 EX%GEIER
11.1.1 MEFE BEETH)
HiE, O, &, W - A oERAZER & T2 MERENH LD Z End b,
1112 3avd., k#, BEEEL BEETH)
WG, MR, BRI RSN D S b BA X, EBICHEU R AEETTO 2 L, [9.1.4,
9.2.2, 10.2 ]
11.1.3 RHEEE (EETH)
11.1.4 A Yo LIE EELRH)
11.1.5 FrigaefEE (BEETEA)
AST, ALT. v-GTP @ FRAEZ LS HHREERN L LD Z 03 d 5,
11.1.6 &R E GEETH)
M. B, CK E&- MR ORP I A7 r ey ERERD b -GEITIE,
FH 2Pk L, EWURAEZTT O 2 L, BEUTH RIS X D AR EE O RAE ISR
T5HZ L,
11.2 2Dt EI{ERA

0.1~5% A1 SRR

W BEUE ®9%. . % )
JE B 7 D E
K A% SR SR
I R s ) s bR i REE

5
Mk T
T Hisk ALT, AST ® |5
i ik BUN, 7L 7F =0 FH
Z D g CK k5

17
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1.8 RHAXE () (HEMIE®RASA
TAK-536 (/hR)

1.8.4.6.2 BIfEA DR EIRHL

11.1 ERZ2EWEH

TAK-536/0CT-101 FRERICIH VT, BB OREBEENPEE CERVWEERAFFRIZL,
BMEBBEEN 3.7% (127 ) THo/=Z Lonh | Fracdl EEIZ IS < TR TR O FLE
NEDDETILR,

11.2 % Do EIEH

TAK-536/0CT-101 FERIZI W T, 1GBRIE & DR REBIRNEE TERWEEFRORBBIHE
X, FEIED U, FEE. EHEREREE N 7.4% QR7F) | Mt VT F =8N, SV
U AMUE, RALPED Fu, R SPEREE ., RILE, MR ESA 3.7% (127 #]) T
HU, BEIXIZEAENRETHST-, LEENR->T, WNNEICHREMNREEERIIALNT.
BITER OWNEITHRA E KRERENZIRDN -T2 L5, Fratdi E IS < WRTHRK T
DFEHENENSEFTIT 2, 72, ZTFOMNEFEEZHIBR L,

1.8.47 BEHRE
18471 BE%RE (F)
13. BERS
13.1 &
TN E RO M-I, BT L D BRE S0,

1.8.4.7.2 BEREG DXERML
L SIS AL D  BETHRRIE TRFORERAN A 2 b E BT 220,

1848 BHLENDIE

18481 EHLDIEIRE ()

14 @RALDFE

14.1 ZEHRZABFOIE
_HE)
PTP @2 DHANL PTP v — h DRV L CIRAHT 2 X5 ET 52 L, PTP > — O
AR K0 BB RE AT L, FIZIEEALE B I L CHERIAR SO EE
REIHEEZDIRT 220D 5,

1.8.4.82 EALDIEDHRTERM
L SIS AL D  BETHRRE TRFORLRAN A 2 b A BT 220,
B, RHONKITFEAI OIS SNDTI2D, $EAITHL EZIBRL LT,
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1.9 —RIBIFZIRDXE HEAELMIEH®RASH
TAK-536 (/hR)

1.0 BB B A T R D 3T e 2




1.9 —RIBIFZIRDXE HEAELMIEH®RASH
TAK-536 (/hR)

1.9 —RMBIRICIR DA XXE
(1) JAN
SRR 224 12 H 24 BfTSEARER 12245 1 STV UTO LB EHIShT,

(AARL) 73 Li
(I 4) Azilsartan

b=44)
[AAA]
2-T R H1-[2-(5-AF V4,5-TVk RE-124-FFH 2TV —/1-3-1 L)
BTz = )bde A VA F VY- NH-R [ A R F ) —V-T-T1 VIR Vg
[34]
2-Ethoxy-1-{[2'-(5-0x0-4,5-dihydro-1,2,4-oxadiazol-3-yl)biphenyl-4-ylmethyl}-1H-
benzo[d]imidazole-7-carboxylic acid
(HE 15 =0)
e _CO-H
UH fﬁ]\ . C%
VNN /0
M ——(O ! 5 HM 1
! f =M
O N4 I
CH, \ j]
(2) INN

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




EAEER 124515
T 224 128 248

%%Kl_}ﬁkﬁﬁiz*é‘ (R & E’ﬁ

BN EEEA &R A EE

EELO AT T

B OV TR, TR O— B4 FR O TN (ER 1843 A 31 A%
RIE 0331001 HEADHEEESHBERN IS0 RYF-TVEEZAT
HOHV TR FBEN U‘Zétia?cm—ﬂxé%ﬂ (LJ*F [TANY &5 ,) 20T,
Bzl %ﬁ@&%@m@t@T\@Tﬂ@L ETIREH RS L5 L AR
- AVARN

2, AT UITON TR, AAREEESE %TLHLTbé a%$bﬁz?
B - -



Bl 1 INN & DEAMAE BB TEEDHS bD
(R 18 4 3 A 31 B EAFERE 0331001 a—Fé%‘*@Jé E%’E%DDE%E
- D%E@%H bz ]| % 1) .

BT 22-3-A6
JAN (HZE4) vz 1) iy
JAN & &) Pancrelipase

L

GlES



RiE2 NN OB A LR BORSEIC B0 EESRET
(EEk 1848 3 B 31 EERAEERE 0331001 EEAFEEERE L BERTEE
SRS EANC T RIFE 2) o

WEES . 21-4-Bl
JAN (HA&A) : ey ran—n
JAN (# %) : Bisoprolol

B UBGRERK

BHEE: 21-4-B5 , | |
JAN (&%) 1 V7203 )8y SH75RI )
JAN (3% 4) ' Riferminogene Pecaplasmid |

ﬁﬁ%‘;ﬁ% oo 214B7
JAN (HZERZL) cUxskers R
JAN (3£ 4) : Lixisenatide

BRE 22-1-B3
CJAN (AARA) - vT7y Rohmgsh
JAN (% #4:) : Lurasidone Hydrochloride



<HCI -

| OBREES . 22-1-B4 |
JAN (BAL) 1 Av2Yy FUAF7 (EETERD)

(
JAN (ZFE £) Insulin Degludec (Genetical Recombination)

EEFERE 22-1-B5 .
JAN (HAE4L) © B2F=7 K
 JAN (% 4) : Bosutinib Hydrate

HaC,
- ]O\'\/\/O

CN - H0

BREREE 22-1-B7
JAN (BA&4) TR <7 (EEFHEEL)
JAN (3 %) : Canakinumab (Genetical Recombination)



COBEREE 22-1-B9
- JAN (BARA) 4550
JAN (F& 4) : Olaparib .

BEES 22-1-B10.
JAN (BZE4) : 74 a0
~JAN (Z5 4) Azilsartan

CO,H

HaEE C02.2-B1
JAN (BEAZ) | FH 1) 7 A
S JAN (3 &) :DeéarelixAcetate
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1.10 B - BIRFOEEEEEHDFT LY HEAELMIEH®RASH
TAK-536 (/hR)

BR
110 BE - BIEEDEEBEEEMODFEED e, 2
x
&1.10-1 FEE-BEFOBEEBEEHMOFTED GRIT) i, 2
&1.10-2 BE-BRFOEEBEEMOETEED GEM) e 4




1.10 B - BIRFOEEEEEHDFT LY

KEERIEHRARH

TAK-536 (/hR)

110 BE - BIEZFDEEEEEHOEED
ERE 10 45 3 H 18 HEIRHER ST 268 5 ERLZ 2 RFEREHIER B [HERLOFRHELE Y
B DR EICET 2 BRI ORI OW T ITREWER LT,

(#17]

T U REE 10 mg, T YL NEE 20 mg, T UV NEE 40 mg (2B A EEHE F 1.10-1 12”1,

#1101 HEEX - -BEFOEEBEEEHOF LY (GRIT
b54 2-T hFU-1-{[2-(5-AF V45V Fa-124-FFH VTV —/L3-A L)
- B4 BT = 24 A WA F NN IH-R Y S [d]A I B —V-T-T VR
Ry
&= COH
e - R 5 I E
ik - HE | @F., RAKE TV Z o LTC20mg 4 1 B 1 EEEOFES TS, 2ok, i, ERIC
FVEEHEET 2., 1 AR ARG &IT40mg &5,
IS D B Rtach
iE
TIRA LY | TOANEE10mg (1 EFT VAT AL E LT 10mg &)
BRESY <45 | TONAN8E20mg (W BET 7 ONAHP 2L LT 20mg &H)
& TONAREEAOmg (1 EEF T PN H N Z b LT40mg &H)
wAE i B WA o
gt (mg/kg/ H) (mg/kg/H) EEFR
atkEE (REE 5505
. vU A 750, 1500, PR LI K O EE R L
3000 HEMS B2 58 B © >3000 mg/kg
2. 7wk 750, 1500, YT LI K O EE R RN L
3000 HEMS B2 58 B © >3000 mg/kg
3. 7w b (FEN) 10 F e FECHI R OERREMERMER L,
HERS B30 & - >10 me/ke
4. A X 1. 10, 100, AR LA ON
300, 1000, =1000 mg/kg : (8P R 225 O &,
2000 2000mglkg : 7 LT F =, MEHEY R

(O RN =T

MR E e OB MR (PR 553 P RR)

1. 7y M4 3. 30. 300, 300 3000 mg/kg : BFAFHEVERMIE . T ORI
3000 DUB A
2. MET v M 4@ 1000, 3000 ARl >1000 mg/kg : A TG K OB AH &
+4 A EE ORfE, mEPIRFEROEM, S Y
U AR OREAOKME, BHEEOURS A
4 AE ORI T, EREB LTV FT R b EA
B B U TR
3. v M133 3. 30, 300, 300 3000 mg/kg : RO D A
3000
4. 7w 26 1, 10, 100, 1 =10 mg/kg : Bl TP IEMEIRME . R
1000 AHAE LBz D R T AE S OVBEAZEH e i 1

=100 mg/kg : B EEO FEE




1.10 B - BIRFOEEEEEHDFT LY HEAELMIEH®RASH
TAK-536 (/hR)

5. 4 X 438 30, 100, 300, | 100 1000 mg/kg CTHLE (RFIE) |
1000 =300 mg/kg : MAEHFIRFEROEME, B
PRABA LR, JHE MM AI I . B A
B e O R TE A5
6. A X 438 250, 500 YT =250 mg/kg : LT (R#FAE) . MIEHIR
+4 W [E1E RER, JVLTTF=VROEEY 05
i, BEEOEME, BRMEOFEME
@36}
7. A4 X 1338 10, 30, 100, | 100 =500 mg/kg THEL (REFAE) . MAEHIR
500 REHF, 7T F=r, EBEY VROH

VU LAOEME, 7RI LARTGIrTA
NieEAOEME, &, mE, RO
BB OOD AE I, BIRME OL4F

M B AL e OMIETR
8. A X26K%N52# | 10, 30, 100, | 30 =100 mg/kg : LT URFIE) | JRFEFR,
300 JVvTrF=r, BEY Co&E/E, S RY

T AR 0T A4 ROBKME, HILE kK
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4.3-2 Postnatal anatomical and functional development of the Hew KW and Keller KA. - - Birth Defects -
heart: a species comparison Research, (part B),

2003;68:309-320.
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the Food Effect of Single Oral Dose of TAK-536 Pediatric Company Limited 201843 H Mirai Hospital
Formulation in Healthy Adult Male Subjects
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