S

U LAfE 150mg

4

|

S ERS T

AERICESE SN-BERICRIEFNRUVAZTOERED,
JNILT4R T7—H)AEHIZHY £T,
LEZNUGOBEEFERUNDEFIHNIZEKEHNEZFIET S
—ElFTEEFEA,

INIWVTAA T7-Y k&t




1.4 $FEFIKR



Page 2
CTD1.4 %Rk

1 e




1.5 BEXIIHERROBBRURREOERE



Page 2

CTD15ERXIIERORBRURABDREE

B
R ettt 2
B B ettt 2
B ettt ettt et e e en e er e 2
T JFU ST TE T OO T <ottt 3
2 FEILEIE LT DU N T oottt 6
2.1 TEFE, BWIEEYER OB Z oo 6
22 EIEICKS DIREE DB & BIREAL e, 7
23 RBIDTETR L DNLIEATIT oo 8
3 BT DD e 8
3.0 BT T DB e 8
3.1.1 TS L, AR E K OB L 2 0O I NSRS M OVR
BRITTES oottt 8
3.1.2 FETETETRIER .ot 9
32 FEERIRITET T D RRBR oo 9
33 AMENTISIT DIEEIRFRBR cooooooeeeeeeeeeeeeeeeeeeeeeee e 12
3.4 [EPNITEIT DEEIRFRBR c.ooooooeeeeeeeeeeeeeeeeeeeeee e 13
A BB OT FHVE oot 21
4.1 FERRRFRBRARAE 2> & AT R O FAME oo 21
42 ERIREBRBRE D D AT R O E (s 21
B S 5 TR 23
0 BB TTIR oo 23
—&
Table 1-1 EFEA L = U HESE, ACE BHEZENL O ARB OFLHIZL D T
M S35 E72 RASHERRANA A~ — T — D oo, 5
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1 EEXERRDER

TVVABEET U AF L7 Vgl (7 ) A% L) EARNS LT HRABERTHY,
L=V - T VAT % (renin-angiotensin system, RAS) WA 7 /LDl SUTALE T D EESRE O
L= U R EENICRE T 2RO 2 A1 5, A5, [ENKOSNETIEM L 72K
£V, miERE T DARMDOAMER NLZEERHR SN2 Lnh, milEREEE LT
TYARFLY (FVVREE150mg) OFBUKBHGEZ1T .

KREDHBE D THHT U AXL L, 1994 4EIT Ciba-Geigy th (Bl SV T 4 A2 77—~
) BEKR LA 7 #2072 MeAG® (Figure 1-1) OROHGAIRER L = HEIKTH 5,

Figure 1-1 TURFLOOEER
o HsC CH,
-~ TN 8
HaC o o]
HsC 3 a4 COH
- 2
d. ~or NG \ . N NH, = HO,C"™
H o T HiC CHs
HiC” TCHs 2

ME % EHEFET 5 OXMERFLE LANETH Y, MEICERERE S 3 DL, O,
ETH D, ZNDhEERIE, AR A L & Uz BAEARRIRET, RAS ICRE S5 A (EH)
WVE Al & LT RIRMERE, BIRICHB T 2K - MY U ANT U AFRENC Ko THAEH %
DLW DT 4 — KNy 7« =T % LIEZ R L T\ 5,

BUE, @MERRIEE LT, Wy v sk (Ca #5138 , 7o V4T o v AR R

(angiotensin converting enzyme, ACE) PHEZ, 72 U4 7 o v 2 HFEFEHEE (angiotensin 11
receptor blocker, ARB) , FIJR3E, B MW, KON o HEREFEAELE L THOYLOATWS, b
BEAF DA O/EAEFIE, Ca FEHISRITIMAE I O KBS 2 HAIRRN~A D Ca® 23 LTI
BYEAE H 7257, ACE BHEIIIT 47 v 11 (angiotensin 11, Ang II) DOpEAEZIZ 5,
ARB [ Ang I DIEHZZ /KL~ TIMA D, FURFETENED ST B U 7 L« KPR 2R S
B 5, AR INHIHI LA AR R & FAX & 2 VIR TSl 9%, A PR3 & 1 e
PEH L CE LIRS E 2, RETHD,

RAS 1%, IMEFIET &KL - BIRE DR A I AL v ZAOMFHCEEREE 2RI LWLV AT
LTHhH D, MECIEVMCELNTT U T v ) =7, Bk vaiwasns =iz
Xk Ei, 747 1 (angiotensin I, Ang 1) &725, Ang 1 IZRIEMETH D23,
ACE 2 X 0 iEM b Sz Ang TICAHL S D, Ang IIZMEICHET DT UAT v 11 #
A 71 %K (angiotensin II type 1 receptor, AT, Z%&MAK) ZIEMALT 2 Z LIk v, MU,
R EE ORI L DTV RAT v OARL » 53K - U U LAOFRIEE, Kb/ L7
RUF U UK, M i mmiaosEss, & iiiEoK TR EoER%Z27R7,
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F 7o, TH, D - M - BN - B e ECHIMNL LR RAS 23R S 4L, ODIMESRIZI W T
IO IER - BIEOMEER E VT U 7B T2 2L LN TEY, Ang 11X, L6
DA% RAS IZBWTHEMA L, RIEXOHHEIER &2 RESELME D T U & 7Ol
EHlcbhd,

BEA7D ACE [HESSC ARB £, Wb RASIZEAT23AITH Y, ACE BLEIIL Ang [ %
Ang I IZEHT HEEFE D ACE ZFET 25 Z & T, %72 ARB 1T Ang I1 ® AT, ZHIRA~DOIE %58
RIICIET 5 2 CEAKTEE5, LovL, ACE BIERT, F~—EothodE ACE 28
HRIZ & D Ang IT OPEAIILEST, £72, ARB ODEE D Ang 11 O AT, Z AR~ VEF X UERT
T 505, Ang NI E 5729, ACE BAEH, LT ARB Tl RAS 7 2IZIFMHI TE v, &
512, ACE PAEHS ARB 1%, BlENOLO L =0 00w a2l 2807 4 — 23y 7 OfEHR
WEs L, REMICmER L= B E R O sE L = 75PE (plasma renin activity, PRA) 7% B9
%, —Ji, RAS A 7 VO GINETIHEO L = 2 1ETH L= fHEKIT, Ang 1 LI
D Ang N 72 EDOTRTCOT VAT v _XTF ROEREZMH L, RAS YA 7 V2K I
T5HZERMFFTE D (Figure 1-2, Table 1-1)

Figure 1-2 L=y -7ooFToP2% (RAS) EEBEEEDERAERG
09l) TYRFLL
(B = FEER
v

/7 .q
L=y ACE R
/ °
/ [} \ TR =
o N
3 # — ° ACE
m(d R PR
Z . v
A | ° T
. e B
VA
° b
[ ]

”’
EEEm i RET
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Table 1-1 EEAL=_BAER, ACEHEERU ARBOHREICLYFATIhZIEL
RAS B/ AT—H—DZEE)
[EREONPE=ALEle =+ ACE PHE3E ARB
M L = R 7 7 T
PRA l 7 7
MR Ang T ! 7 T
MR Ang T1 ! ! T
oo, LD (Azizi , et al 2006) k. 0 B 25

L= MREHIE, ACE PREHRS ARB 23BA%E S5 LRI BB RS LI TW A TH 5,
1980 FH LV, L= HEEEEZH T 5 EERUSTF FRMEEZIRTEE5 2 LBRlE Sh,
1980 FE# I FREPN/NE L, B L= U EIEEEZ AT 2% AR50 /e E 7 F Mk
DILENERRENTZ, L L, TRH0o0nTit, AT, Z 0T 4 BME, mEKTF
TERAFIVY, R OFHGREIAE, Bl A RBREWR EL ORBERNRSH Y, BRI L
7273> 72 (Frampton, et al 2007, JHH 2007, HFIH 2007) .

Ciba-Geigy tLi%, #&O#GRIEEDDREIEZIROEN T L = U PAFEIRZ DT X B Z D
7z, Rahuel &I X #HEEMITIZ L > T, b MEE X L = EERLE~DILEHOREE
WAL, L=UEENEZAET 228047 207 X MeaWa G L7z (Rahuel,
et al 2000) . ZDOHNL, b N L= UARRRRIEEF OOV TR T v MCA VAT G & Ff
DT VAFLURRWH ST, TUVAXF L UL, b MBS L= o B3R TERR
EERAMNEFICHRDTHY, —F, AL7aT7A4F—BIlET Mo hT AT XU BT aT
AFT—ERKOHIV-l1 707 A F—BIZxT HHEERIT D TR Cho7c, ZOXIRT IR
XL UOBRRBREEORE SIL, b= UAOBERNEET LIS TRy b2 LT RN
LlZkBEBZHEN TS (Wood 2003)

Z D%, FEERRER & U CIRE, IEMEIE, K OEMERBR A I L, BT, SO
B IILEET VBT, BOEGIC XL DHUED ORI 22BN R MR S, BN REREBR T
BRI Sz, 2Dk, Bk o 0 858 o B T EH 2355 < 2038 0 Rt RER 23
Bl vy, TUAFLURRWH SRS BRNCBRENRHA Lz b= U BLE RO R % Lk
THHLOTholz, £, BB CIXRE ARSI Nz,

LRI %, FEPEBRERICIBWT, ARB X° ACE [HEIK L OB 6037202, HEOERE
ML PE D B VDR BEE I 2 REDRDIER SN2 LD, EROBEIR L TR
DEHOFERE L TT VAR L UEBRRBETLIZEE L,
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2 SMmEEIZDT

mLESE & 1%, MEMEMEMERNC ERFFHZ 2 T DWRED Z & T, JRKAZFFE TE VA
MR MLESE &, FPEORBARK & LT RAICIIET D ZIRM&E IEE & 2o Ind, K
REMEE MESE DRI A TH 52, BIemER OGN, BEERER, O, EEAE,
R A N L A7 EFORBERFVBEE5T25LEX2 0TS, ®IILEBRFED 90%LL FITARRENME S
MERETH 5,

AR X B IR SN N0, @ EREDN RN T2 &, DEo@ X ICAanr
T, BRI E 72 D R O AE Ol ER D BOEM 2B E 22T, REICETIZEDS, ak— b
BEgE (BEERHA 21 ffifiats, fHEAA 21 FHERERTS 2000, Asia Pacific Cohort Studies
Collaboration 2003) <° A % 7 ) U 2 A (Prospective Studies Collaboration 2002) DfEHENG, &Eifl
JEVE, Wz, DpfEgE7R & oDl E TR OFIER K UL TR & ORTEIRVZ L2330 -> TERD,
O E R FIE D EBERfERNF OO E D& STV D,

2.1 EE PHEERUVEEHR

AARTIEAARSMIEYS L SIEICS T DEER L2 R ECRRE 2 E e [RillER
WA KT 422004 (JSH2004) | (HAREIMIEZ 2004) 23347340, PHEHIME 140 mmHg
PLE®H DWW TR )+ 90 mmHg VL EA& &t & ER L, BERRROMGE LTnWD, HEE
M FEAB IS - F4EZE T 130/85 mmHg A, @i T 140/90 mmHg A, BRI OB BEE A OF
BF T 130/80 mmHg KiiiE LTERY, FA&RMET Y ha—LERO TS, TR LR/ E
Bt s A K7 A4 > 2003 (WHO/ISH2003)  (World Health Organization, International
Society of Hypertension Writing Group 2003) , KEGFE®mMELZBRH 7 ks (INCT)

(Chobanian, et al. 2003) <CERIN & ifiL £ 57 22 /BN Cops 7 = i £ 7 A K7 4 2 2007 (ESH-
ESC2007) (The Task Force for the Management of Arterial Hypertension 2007) C % (XX [F U H A
JEMEAEE STV D,

HARENO S MLEORBE R WA Z2RR AT T D LHERI S L2 & H) 13780 J7 9000
N EY, HERITHD &, FME 312 75 6000 A, 2 469 751000 A&, MERTMHED 1.5 50 1
Lo TWD (CERE 17 FEEEMRA) . LrL, ZOBMEITEBICEELZTTOLIERERTH
D, RIBEOBEFHEOHED LHEE 3 THRETANCESE bR TWD, £z, FRBITE, &
MIEAFRH D 50%E 82 501%, BHETS0R (59.5%) , ZMHETIEZ 601t (57.6%) THDHH3, 70
WLl 27D &, BIETIX 71.7%08, LTI 73.5% 08 @EIETH D & ShTnd CFEk 17 4H
POARER « SRBIAEFEROME) . Rk 17 FRFEFAETO 3 FFIOPFE L OB TIE, BEEHK
2 1L8%IEIML TWD Z EDWRENTND KDL, A, EEMEAET NS DICEIMmE B
WENT 5 Z ERTHIEND,
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2.2 EMECXT HEROFNK EBER

S EIRED B, SMmEREZ RIET S 2 LI X 0 ENIEEE O FIE T & A TR
BELXHDLHZEThHD,

EIILEOFAE, HERIZIE, BEMFER EBRERTPEREICODAB > TWDH T, BERTO
%< B EDTWDLAEEEEOEE (BESIR, M EAREOHER:, i), £k L) REHETHD,
L L, AEEEIEOEEDHIZ L - THERME L ~VICEETE 5 BF D72 L, KEmosE
(ZITSERIE D LT L 72 D,

JSH2004 Tix, s, Hx OBEOMEL~UL, DILERICRT D EREF DA, lHiakEs
DA HE, KOMEROARE, WA OEMRE L TR T IREREZEEL, xR
FACHE L7 B R AR L, B fE 2 hr— &7 9 L oRDO TV D,

BUE, BARIZET 2 EMEICXT 28Rk s LT, Ca 53, ACE BHEF, ARB, FIRIE,
B IEMrEE, o WWIIENEL LTHOLNTWS, LU s, EWNTHEMLZKBMETIEL,
o8 R CYRHE HP O i ILE FRE ORI S A SR B L B NC FE M E O Wb fE =2 > he—b
MNARTHGTHoZ ENHREINTEY (Hozawa, et al 2002) , ZFEEIMNJF & B CREEETEHROR
WA L7z J-HOME W78 T b FAROFE R A 4T % (Ohkubo, et al 2004) , £7=, J-
HOME #f7¢ CIEMEER 1 F D TP ST @ U E B 13K 49%, 2 BB 35%, 3 Al
L EDOGFRANK 16% Tholc LW L TRV, RO TIE, #HOBERLZIHA L THL2RBH
B LA FICIER 2 ha— L SR TWRWEERZOORBIRTH S,

T4, BED D R OREFEE T OO A T 72 & O UE R MO RERHE X 0 b i
JETHBL TWD Z Lt Sh, FlmEDSHE 7 EH (moring surge) 23%/0 ML 5 FEAE D 5
KOOEDTHDEEZ BN TS (Cohen, et al 1997, Elliott 1998, Weber 2002, Kario, et al
2003) . TERRARB EINTLIZEALOBREEOHEZT 1 B 1 ERETH L2, M HNEE) LA
THEMEDO R e BT 2 MEINEAH LTV Db dH Y, 24 e 28 L CHEEICK
ELEBEERZ R TREENEEN TN D, F7o, @R MEa Y b — 7R SR 0B
DOEDE LT, RABNCH D OHIW CIED D WVITRIRE & T 5 REHETFORENHITF b
Do TNHOMRIEEFARRDOEEZTIE, 1 B 1 EIOHIEDREEROEE, ROIRFEE T 48 IRFH LA
EHEBIEOREICR D Z b HEIND, BEDRNSERMRH L2 WBEEEOLAIL, IR3E
WA BIZ L 0 kORI E CREIFH MRS SND Z L2257, LIEFROY 27 %
B D AREMEN SV IEE IR TH D, 20728, BASIOREFE L 72> T, BREERN
RREEIFRE L, B OR Y 3FER CIIE ORI BN o TR A T3 25 RS IT A
MRS N EEZ D,

BEF OO L AMEICBE LTI, Ca P CIIBEIES FEOEE, ACE FHEIECIEMHKSe
MR, o BERTER Gl MR, AR IR EF-CE 0 Y v AMfEZR &, & 3A 03K
HERICERT 5 LB LN L8AOREMNRD b, Bk PRETH 720, Exik
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KT H-0OWEERTERVWEGIHS, ZhblEz2 >t —AE2RBRIZTH5—HERST
WA, o, BWERD DR, BEMichiE s TREFRAEN A RIHREEISEEh ThA,

ChECHENE LS, BEOBRS A, ZetbtoRGoMEN L, BEBELERT
HZELFESETERVORERTHY, Sboftiod, BMEICL Y L0 Sh DM EREE,
LI EREE, BEEDL, FROL26 TR LERZT hoRE2BELL->TW5
(Seeley, et al 2007) .

2.3 AFOBELEDOUESIT

EIMEERE L L ToFAOMEMN T, slERFICHTAE - REOREELEZ RS,

TUAFRL L RAS HA 27 AORACMHEBET ABEO L = 2 HENICAET S L0 5 #HHA
DOIEREF =5 T 5FAITH D, FOERFHR CEMEEFZASEG, | B | BE#RETED
AT 24 BEELA R b 2 FRI RRBRED R IH TE 5, £, BREEREREVW DL
=N OREOSRER T A Z LI EAFERERAPECIC NI EBHIFTE S,

RAS (ZIEHT 2FA & LTiE, BRIZ ACEMAEREC ARB 235 Y, Wi b MG 0LV E—
WEL LCTEANACRB SR, £, TFORBERERRE LY 2h 6 O REN RGN &
NTETW3E, TUIRAF L iE, BEFEO RAS IERTAEA L TR, RAS 14 7 VOEA
IATET ABEEO L= o 2 EEMICAET A Z LT, Ang I & Ang T OARLHE SR, ACE &
BROIE ACE BEIZLATRTOT v IFT w7 F FOERBIH E NG, TOED,
ACE [AEER ARB LRIZEE L FFN U EOREDRVEBBRENRPYFCE, E012E
BETED[GERE L (BRIl F S B 528, ACE AEZR, ARB, RUFOMOr 7 AOREE LT
UAF L& OFRZRPHIHFTE S,

BRI ENE, FARTEDN, Zettombsb, SmMEEROE—-REL L THRRE
AlLZEBZOR, E610F, EROBEECLHEECEINLED Y bu—AR+alBEIZR LT,
FEFEEEA~OBEMH A WL BES REATHY . Sm/EEROBROEZIETAZ LB TE S
EH L EZ BN B,

3 FROER
T U AK Lk 1994 4R Ciba-Geigy #L TR & 4, 19.@&: Speedel # (A1 Z) [TEHE
nomomzrgsone, cok JEre s o2 v —esERe 2o,
B 38 DR % Figure 3-1 (0= L7=,

3.1 mECEY 58

3.1.1 HEREZ BERERUNENLCENEESUVICRABREUVRERAZE
LT BT 5 3L, N4, Ciba-Geigy R TS Speedel T, 2tz s n7 4
A Ty TR I, FEOEEEOER, YELEAEEOERAER S, B
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BRUOEBFECOWTE, ICH THEEESNEEEBT A M7 CIZERL CRBRER S, #
DRI ESERESNZAR BT A2HERUREB T B EN O EHE e > TER L2,
AN BT A REBE T, 4% Speedel L CiTIoN 08, FOth ) ST 4 A 77— TiThh
7o HAREFRELREAORREABRTE LT, AL LTORERITDN, /70T A 77
— v TIE 75 mg, 150mg, RPN 300mg @ 3 BAIZHZE L, FATIE 150mg EXHET S
ZE kLA, BERURBRAFECZOWTHE, ICH TEBEEANESEA A FT7A4 VICHEIL TRER
WEMEEN, FTOREICESEIRTSNAAEIZE T AHER ORE FiEE EAOGTHEHREICHE
- CE L7,

312 REMKER

LS U 022 EIERBR T, TS TICH HA T4 L0t THARTER S iz, FEIR
BT 7R ER e OO B O A7 B, SRILIMERF O ) 7 A IR A 30 » H & Lin, %77, S
(oW T, RHIGLERER e UG ER O R & A IR IR AE T 36 » 1 & Lis,

3.2 JERGERIZBE 3 S EHER

BRI, CibaGeigy #. Speedel . BT/ A5 4 2 77—t 1 e o 20
AT, AR BT AR, EetEEEBSER ST,

TUARX gL, Mol L, b MEETEER L= okt L b AR EER 2w
L7z (ICsp (M) : & bk 06, v—FEw» k2, v k80, 4AX7) , iz, ALTET L) —
FIeBRTAE FTARGEF BT uT (A —ERCHIV-1 a7 4 F—Eioshd 5 HEERIZE
HTEMTHY (ICsh M) : =206, #7772 D 5000, #7 7L E >10000, <7
>10000, HIV-1 725 45—+ >10000) , L= HEERIEALBERENTHELEZ LN
7o

HEES M PLMAE~—FEZy FETAWCBWT, TUAF L 03mgkg ZHERERORS
Lz k&, 25 1.5 ROV3 BEIC PRA IRECHEFESN, 7 AXF L0 GEZHEMLT
&%, PRA OFTE GICER &N,

FmEERMEET T /L 2KIC) 0 AR OEEIFEERMEE7 /L (1KIC) w7 20BN T
i PRA [ZEERAMS RSN, F/2, dTGR (b b= RUe b T P47 i/ —F U BRT
AMMPRRSELA TV N T AV e =2y 2Ty M) T U AX L 3mghkeg/H A FERE TIRS
L7z k&, miF Ang TAEKRE S & HICEHBETO Ang I R TR Ang T E R HET L7z,

dTGR, EERUEEE S U 7 2 0E~—F¥ v b, SHR (FIEHKREETZ v b) , 2K1C
BEOVIKIC @ifE~ 7 A, R VAL = VBET mRen2) 2BALE N VRV s=w s F
v b ERBHEEIME mRen2 7 v b)) OWTFROKBFETTAICEBWNTE, 71U A% L TEE
NP AER LT, dTGR FAWEHBICEN T, TURAF L ORI L 2BENREOHEL
B THY RE5H 15 oUW | Ee, AREEDZFEEESREORD L ERRFRSROLE
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BHHN, BEEHE (100 mgEqke) TiE2—AF 1 £ COEEIC 48 B4 E L, 7T U A
XL Loy RAS Z i+ 2 A L OFFRBHRICOWTIE, SHR W TR FTRETHRIT SN,
TUAF LY 30 mghke/HE AP Z ] mgkg/ HEFLIZ7T U AF L2 30 mgkg/H &~
U1 mgkg/H ARG Lo b 2OREDRID, Sh P oz 5k b b, B 60700
2 ESIE YRV ENTY Wil

5.5 AERO dTGR (27 U AF L2 3meghkg/H % 2 &L THRE L, #0143 ABKRELZE S
BEOMER T AT I ROEEBIF LSRR, 7T AF L CREHFONE R ETAT3
R, 2 AE oSBT EeICIES NG, T AR LroREEdIETA L, 105 A
B2 3810 2 MEFELRE dTGR B0 75 B AEEO - E T ER LS, 77 2 o REE
M EEAE dTGR BED 64%0D ERIZE B o7, ERETHROMTET U AS L gE L ERRR
K T2, BT UAF LV UREDL b =izt 5 G iz EEA L Chot,
T AF L E, dIGR WBWT, BEDREOLZ LT, 7TA7 3 RME, mEs v 7F=
E#{, ZLERERCIGESDERREES MG S oEaEED R 2L, £, #EREES
MmE mRen2 7 v FZBWTHT AT I CRIBEOIMGIZ 2SN, TV AR L OB NG %
EFMET » P& THFTI L2 L 24, HEFRARE Lzl &, 70 A% L UADRRIE, B
MENAR L ICRTET A Z LA R ENTE,

et T, P ERR, BRR ORISR, ROLERGR T2 F B2 RS
NI T,

HopBENFERER T, Ciba-Geigy L, Speedel ¥, RO/ A7 4 A 77 —<3T 19.$c]: 3
B cRBENE, 7Y RF L OmE, S, REROPRE, <A, To b, v
FF¥, v—EEy b, ROt MZBWTHEEAE, 7 AF L oOF O REHOWILTED
T, EENIRE Do, s, #HEAA AT AAZE T 4 ETROETE 3% L FTHhoiz,
T U AR L OBFIRAESEOEREIE, 7 o BT 23 B, v —T & v T 20 BREITCTH
oz, TUAFLOARRNENED, € FEF0THRFSIAZTTORTEHELL TEY, &b
<IN AWM REMETH -7, TV AR L gdE L L CEAICHEE S 4, IBi-HE
WENWZ LR ENA, £, HEEY XN TT U A LB L ZF0RBH OB IR~
WRiE K CRGE ~ O BAiT, B 7 v MW THH ORI 235380 i,

EHEHEEERC >N, BREARCETAT U ARV EBEIZBWTL, CYP450 RO
EMEEAE AN W EEZ R, £, T AR LV LFRHEOEZABRGS 20 L EEHRA
ERORREM I et B2 o, — 0, TIAX LD 7 v AR—F 240 LEEYREMRAE
{EH % # % OEEFRAR CEHE L2 #4%, MDR1 (ZAIMEZABE 1) OREROMEATH S
Yo AR L ORI FEDEHEERPERD b,

#HPEREZ, Ciba-Ceigy LK OF Speedel 71, KX/ A7 4 A 77 —=3LT lg.ﬁﬁﬁ% 20.
Fizd T, BEEEHEERR, KEREHEERAR, BEFERE, PARERE, SEEAE
PERER, RPTRMMRER R O ofho B RB S Ei <7,
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R CI, HEEALICRT 2 RFREERRD b, 7 v R &AWl 0k G5B c
1%, BGIROREENRIK &5 2 5N 5 R IES, K& DORIEME(L, W ONIFET/EAL 5153 7~
AL, TUAF LU OREMICER L-ZbThsr Z enRgInk, atr~—%ty h&2H
Wz R ER G EMERBR O SR G ERE T, WLE IS T 2 @mEEeE L L TEE R N TFRIAA B
7273, 300mg 25 Lzt MIBITSBEBEEORKK 46 fFOKGEIZE W THIHLE O
FIZALITERD B 7e o T,

TUAXL U ET - HH &ﬂ&@bt BAOBRMIMREE Th o720y, DAFHERBR T
1% 829 mg/kg/ A LA EORET FEHLE IZd 1T 2 RIEVE K OFEIEMEZAL A3 B0 bivle, 7 v P KDY
EF®%&%%%@'%@T@%@K%%W%thvﬁ%@ﬁ%,W%g(ﬁﬁ@:mmM°
BEBR : 1mM) OT7 UV AFLUO@MIZEY, v N ORI 2 IERF R A 72l

DRBD NN, & MEER TIIISIEA LR o7 Z &0 b, ZO TEHIELE OZEIX
T v MR IR PEEMEICER L2 2{bTh 5 2 & A3 HESS éntoit,7/F%%wt
4 Je OV 13 R AR G R R BR O R R B, T%ﬁkﬁfﬁ%htﬂMi3E%@@ﬁ&5
IRV FBT AR THY, T RF L ORI L 0 FEE SN D RIERS, I
N HIRLEESE K ORI F OFFE TR & D BRSNS B2 DRE LR oFEE(bE B 2 b,
A I X 2B EEERBR LN Ay T v A OFER, WIHORBRIZBHNTHT U
A% L OB EMEZ R 5 SONTFRD b o T,

7 v MERAWESAFRMRBROEREMEE (276 mgkg/ H) (28T D PR BEE, WONTZEE,
@%,%%&@%%%ﬁ$%%%ﬁ%,tﬁK3%mg%&5ka%@7~5k%@bkﬁ%,
F v b OFEPIRY R T e hOFEDIEWBED T~11 1%, 7 v FOWHLEMEPIERDEE T b
DI LE T EDIRED 6 5 ThH o7z,

T AE AR A Z -T2 in vitro BBRIZEBWTT v MEBMERIZ e MEEERIC LT U X
X L O JRFTHEPEC KT D ZEN B W2 EAVRIB N, BEOLZEEITE DIZIEWE O & HEER
SIN5Z L, ~—Fty MIBWTUIHLE ORI RRBO LN T RWI L2 F[ET D
L, TUVAX L UOIREMFERICBIT A8 NTORPBAY ZAZIFMEWLD LB LT, 728,
TV AF L UEEIZ L DMIEICKHT DY Z2I2onTIE, BN TERT EOE B 55K R
BRIZED, SHIZERFIEL TN TETH D,

aEr~v—Fty MW 39 BRHKER G EERERIZI T 5 20 mg/ke/ BB O 45 G EE fIX
TERKEBAHED 300mg Z##& 5 L7t NOBRFEEOK 8 FTHY, wmﬂgﬁﬁfmbEﬂ
72 BUN KOV L7 F =2 O, WONZEIRO L RERBIEE OBE R, 7V A% L 03
ERICEE L7228k & B2 b, & MCBUT 2R/ ERE (75mg) K OVTE i iR &
(300mg) , WNZTEL~v—FEy MIBIT2E/NMNE (0.7mgke) 75, T&E s AR
EICHYT2aEr~—Fty MBI 2 BE5EIIN 3mgkeg/H LHESN, aEr~—Fky
k& T2 R 5T ERBR O 5 mg/kg/ HEETIE, BUN KOV LT F 2 OREDBNINMN A ST
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2, BIEOMBRENEIRED SN LG, FTERGEREREE CORZ MR RE S
Nz, EBE, BERB T 300mg ORSICk BEELAEFRIIEED AT, KERECLY
M EIZME A ER 2 v—E 8 v FTRO SNEEHOENlD, SIEFEOEROZOIZARE
FRATAE MIBWTRETAFREMEEENLO LB LN,

T PROTHFERWEAREBAFEERRBIZBNT, 7Y AR L oRECER L - BBIR
EHER OGN, WO R R oRE - BERCAME~OREITRD bhidof,

3.3 HEIZE T IEREKRR

TUAR L OEEREREL, 19.5!57%% Speedel LA EFEREEEH R OCBE 2 XIE & T A O
PEARERE L LT, EIMFARA 1135, £ IARRL 73 R, 5 18 ZABRAERMCER L=,
Speedel #LA3Fh L~ FIHIBSHERAB BT 1 H 1 AREOBREREL L TOFMER B SN
zenn, g i AnF o2 Ty A ERRE B S HE, BT, B, RUE
TIT HBAER 4 i L7,

HERFEARR L LT, AEESLEBREZ G L LET Y AF 1 H L E 375~300mg &
L <iE 150~600mg G5 OReeriaaiE 2 35 (0028 3B, 2201 3 OHE REHE®
375mg CRMAMBLRBREDRIZZED SN T, 75~300mg I[CBWTHEICHE LAREDHREOET
BEROHBNh, BEHED 600 mg T 300 mg 12k LEREDROWEIZA ST, £/,
TV AF L 300mg DREESRIL ARB Ot ¥ o ORGERESHE 100 mg WZIEHEIL, A
TAH L 150mg WZHASFEICEL TWE, Bz o0 T, 7 AX L rOFHER TEE
FHRBEHE LNEICRERENIRD -0, 600mg CFHIZAEHEECREE L, Hikicon
Tid, BHE{TEN FM/EHZE (ambulatory blood pressure monitoring, ABPM) % H\ 72 0028 35k,
b7 =2 (TP M) ZRET L7 2200 RBOZERICESHNT, 1HI1ERETETELEBE
MR TRT L AR L,

FOts, REEEMERE Zxgic, oR B (77 v rxr a4 A5 (1201 A%, 2308 35,
2203 #2204 B |, FEEREAE 5 B (2303 B, 2305 @B, 2307 BB, 2300 A,
2324 BB ] HEML, TUAXL2 1 H1E 150~600mg OREENRLTT TR LEATH
BizE<, TUVAFR L2 150~600 mg (23T, XL Ll OREE: MEEOREDRE R
T rEWRLE, Bz onTid, TUVARLY 75~300mg OBEEFHO T 07 7 A4 %
T AR EEP LTz, 600mg Tid FHORBRED 300mg LLFTOHEICH~TH G R
"HUf,

£, AfEMEEMERE A SIS, 7Y AF L% 1 H1E 150~600mg #5 L, ABPM % H
VN 24 BERIIE H RSB~ OB R A RET L2 (2308 3B . TOME, SHEL LRSS 48
B4 L CEE LEEESREZFED, SFHEO TP ZT2TC 06 & ER-2Z 805, TU R
FLrORETI1IA 1ERENELSTHA Z L MR LI,
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FOMOREE L LT, Ca fPEEY Lu U OG- A0FHDE (2305 HEB) |, BERE
GOFHAllCIsIT 5 ACE ERE T 2 7 U A L OIESHEREE (2307 HE) |, b 7 A FRARFEL
Fozood7 YR (HCTZ) BAORESHAICBT A AL E LV ROGT AP 2O
e (2300 3G |, BEESMERSE (2303 #HE) RUGSEEOFREESLERE (2324 35
ZBGLH) LTI NE ORERE T, T RAF L 150mg, 300mg ORMESL DR
WERE L7,

£77, 4 DOEMBRERR (2302 A5, 2302F #B, 2306 3, 2323 #E) ZERL, 7V
A%F 12 150mg, 300mg 5L, EMlichi-TEFELAZREDR4MEL, Z8MLER
RNWZ EEfER LT,

A EOBEHREBRRES LT, TVRAF L CORHERCHES (7UAFL % 1 H 1 H
150mg 5L, IRA+GOBEIE, 1 H1E300mg STHETES] LEEL, BINTIE
g HFRIC LY 20078 8 BiZ, KETIE 2007 £ 3 BICAREZEE LA, 2009 £ 3 BRAET,
KEEFOHR 76 » ETREBENL TN A

3.4 ERIZE T IEERR

EIPL 350 5 AR OBKEB R (REEORETMCET 2B >N T (PR 14451 A 28
H, EFEEFEFRFE 0128001 &) | IWHEML TiT-7~,

EnokEEEL, AEcoRRReRpseT L dEmroms i rosnce
lg,%@aﬁmﬂﬁm%@%@ﬁﬁgt@,4#}2_TH$A&UEA@%wﬁ%%ﬁ%_
TU AR LY 300mg HEERGRKERS L, ABECEDERES LR Lz 2202 BB |
R, TU AR L OEYEER CEAFAHRETEARA L AACEE LTV S k%%ﬁbtu

mrcomrss s L, el 1o vmeonsns co x| 20z nsy
HEseEsR (1200 #5) , RO 120l #BoETHZd5 S LEERERAR (1202 # ) »
2004 11 B XV ER LA, £/, EELRFE L LT 2005 F£4 8 X0 S O ST &
waatgs Leats 034w 22 e, AEarane T, e e cexe
Extnroge T, was ST
mrweast 2oflp wxi L. == .~
I = - o TR A T o, BRI AR AT
5 DS & Heic B EEERRE & LC, 20.$.Hctbﬁ$® CEEREE (1102 3B % F M6 L7,
[EIP 5 I AR & LC, 2006 48 6 A & 0 RIEsmkematan (301 ) 2, e »
ORI E A ) BIERE A A LA (1303 %5 ROBESOERE 208 L
AE (1304 3B ZFEEL~, £/, 2007 F 1 B X OEBED S PEEOREMN,S LT BRE 55
S0 UrRaRIRERE (110435 2 FEML, 7 AF Lo 2 AERE L L& 0ERyEE - 3K
NFEIRRUREDR L OBEFEARE L, Zo0FEBOEBIZLY, ENTHE 869 £DE
MERFCT ) A% L afEsh,
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72k, FEERAKRBRIZIBNT, 7/h%%wtﬂhﬁrﬁ%®%ﬁiﬁf,TUX%VV@%%
HITEIEIC B L7228k & LT, TEMMLE ISR U D RAENME R OS2y iy Shiz, Rz,
mnﬁ&mﬁwf,ﬁ%%%&bfz%tﬁ%ﬁﬁﬁ%(wfﬂ%ﬁ%ﬁ@%ﬁk%ﬁ%k@ﬁ
FERIIEE) &h, 20 24056 1 47T, [EEGH4AY (ERiGL#E4 : PROGRESSED
MALIGNANT NEOPLASMA) | bt (BHRFHIAAHTH Y, FWOMET LI & OBEM:
AR Shic, IO ORREZITIZREHEN L OWRIC LV, 1301 3R CIIIRBRBALART & K&
TR AR 2 FEhE L, EETEIRE TV A% Lok OB IC W TR 2T T,

1. 5 DAHRRER B 5-588R (1101 7X8R)

BEHE BB 2 I A 5B (1101 B ; 7V 2% L2 75, 150, 300, 600 mg i
TR ARG T A EER, BiEAL, AR SERRG  EREK 36 4) &5
i L, 75~600 mg Z Hi[a# 5 L7z & & 0@ eEIclEIT <, BRMEIIEGTHD Z & 1R
SNz, £7z, 75~300 mg OHEFFICIOTIE, MR IXITIEH RIS HE LT L,
HEOHEINZE - 72 PRA DIK T80 Hivz,

2. BB HHRER &R EHER 1201 305

SAETCHAT L CHEM SN T-HERERBROFME R LY, 75~300mg 12\ THEKFeREE
HEOHRNFED D, BEMIZOW IS HER CHFFRRBIE L NFITKE 80 20
Sl &, FTo, BARANE A ANOWRERBRE 255 & U ialir (2202 3) (28T, HA
A& B ANDIRBEHE & 3 EANRITELL L T2 2 &b, HARANDOA RN B34 E R BR A
ERIERIZ 75~300 mg ORNIIFET D EAUE L, BIEN S FEIED B A AARREM: & i E B 128
JAEHEHEEMRFT 720, ERNHESRERAR (1201 35 ; 7 U AF 1> 75, 150, 300 mg
XiZ7 7Rz 1 A 1018 MEKEGT2 _EHEMR, HEIELAL, WATHEREGAR ; ZERERE |
WBRE SR - 455 &) EFEM L7z, TOME, TUAXL 2 75mg B, 150 mg #E, 300 mg REO&

8 WA D b T 7 NIRRT (msDBP) D_X—RAZ A Vb OELEIE, ZThEh
~7.22 mmHg, —7.75 mmHg, —10.72mmHg T&H YV, 7 U A% L O HEOEIMI ENE LR S
mL, HERIGHREBED bz, 7V AF Ly 75~300mg OZELEIZWTHhE 7T R
(=326 mmHg) IZHE_XTHEICKRKEL, TIUVAFX LY 75mg #, 150mg #, 300mg # D
msDBP (2519 5 B ERRIL 7 7 B AR TERLTWD Z E0VURENTZ, b T 7 FHB NI
faim )= (msSBP) DOZAL&EIT, m@M)&ﬂ%’?&f®7ux%vy&5ﬁﬁfitfﬁ’
EFEL k%#otohfﬁ%iﬁﬁz R CTRARIRD 80%~90%IZEL, &5 4~6 #H
RN RN LTz, MEOHERS N — 1%, 7V AF L2 150 mg #f & 300 mg #ETIXEELIL,
TEHEHIE 218 L CLE LT HEB RO b, 75 mg BEXIEHEIM 28 L T 77 R L VK
ETHRELZLOD, ORREERMBEE TH-oT-,
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*£77, s EERESLIC 1 BAERELE & 20 msDBP R TE msSBP (L EDOEHEN & BET L7
£, TUIAF L HEO msDBP i3V ThOREFHETHHRER & T ER LEd, FORET/N
EL, 7 ERERCEREDS—RA T4 (RERERE LV{EMEAMERFLTEY, KE
X AaElnE ERIZFEO bR o7,

e o, TIAFLUBOFEFEORBEE I 77 vARABERAGTHY, T AF
Ly ORABICEKREFELEBREOBMLED ol (78R 504%, 7UAF L
75 mg B¥ 53.0%, 150 mg B¥ 51.8%, 300 mg B¥ 54.9%) . WTFhoREHEG [BMHEEA | ORBEE
BERbLE, T ERBELEATT U AR L UHTREEDR 2% L& 2R3, [RIRE
g0, T REEVEIN) . RO TFH) Thorz,

3 FM ot Ol [ 0020200 R
200

DERYMEIZONT, BE

D e

LEOBSICE-O%, BIUERE & L b, BEORERE, mmEEE 25 L Lroiim
PR A5 - BhE L7z,

4. ERFEEERE EEORERE (1102 #H5]

g m st el o wrrne s nscesopere 02w
UAF L 150mg #HEIRU 1 H 1H 7 HERERST 5EEHR, EERl, rox4—r~3—
AR IR R OVEERE  EEE 348 2FEME L, TV AR Vo RERETLE, T
VAR L OBRINEERIGEEONFAME T2 2 L8RS, 71 A% L OEpEELIE
FORBEZTILLO LB N, ENFRHE PRA OET) o0 THRFORMOZE
EZIALO0, WEEE L AT, KERECLY ZORBIINE 25 2 L PR Sz,
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5. RERPRFEPHERER A Aokt & L7caER (1104 78R

2007 A 1 H X 0 ERAED & HERIE O AR E iR A xS & U BRI (1104 3k
TUAFLY 150 £ L<IE300mg 2 1 B 1[04 BEEREG T2 HEWH, BIERL, WATH
iR ; A% &G AL 33 4) #FEMLT-, ARBICBWT, 7 U A% L 2R
High L7z & & o3EpaEhie, E)7mzghR, ROBEDRICOWTHRE LR, 7V AFL»
OFHIZ XY, PRA ROUMBEF Ang TIRFEEIZN—A T A XV {RWMEZ/RL, MmAEH Ang 1T
FEOMAEF T )V RAT 0 REIIR—AT A e oz R~ LTz, —F, 7TUVAXL
EREIC I D IMER L = RN T A KO INLs, BRESNRICOWTIE, AR
FOMEARNEBNKREDSTZbD0, TUAF L ERERE LS, MEMETTSZ MR
e I e,

6. 55 I AHRAER,/ FEFERF RIS A aaliR (1301 3R]

2006 - 6 H K 0 BIED & HEIE O ARREME & I BF 2BV T, %Aﬁ%$§ﬁ®ETTUX%
Lol OBEEPMEREWZ ER TR, o, BRRBRAEE THY HARNCBIT DA
ML SN TV D L2 O & L OFE IR R (1301 RBr ; 7U A% L
> 150mg, B Y ALZ L 50mg XL T R%E 1 B 1 E 8 AL T2 EEM, ®\IEAL, I
FTREIEEGER ; AFOBER L ; #REL - 761 4) Z#Fhi L=, BEEZE (msDBP O<— 2
FTA NS DEALE/ msSBP D N— AT A b DEE) 1%, 77 EAREE —3.0mmHg /
—2.0mmHg, 7 U AF 1> 150 mg # 8.9 mmHg /—10.4 mmHg, =¥ /L% 50 mg #f —8.7 mmHg
/ =10.6 mmHg Toh o7z, 7 U AF L 150 mg HEOZELEIT T 7 EARBICHXTHEREICKREL,
T U AFL 2 150 mg BEDO T T B AR DM REES Lz, £z, v YL 50 mg B
EDHIETIE, 7UAXL Y 150mg BEO YL AATKT HIEL RIS -, TV AF L
> 150 mg BEL OV L2 2 50 mg BED msDBP (Zx T 2 BB RG22 L VS E 7D,
5 4~6 BIZHT THRICESOHRBEER D A LT, DgIEmGRE b2, &5 8 BE
FFE—EICHER LT,

BRMVEIZOWTI, 7Y AX L2 150 mg HOAFEFGREREIL, F7ERELYDOTMHE
<, By 50mg BEERIRE (F78RRE423%, 7Y A% L2 150 mg #f 50.3%, 2404
v 50mg Bf 46.5%) Thol-, HBLLIZAEFESLT, 77U AXL 2 150mg #ETO [ RIHTHRK
DRIEN KB EL, TT7vRBELERaYILZ Y 50mg FEOM G EH_XTT U AF L2 150 mg
FECTHRBIRDN 2% @ oo FERIT [RIFEHK ) OAHThHoT,

7. 5 ILFHRRBR B HEREREE A 01 O MM ERHE 25 & L7oiiR [1303 36

2006 4E 4 A L0 BHEEREE (g2 L7 F =2 0 Bk 1.3 mg/dL PLE 3.0 mg/dL A, bk
1.2 mg/dL LA E 3.0 mg/dL Aiii) %% 9 Sl EEE 40 4 2xRE LT, T UAF L 75 150,
J N300 mg (EEMME) ZHWe 1 B 1A 8 EEEGDA—7 7 ~ )Lk a Fhi L=,
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ARBRICINT b7 7RO MBERT V) 2% L AR OW TG L72fER, WEHEERE & ARk
i, TURFLY 75~300mg OMEFEIAT, ~T7EEOMEETT VA% L REIFIFHN RIS
P LI Uiz, E70, BRI FICHEN b T 7RO MIER T U 2 % LU EE BN B
137 U7,

BEIEZIE (msDBP DR— 2 F A b OZE(L R/ msSBP D_— R T A L ink DZELE) 1,
—11.6 mmHg / —13.9 mmHg T&H Y, EH72ERREDO MMM EEH 2% & Lz 1201 B KL O
1301 BB L FAREORIEDRE R L, £, BHEEOK TICHN b7 7RMENT Y 2% 1y
WEEEAHEINT DA 2 HNR, ZRRMICKE ZBERR, BETHD Z LRS-,
ARBRICI T 5 HEFRRORIKT 525%T, HENE BONEEFGL, [ REEZ%]
), RO TREED £V ThoTz,

8. B I FEEASR,EE R AR At G & L7 ikl [1304 5U5R]

2006 4= 4 A X 0 HIEE M EEE (msSBP 180 mmHg LA F 1% msDBP 110 mmHg L |) 39 4 %
RRELT, TUAFL L 150 KT 300 mg ((EEMIE) ZHW= 1 B 18 8§ @GO A4—7
VI OLVERER A FE N LT2, BEZNE (msDBP D _X—Z T A b D2V B/ msSBP D_— 2T A
YINHOEALE) 1%, —129 mmHg / —20.6 mmHg T&H v, $RJEH 5 HEAE O ARRENE & )T B &
FERIC 23 72 B E D R SG8 O DT, ARBRICKIT 2 A EFEHEROEBEIX 66.7%TH Y, &b L
KHBOLNIZHFRIT TRWEEHRK] ©, GEOHEFFRIIALNT, LEMICRIBIIRNZ L3R
Sz,

9. B I AHRER Sl s i 2kt L Ul (ERRLRETRER) [2324 35U

2005 -4 A XV 65 bl EoARREM R MEEFE (msSBP 145 mmHg LA I, 180 mmHg AJii) 355
£ (9B, HAN 4 4) ZR%ELT, TUAF LY 75, 150, 300mg, MUY/ 7 UL
10mg Z M7z 1 B 1| 8 G0 —HEWK, EER, WATHMMEBRZ B L7z, BEDR
(msSBP ODX—ZXF A )b DOZE bE) 1X, 77U AFL 2 75mg B —13.03 mmHg, 150 mg Ff
—13.48 mmHg, 300 mg # —14.54 mmHg, V' / 7V /LEE —1493 mmHg THY, 7 U AF L
OHEDOEEIMA BN LT, £72, AKRBROMREED O L, 1704 (9b, BANI84) D
I a3 v if = HR 3 (msSBP 140 mmHg LA E, 7> msDBP 90 mmHg Aifi) 122\ T, iR
ERBRDBEIEN RN A DT, ARBRIZB T 27 VAR L ORI >/ 7V NV EFREETH
v, TV XL OHEENCE> THEFEROREBLRBEINT 2 Z L1320 o7 (T AF L
> 75 mg B 29.7%, 150 mg Bf 40.5%, 300 mg ff 24.5%, KOV >/ 7V IVEE 302%) . IR TIE
FEMED EV ) KO TER] ORBENR G EN T,
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10. EHI# 5588 [1202 7k6%]

EREARBR (1201 3Bk) Z& T LR MRS 345 L2551, TUAXFL 2 75~
300 mg Z LB, VA 74 RRAPRIE, Ca FEPIEEUIZOmGTOBEMEGZAREE L, 1
B 1 [A 52 @G ORI 55084 2004 4F 11 A L0 FEhE L7z, 1201 &RER O 5-BAAR 2~ —
AT vk LicbE, &5 52 EFFMRFOREEZR (msDBP OX—R T A )b DR/
msSBP D X— R F A UMb O bE) 1E, —12.8 mmHg / —17.6 mmHg TH-7-, F7=, msDBP
DEYERE OFHE TG 12 HLFEIC 90 mmHg A & 720, msSBP 135 16 HLLKIC
140 mmHg RifIZIET L, &5 24~52 BE CIRE—EICHB LI-Z L0 b, ESCbzY E
A FR—ARRETHDL ZENRINT, KRBRIZEK T 2 2HRE COREFLREBRIT
852% T oTo, BB LIAEFELRY, [HFEEHK] ORBEENRLELS, RWT MMf MY 7
UtY REMmy, y-ZAZIN T oA27=7—88M , KO [EHW OIETH-72, #H
HENTZHEEFZONRIL, 1201 REBRED 1301 B EFRETHY, EHRGEEORIHEETD
FRII ol Fo, AFFRBBRIIRGHMOLERII > TEL D Z T RNoTz,
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4 FERUARME

4.1 JEERIRERERBIED D A T-FE R UVF A
1. L=FEEH

TUAXL UL, hoBmfEIc L, b MER L L=t Ui b s 22 BEER 20
L7, £70, AC7ue7AF—BIZETHE hTANRTIFUBTaTr A F—E L ONHIV-1 a7
A F =PIk HEER IR TEETH Y, L=V EERIZBRAINOBIRK L E 2 5Tz,
2. JREETNLVEMNICEIT D RAS FHEEA

HEKFT N U AAE~Y—FE Yy NETMICEBNT, TUAF L UOHEBROKLLGIZELY PRA
IEEAICHESN, RSEOBIMZEY, PRA OEIZSHICEE SN, 2KIC KON IKIC &
ME~T 22BN THT U A% LD PRA HEFEFEHN RSN, £z, dTGRIZT V AF L%
PG TR L7z & &, {5 Ang TARE L & HIZBHMMET O Ang T XN Ang T HELIKT
L7z,
3. REBETNEICRIT DREESR

7 UA¥ L L, dTGR, EHEKROEEKF Y 7 ALE~—F+E » b, SHR, 2KIC K
IKIC @miLE~ 7 A, ROPERBIESIME mRen2 7 v hOWTHOFFREET BT HBEE
B ER LTz, dTGR ZHAWIZRBRICE W T, 7Y AL O N5 X 2 BER RO HE
IRETH Y, HEKFN 2 EEEARE OB & ERFFRREFOLEER A DT, 7Y AF L
LD RAS Z il 2 3RAI & OPFALRIC OV T, SHR ZHWTHE TR Thatsh, 7V
Ax LY g R ERE LT & EOREDRIT, TAENOEMBEER LR, B6
IR OER BRI B 4T,
4. JREBTT NVEMWICRIT DI RENR

7T U AF LU, dTGR IZBWT, T7 I VRME, M7 v 7= iEw, ZO=EEE
e OERRH BRI Ol 70 & Olifige RN R 2~ Lz, £72, BREMES ML mRen2 7 v
MZBEWTH T VT I VIRYEIEOIHI 32 H A7z,

5. BTV AFLUBELSH
TUVAFLYOBNSAZERIET v FEZHWTHEILZE 25, SRERIK, BMENRS 212
RETHZ LR EnTz, 7UAXL % dTGR (2 2 B FEE#%, 3 BRI L 7RO T
UAXFLUBEX, B L= T 5 ICsfEE BRI D L~ Th o7z,

4.2 FREKREABRREN LA - MR UERAN
1. FHEIEFARFE AT ARER

T U AF L UL, RAS A 7 VOB RICNLET DEER O L = Z EHEMICHE T 28 o N
B TH D, [A U RAS IZIEAT % ACE BHESE L VARB & 135700, Ang 1 LIRS Ang 11 72 &
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CTD 15 BEXIIHRDERBR R UHAREDREE

DFTRXRTCDT o VHT v o _XTF ROEREZIHI L, RAS %1 7 VAREZIHT 2 2 & 038R
TE D,
2. BRELEBNZEEDE

T UAXL DT ZHRIZHT 2 msDBP 2 X msSBP D _X— AT A b OE{LEO B HEEM
ZA(TVAXLUH-T7T7REE) 1L, 150mg TENZLI—449~—591 mmHg } (X—5.87~
—8.38 mmHg, 300 mg TZNEi— 746 mmHg KX~ 11.2mmHg THY, 7 U AF L U OFLEME
ISR T, BIEOREITIBARMICERODILOTHo7-, 7V AF L2 150 mg OREENFIL,
RER ARB DR LHARETH L 0L X 50mg ERIETHD Z EDMERINEZ, TV AKX
Lok, #BEBRMG 2 I TRKBEEDED 80~90% 1 Hi, 4~6 HMBICHR A RICEL,
£72, 1 FHOEBHE LSBT, 7U XX L OBREDREOETIIRD ST, ZELEBE
AR DR ST,

3. URREICh 2 RE LZBRESR

ABPM (T X % 24 BEfilifnE H NEEBNOFHMI L D, 77U AF L2031 B 1 [EEE T 24 Kefilicbiz
DifE= > b — LR BAFT,  TREEFOEIRFGIZET 5 AN >WT CERk 14 421 A 28 H,
PEEEFEFE 0128001 5) | IZHIRENTWD 0.5 LU Loz T/P . (150 mg T 0.69, 300 mg T
098) ZHTHEAKTHDZ EARENT, £z, TV AX L v ORBEERIIIRER LRI
Do THRfE L, R 1 HZOMEBEKARE LTRX—A T4 VfEix TEI->TEY, MEDORD
IR CThH o T2,

4. TI7EREFAEOREE T T 7 AV

TUAX L OEEFROBBENE L OHIRIL, ARPHEHENIZBWTT 78R EHEET
b, BIFRARMEZEZ R LIz, 17, M7 T 2 DRERK THEINICEED &I 2 5K R B
T2EEBEZONLFHENRAEFS (Ca HPHETAHALNLIEESL TEOTENE, ACE PREHK TH
BN DM FIER L) 1%, 7UAFL U TRIFEAERLNRN ST,

5. D7 T ADBRERL OHFARIR

TVAX VLU EMOT T AOKER (ARB, ACE [HLEIK, FIFRIK, Ca fEHidK, p MWK &
OFHT 5 &, BREROEMEZEL L S HICEWREENRE R L,

6. BEHREDR~DOHIG (BRROERKRAR)

2 MBEIRIG A AT A2 MmIMERFICH L, TV AFLUTBREEROY S — h~—T—Th
LIRBTINVT IV VT F =V R ORP T AT 2 R 2R T &7, £/, EiE%EE
AUFEPEL TOBIERDOZE LT DAEREICH LT, 7V AF L UAIMEEER OV o 7 —
F~—H—ToHDMMHET ) 7 LFRXTF R T ST,
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5 EX5)
lPﬂ%T;@ﬁméntﬁuuV%ﬁ% [ZBWTT U A% Lo OmifEEH ST 5 ARMER OV 2D
RSN, AANTEDNE, ZERMEOWENS, mMERROF KL UTHMREER L& 2

b, BT ,%%@VV% LAWBBETIHMED Y o — AR+ BE T LT, BEFK
~OBMBH DTN ESG AN TH Y, S EREOBIROEZ LT 5 2 LN TE L 3EHA L
Exob, £z, BEAFORIEIR AT BRI 2720, foEEE TV 2x L L OffH
I, BEERIRTE T Tl <RI B W T O IR A R T AR 5 5,
MRRBROMGEZEE 2 C, mIERFICKT LTIV AR L OEFEHEL 150mg &L, +
IR DG DR WIGEIX 300 mg (ZHEET D 2 L SE ) & Lz, RS RANT
HEE L TO150mg $EXHFETHZ & & LT,

EDZ EXY, TRONETEBHELZITOZ &L LT,

GEEEIED

TYVABE1S0mg : T U AF L L LT1EEF 150mg &8
[BhRE TR R (%) ] miLEE
[FiEROHE () ) @, RAIE TV AFL L T150mg 2 1 B 1 EREOKET 5,
B, IRATDREGAE, 300mg FTHET L LNTE D,

6 SE X

[Asia Pacific Cohort Studies Collaboration (2003)] Blood pressure and cardiovascular disease in the Asia
Pacific region. J Hypertens; 21:707-16.

[Azizi M, Webb R, Nussberger J, et al (2006)] Renin inhibition with aliskiren: where are we now, and
where are we going?. J Hypertens; 24:243-56.

[Chobanian AV, Bakris GL, Black HR, et al (2003)] The seventh report of the Joint National Committee on
Prevention, Detection, Evaluation, and Treatment of High Blood Pressure: The INC 7 report. JAMA;
289:2560-72.

[Cohen MC, Rohtla KM, Lavery CE, et al (1997)] Meta-analysis of the morning excess of acute myocardial
infarction and sudden cardiac death. Am J Cardiol; 79:1512-6.

[Elliott WJ (1998)] Circadian variation in the timing of stroke onset: A meta-analysis. Stroke; 29:992-6.

[Frampton JE, Curran MP (2007)] Aliskiren: A review of its use in the management of hypertension.
Drugs; 67:1767-92.

[Hozawa A, Ohkubo T, Kikuya M, et al (2002)] Blood pressure control assessed by home, ambulatory and
conventional blood pressure measurements in the Japanese general population: the Ohasama study.
Hypertens Res; 25:57-63.

[Kario K, Pickering TG, Umeda Y, et al (2003)] Morning surge in blood pressure as a predictor of silent
and clinical cerebrovascular disease in elderly hypertensives: A prospective study. Circulation; 107:1401-6.



Page 24
CTD15ERXIIRAOBERUREDERE

[Ohkubo T, Obara T, Funahashi I, et al (2004)] Control of blood pressure as measured at home and office,
and comparison with physicians’ assessment of control among treated hypertensive patients in Japan: First

report of the Japan home versus office blood pressure measurement evaluation (J-HOME) study. Hypertens
Res; 27:755-63.

[Prospective Studies Collaboration (2002)] Age-specific relevance of usual blood pressure to vascular
mortality: a meta-analysis of individual data for one million adults in 61 prospective studies. Lancet;
360:1903-13.

[Rahuel T, Rasetti V, Maibaum I, et al (2000)] Structure-based drug design: the discovery of novel
nonpeptide orally active inhibitors of human renin. Chemistry & Biology; 7:493-504.

[Seeley E, Kanavos P (Z007)] The impact of high blood pressure demographics on healthcare systems.
High blood pressure and health policy:37-49.

[The Task Force for the Management of Arterial Hypertension (2007)] 2007 Guidelines for the
management of arterial hypertension: The Task Force for the Management of Arterial Hypertension of the

European Society of Hypertension (ESH) and of the European Society of Cardiology (ESC). I Hypertens;
25:1105-87.

[Weber MA (2002) ] The 24-hour blood pressure pattern: Does it have implications for morbidity and
mortality?. Am J Cardiol; 89 (suppl}:27A-33A.

[Wood JM, Maibaum I, Rahuel I, et al (2003)] Structure-based design of aliskiren, a novel orally effective
renin inhibitor. Biochem Biophys Res Commun; 308:698-705. [CTD 4.2.1.1-12]

[World Health Organization, International Society of Hypertension Writing Group (2003)] 2003 World
Health Organization (WHO) / International Society of Hypertension (ISH) statement on management of
hypertension. J Hypertens; 21:1983-92.

( ETUet JERESEd  EEEH g M
DRABA 2007)] = FREXE EORIK 56:26095-8.

[fRE H A 21 eEFTS, @AEH A 21 3R EHRTTS o00)] 21 itz 2 BMEMERE-3< 1
HE) (EEEHA 21) IconWTHEE

A S KEE BaaHEWE (2007) FH 17 FEHEHE.

A G AR E B R E (2007) TR 17 FEERERFE - fBRTEROBE.
[HASMESS (2004)] SMEREN A F7 4 2 2004:1-63.

[BTfEFAF (2007)] L= fHEIELOEAM L ERFE. Mmlt; 14:402-7.



1.6 NEIZHTAEHAKRECEAT HIEH



Page 2
CTD1.6 HEICH T HERAKRRFICEHT HEH

B X
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1 AMENT IS U DI FIIRITER oot 3
2 AME DU SCEEE DRI oo 3
®x—E
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Table 2-1 CCDS DHEIE ..ot 4
Table 2-2 T AV T OTAF SCEDBEE oo 8

Table 2-3 EU 238 O URAT SCE DTG oo 13
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1

NEICE T HERREF

2000 4E 3 HETE, AFET7T AV H, AF) AL 0MR 76 WA TER I TWS, TEETO
SRR A, Table 1-1 (2753,

Table 1-1 TEETORBERR
=& ot EFEFEHA b} HEIEAE whEe - BFE
T4 UAH  Teklurna 20073 A5H ZaMNAo— hEE 150, 300mg  EBILEGEHE
A F YA Rasilez 200748 A22H  TaAha—RE 150, 300mg  ARBRMESMEOEE
2 NEDFHFXEEOHE
AL A I NNT 4 A Tr—vitOEFET —F L — | (Company Core Data Sheet / Basic

Prescribing Information, 2(.£|5.H ERET) OMERSE & Table 2-1 2, 7 A U 7 OEEMAE (2007 F

12 H T

e

DOHERE % Table 2-2 (2, EU L@ A CEOHIRS (2008 48 HELET) #% Table 2-3 (2
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Table 2-1 CCDS Miing

i RASILEZ 150 mg 7 .t 4 A o— 82, RASILEZ 300mg 7 ¢ /A o— g
A . & E

s - e

R HE

A bR
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Hr7Eh

A bR

(o)

RASILEZ 150 mg 7 f /s =t— h#E, RASILEZ 300 mg 7 /b =i— MR
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it RASILEZ 150 mg &7 « /L s = — L8, RASILEZ 300mg =7 1 /Ao — hEE

EHLRER

(o-3)
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e | RASILEZ 150 mg 7 /b /s =t— h42, RASILEZ 300mg 7 /A =o— k&2

WA EOEE
(o )

WETEAH
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Table 2-2 T A V) h O FALE O
AR 784 Tekturna (aliskiren) #& 150 mg, Tekturna (aliskiren) #& 300 mg

T 4N a— MNE

FI - G &
18EHT-0 7 U ZF L2 150 mg XiE 300 mg &8T5,

WRE - A | mIlE DI

AR OBE OHLEFRMEAEIL 150mg O 1 H 1 ER5TH 5, MENEYIZa S hr—L Sk
WEETIE, 1 HEZ 300mg IZHELTH IV, 300mg x5 HEICHELTYH, BESE
IR, THIORBERNEM L7z, SHEOBEHROKREY (85%~90%) % 2 FHEILIN
IZBons,

AHNEMOBEERE ARG LT LV, ZRETICEBINZEREDIFE A SEIFIREROT
VIOFT v B EEREE (S vz y) O T T It b o ThHY, Thb0EYE
BEHEEMETHARE LBV T IOy 2 B S L= 5Ba L & k& 25085
LIbd, TVAX LU ET VU7 v MR IEIE L BBEEIE & R U72358 12w
BRNEPELNBNE I DNITRHTH B,

RS, BRE~EEOBMEREL AT 5 BE N ORE~BEOIFMERELZ G35 H8E CH
WA EEZFEHT 2 48T, BEEOBHMEREZ AT 2 BE~ORKOEGIZONTIE, R
BB DN, BENPLETH D,

B, ARNORM ERBFEL ORI OWT—EDONY = BT 20ERNH D, mlEIREO
BRBZICRAT 2 &, BNEAKRELSIETT 5,

& - H

e

¥y
Bl

HIE~DEE L= T U U T UV U RICEBER T AR A E TS S &,
BRORBICHEREELRKITL, ERICEDLWEEGH 2, HIRISH L25E8I120E, AH
OFEEGEZTE LMY ELHICHTIET D &, M8 R HEROBFILR O] 25
S

B AR ORERUET

LoV T U UF T UV U RICEEERT A M A TRICER T A L, BRI OETE O R &
OEC B ERTARENENR D D, T U4 T oo BRI EIK A IR U7 B3 ORER A3
Fh OSTRRIZ B RS ST, SRS L72356121E, ARIOR G %2 T& 2R 0 #en
ik 52 &,

L= T o UH T o RICESEER T M A AR 2 ROE 3 Y AR Z—ITEHT 5
&, RME, HAEROHEEFERAE, R, A USRS OB A2 RO TE 2 &40
FOHAER~OEEREENELD Z ENRENTVWD, BMEOBKERTICES EBbh s %
L | AREELHRE S TR Y, ) LIS F TR > TR YA TR,  SH i
M EOER | o2 R MO REREPRD LTS, KD, T8 PR ERIER CBINRE B bW S
NTVDD, ZNOEORENEMEBICLDLONE I DT LN TRV,

EBIZ, B1 MY AARZ—HO ACEER (L= -T o P4 T oy RIHERT 237 5
R) OFERIZEREREOEBIEN 2V A7 IZEEL TWAL Z EABMET —ZIZL VRS TH
b, Lo T UV T UV U RICEBEERT 2 M AR FREMEN B D LI T A5 A
X, ZNOOEYIZ I DIFRF OBERNR) AT IZOWTHBHTILERD D,

ENTEDH DD (BT 5 AR 1000 FFH 1 ARG , =T 0 0F 7 2 RICERT 25
MORBIEDS RO B RVBHENR DD, ZO LD RENEFNCIBOTIE, I T B IETER
REREME AR BB A D & &b, BENRE ZRICIT > CEIRN OBREE 2 5Hl 4 5 M)
b5,

EGEENEE SNTEAIE, AHIOBREIZ L > TREDRMB RIAEFN LS RE, KH
OfffAEZRILT S Z &, MIREKIE LT, TEIGEARRE (CST) , /A F LA
(NST) XigN\A A7 47 a7 57 A1V 2 (biophysical profiling : BPP) % Ffid 2 D 23
cthsrtEXLND, LML, BEKOERL, BIEICRAIEEOFERFENEL S5 FE TE
B NENRBINZNVGER DL Z EICEET OV ERD D,
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WR5E4

Tekturna (aliskiren) #& 150 mg, Tekturna (aliskiren) #& 300 mg

R EorE
(mo%)

L= U RERDO FENEBOBAENH HILIRICHOWTIE, BILE, SREOES Y 7 AMIEOH
MATERBETAILEND S, ZRMEUESEAICE, MEROBHEEROMERICEE 2 mT
52 & ARMITEDBEIE X ITHEE U7 BHRE OB 7= D [ Z B I XV TBHT 3 LB 72 B350
b5,

TR 5 2 AFI O BRI RER T2\, T U A% Lo 7 < LRt O AT B TlL, RS
v MIHE 600 mgkg/H  (mg/m?> ~N— ATt Mg [MRHD] T2 300 mg/ H 20
), EEET Y XITHKE 100 mgkg/ B (mg/m> _X—ATMRHD O 7f%) O7VAXL 280
BELTY, EFRETRO N>, 50 mgkg/H  (mg/m?~— AT MRHD O 32 %) %
BH Ly clk, RIBOHARKEICEERPEENRD bz, SR O, FKk
CIERAFICT VAR Lo Sz,

FEEEE M SRR

B, W, 0E, &, FMEOMEREOMEZENT U AS L o 5RFICRESN TS, #
HHIZIE, 9 LR 2R E LD aREEN $ 5, ACE FLESRIC L 2 MBI
BRIZEBABE LIV LBABEOFTNE N ENRENTVWDER, TUAF L AL DMERE
JEDOFHE G BANEBEOFRENNE I DIIRATH D, MERENE CT-GEITIE, AFOR
H2ELHITHIEL, #BlEEOERMDFEEOFRFGHICEIE T 2 £ CHbl LT =4 Y v
TEITO T &, MIMNCEBERO LD B, FFREANRAZLNRWIEETH-oTH, FieAX 3
VIR QAN F aRTaA RO TIENREGER~OEEL T 50IC+0TEhnZ L233h
L120, EHOBENLECR2DEANH D Z LM ACE FLEKROHARBRNS/REN TS,
D TENTH D2, ACE FHEIKDOIR G K > CHEEATEIE L ETRIEL £ ) M TREL B L
TBREIFECAMEIN TS, &, FUIMEEE~OEBR A LN L BEIL, 5 ThVEH
X0 L REAEALRET 2 AN R <, [EFIMOBAENH 2 BE TITZ OFAAFHICER T
HD, &, FEAXIMEEEICEENL LN G, EFTHTER7 U U 1 : 1000 (0.3 mL~
0.5mL) 72 & OMYIRIAE L OVRIETMERICHERIEBE 20 L2 28 ( [RER &
M)

{ELE

BOHED 72O AR 2 Bl G L2581, BEOIERTAENUSED N TND
(0.1%) . fDFEESE & OOFHFREPIC HIRMEIMEFEICFED b TV D (1%KT) . FK
BT DD L s EF (B - @HEOFIREDOER G 22T TWHEBE) e, L=
TUTFT oV URMNEME S LTV D BETIE, AR OKR G BGHE IEGMRILEN 4 C % A
MR H D, AAIOREGZAETOANCZ 5 LI2REBEAMHET 20, BERETHERO T T&
Gabitn T 20BN H 5,

WEO MR TAECHEE, BEZMEMOCL, BHEIDS U TEREEKOBFIRNIES 217
9o —PEDARIM LSS IAF OB GHEGEOEERITIZ H 72 68, WE LM ED L E T AT
SEEGEMHT 52 ENTE D,

R EOEE

2HHEE

B REREE

TRASHE 28 2 B B REREE (7 L7 F =2 1.7 mg/dL [Z&PE] B O 2.0 mg/dL [BE] UIHEE GFR
<30mL/%y) , FEHTOBEAEEE, 7o — R SO MEER LG T 2 8L, & iEE
Zxg L LIEARIOERRBRD BRI L2, 2D 0RE BT 2 ARA O ZEMFRIT 72 <,
LoV T U T oV U RIHERT A OERIME S VT F = RO P IRFBER AN E
HAHEREMENH DT, ZNHLOERFITITEENRLETH D,

BV v b IE

AHN e BB S L7240 5.5 meq/L # B2 2MiED U U LABEINOREHFRITL N> 7208 (0.9%

vs. 7R 0.6%) , HERFEMIC ACE BRER L PSS LS G 1i3igE s U o AR Z
NEYLEMEEICATE (5.5%) . HERFER T, BEROBHEEZ THNceE=41 v

T DHNENH D, BV AMEFERRA, U o AERRE, 1) U AEEAT D EMEA,




Page 10

CTD16 AEICETHEARRFICETIEH

WR5E4

Tekturna (aliskiren) #& 150 mg, Tekturna (aliskiren) #& 300 mg

i EoRE
(Do)

71V MEEHINE D Z OMESS & OARFOGMIL, MiFH Y v ARE 2RI S 5 AHer:
WD, PRGN LERGEITE, EETNETHD,

BEIIERIE

FER U < ixmrE B mhiRskze 3 b 5 B3, I B CBIIIRKZED H 5 BEICARZ#5 L
Akt A A AN

BE~DER

TR

IR ATRE R OB FIZH LT, L= -T o o4 Ty VRICERAT A ~DRBEDE
BEMIAT A2 L, MIREZFE L WA LEBEICOWTIE, MmoiEE EORBIRE 2 BH4 5,
IR L7235 A T ERI RS+ 5 L O BB 2158 5,

& R IE

AFNOEEHRIZE, MEZE (FEEZEZET) NEEEHbOTECIMREERDH D, BFEICZ
DRELBRD E L BT, MEFRBEZ RSS2 MEOIER FEm, W, R, 0E, §0OMEE,
WE R REE TR RS 234 U= A ITE BICEs L, MFEICHET 5 F A2 Fnll -
A LZ2WE SR 5,

EWEEER

BEL, TUAFLULHHLEERZR2THRETIHERD D,

a3l FR

TUZRXL U ET7rEI FEMABETSE, 7ot ROMPEEREEIIKTLE, 7t
SREHEALTHNDHBRET, 7UAX L ORGBBHICHENET TS Z LA RESNT-,
T ARY v

TUVARXL RV ARY VEHEBEEGETE, 7TV AL OMPRENGEICHEMN L,
TVRXLYEYZ7a AR COFRIZTTH LR,

BARYEBEEN AR E
TUVAFVUANITVAREZANET  FO2ERBL NN T AV 2=y 7 (rasH2) ~ 7
2D 6 H ARBRTHRE 1500 mgkg/ HOT V AF LU 2R OEE L, BARMEZFHMELZ, 7V
A% LY ORI D FFHFCHE B RS R AR OBENIITRD Do 72, Wi s b
750 mg/kg/ A LA_E O T T EHLE CRE LB (V6 AL ONEROA BT H 0 23
BOOENTNED, BHILET v FRETITENRIESE CTH D, MIBREXT v 1R, X, §
AR O T » M1 TCIZRD Hivlz, &H##E % (AUC),) THEET D &, 1500 mg/kg/ H A
BTy Tt MEHERHAE (U AFL2300mg/H) ORI 414%, ~ 7 ATIEE MMrEit
BHEOK 15 HICHYT 5, 7y NOBEBRAURERICRIT 2GR A, 4 BEO 13 HOR
BCemARZEFI UL 250 mgkg/H GREETHWERIEMAE) OAZ2R 0L LIHAIZBWT
bLEIEINT,

PRI T T AW KL OKNGE 2 2 Ames BIRZEARE BRI, Fv A =— XL X ¥ —JiEMa
% AV = in vitro Y ARG RER, F ¥ A =— A ND AKX —VT79 Hilla % V= in vitro B s 285K
AR QN in vivo < 7 A BB/ NMERBRICBW T, 7Y AF Lo 7 < VBRI E T
TR NN T,

Bk 250 mgkg/H (mg/m® N— ATl MR R T dH 5 A7) 300 mg/60 kg O 8 f5IZHHY)
TUVAF LV EEGLTY, MHEDT v NOZIBREICHEILIA LR T-,

HEIR

HIRP 72 —C (BF1 MU ARZ—) ROD (F2ROFE3 M) ARZ—) (& JRIES
FAEROBRE L OB ] &)

B

TURFLUARE ML PICHH SN0 E S AN TH D, 7 AF LIRS v oW
HricHE sz, WRICHERELZ KIET AR S D720, ISR 5 AHK| o EEE M
EEELE LT, BLaP T 50, KBRS EFIETE0ONTINERIRT 52 L,
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WR5E4

Tekturna (aliskiren) #& 150 mg, Tekturna (aliskiren) #& 300 mg

fEH EOEE

(Do)

NR~DOEE

INBBEIZBIT BT U AX L OReM R O I S TO R0,

B#E~DES

R TT )V AF LU 2B ELE2BED YL, 12750 (19%) 25 65wl b, 231 4
(3.4%) NI5LU ETHoT=, ZNEORFIZBITAMTOKE G E/REET, FERY
L REETH -7,

RIVER

BeEHRIN 6 » A #8425 1,740 BILL_E R OB G- MRS | 2 25 1,250 BiILL L% & Te 6,460
BILL LD BETARBNOLZEENTFME N TWD, 77 BRRERBRTE, a2y br—rsnTH
RVEIE % & DR A EERIC L DIRREPIEDNARFRGEBED 22%, 77 v REEERED
3.5%I24E T,

%%ﬁ%f?}x%V/%&@bt%% PR ZRE R A 5 A VR IR O SEFI 2N 2 s Sz,
ZDIFED, MEFRIENEE DI DIER] & U CRENLZHEIR 2 £ 7oV IR & JE PR AE O SE B A3 2 s
Sh, 2fEE b EFRIRICE -T2, BT LRI 5 2 6 o & 3 IEES O F B RIX
0.06% TdH -7,

5T, TUVAXL OB THE, TXIXEHOREL R UIEGIA 26 5 S
TEY, ZOHL 44ERRERIEICE ST,

LL, 77 R BRI T 28E, FUIEHOFRBEORRERILT U AF L N 0.4%
2k, IR 05% Tholz, TUVAFLUHEERRE FrsaaF 7Y FEL2EHEM
FEGTHGABRICE T 2 EE, T IS EHEORBERIMEE L B 04% TH > 7=,

TUAXL UL, HIEE (GD) OFEFLZAEKRTMICHEE 29, THRORBEIT 300 mg
EERE LTZHBEN23%THAT=DIH L, 77 RFEGHREIT12% TH o7z, RO EEE
(65 meLh ) T, 150 mg/H HENS THRIOREBERPH LML, by 7 n—7
T B 150 mg F GRFORBIRIT BT FEBE D 300 mg AR TORIRLFETH -T2
(TRTOFHRTN 2.0%~2.3%) ., MOWELEERITIE, E8F, HERREOEEETHRN
%okﬁ,@ﬁ&w%mxﬁm%ﬁ4#77tf I ARCTHASEISEIN L 7= D% 600 mg/ A & D
BTz, FTHRIL OO LEIERIZI—MRICEE T, BEPILICES7ZDIXENTH -T2,
TR AR TIE, 7TV RAF L OGS THEA DTN L. (T U AF L R
1.1%vs. 77 2R 0.6%) , ACEBLEIR (TI 7V, VU /7 UN) BEEETe R0 RRAR
T, 7V AF U UBOBMOIERE, ACE LEEMOK 1/3~12 TH -7z,
TIERBELV LTV AX L UBOIREBENE NS TMMOFEEZITE, ¥Z (1%vs.
0.3%) , FREEHIN (04%vs. 0.1%) , JAE (0.2% vs. 0.1%) M OWEHEA (0.2% vs. 0%) 233>
77
AR CTT U AX LU 25 Uiz 2 Bl ERRIE R 2 £ 5 s EMER MRS R A 1 - o d
SNz, 2055 1 FIITEBRIEOCHKRNZH L TEBY, KERELOINIE (BEG) & OVKHE{EZ
WrokERIxEMEThH o7 (b5 1 #ITIE EEG KO EGZK O RITMEINT) . 7V A% L
YORENFIEIN, BRSIIITOLR ST,
T RAFRBRCUTOFEELESENT )V AX L U RERED 1%BICHREA LD, 77 2RE
HREICHFAEU LORBBRETAE TR I8, MSUEIEK, FitEo v, 5, FRERYE, 3
BRI S OVZ,

HR AR AR T .

*HRBRRAABR TI, FRYER R ERRMRATH B ISAH OB 5 BRI BIEMED & 2 2L E
B b, mMERE 2R LT o KERGRBRTIE, 2L A7 1 —/L, HDL, ZEJEHF b
V7 VxRV R, ZERT B R OIRBRICAANS X5 RRIICEE R RITRO Do T,
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WR5E4

Tekturna (aliskiren) #& 150 mg, Tekturna (aliskiren) #& 300 mg

i EoRE
(Do)

M RBEER, JLVTF=v

ABEME S IMEBE TlE, AFIEMBEERED 1%KL 0T T 2 RO 6%\ L jRFESHE
(BUN) XIZMiEZ U7 F = OB B S iz,

~NETu VRN 7Y v b

ANETREVRONY N7 Uy hObT D (27 ) A% L UBEMBESRETENE T
0.08 g/dL TN 0.16%i8) BlE Iz, TN O ODIIHBERFNTHY, 600mg/HHET
13024 g/dL 2 O 0.79% DI A8 Hivz, 295 LEEREIL, v=v-T 0ot 7 v v U RICHE
T HMOIH] (T o OF T o VERKR T v OF T Y R RN E) THHRD S
NTEY, ATIZEEKEZN LT 20 RF L OEAZRT 5T O T v v 11 O
ZEofnaEnsboltEXOND, ZNHOBDICHEST, 7Y AX L UAZL 2B MOFRBR
DT BRI TOT NN T 2 Z ENBIEINTE (T AL UE01%, TUAFL YV
600 mg/ H £ 0.3% vs. 77 BARE0%) . HIMIZ LV IEFEEFIE LB I\ 2ol
LY v A

AF 2 BB 5 U 7= ARREPE S LE B E T, 5.5 meq/L B8R HIMIEH U 7 LB FEHERITE
Mote (0.9%vs. 77 &HR0.6%) , LnL, BERBEAIZT oA T vy v BRI ER
(ACED) LG LI2GAIITmiE D U o MM EHEIZAE Ueed (5.5%) , Z0EH
TIXBMRE N OB RE 2 THICET =2 ) VT ANERD 5,

& PRER

T U Ax Lo a2 B G L SAITE, iERERO P IERDTNCHEML (6 pmolL)
b ke unF7 Y NORMEGRHIIIRIERIEMN2EBO Shle (1930 pmol/L¥EM) . 7V
AxLribRFazuead 7Y REfHALEGEOREBTMENNTHLEEZLND (K40 u
mol/L ¥§N) . JREEODIENIZ, JRBRICBET 2 AEFREZDT M Es bbb, @ IR
BN (0.4% vs. 0.1%) , JAME (0.2%vs. 0.1%) , MOVE#EA (0.2%vs. 0%) .

A i e R 4

300% 5B 57 LT F o F—FOHIMMAT U 2% L o HMEEEEOK 1% N T Tt Rs
BED 05% I8 Sz, BRRR T, st v 7F o —BMnn7T Y A% L o off
FICHEIBEFL L LTHESNTZ, 20 b 3HFITEEDIE~EEY, | T EEGEHAES
BAE, O 1R EREr ST, BHREERE L2 LY ERIL -T2,

HWERS
b A ORERGICEET 27 — 2 TROEN TV D, WEE G TE L S ATREMEA R b &
FERITARME TH 2, FEBMARMEANE UG8 I3 SFRE 2 G T 2 0 ER3 b 5,

SETHEH A

2007 - 12 A
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Table 2-3 EU &0 FH T XEDHIRE
R7e4 Rasilez 150 mg 7 ¢ /L. =2 — NEE, Rasilez 300 mg 7 « /LA 2 — R
T4V a— NEE
O FTVARET, WiihE, MEOSERT, FEC ML), BOSEIC INVR) SZIHISA TV D,
e 18EHT-V T U ZAF LU 150mg & EN 5,
FIR - 5

I TV TAERET, Wdhm, HAFOEAIT, Fmc MUl , KM INVR] EZEIEH
TW5,

LEEHZD T U AFL L 300mg FEND,

AR HEME B L FEAE DR

AFNOHREHAZEIT 150mg D 1 B 1EEETH D, MESBEINZT S ba— L ERRWEET
i3, 1 HE2% 300mg IR LTS Ly,

150mg @ 1 B 1 [BI#5IC L D IREBIA®E 2 BELINICEED RO KIS (85%~90%) 72345 H i
%,

AFNL, BMPE I OBTEIR & OPFRFEEE LTEMRT 5,

AHFNE, 1 H 11, BONEBFEORICKAT S, WRAREAR CEANAT) ONREE LY, 71—
TIN— T a— A%, KAElE IR XX Tk,

A E
JRIE - BB e~ S R E A A 5 IRE ORISR 2 T 5 LTI AR,
Frihers s
8~ TR E O FFHERERS % 47 5 FBE C DR e % A 5 B 72 o,
Bl EE (65 m5HR)
R R RS R B A TR B LB A0,
NREBE (18 A )
e U IS BT 5 7 — ¥ A RIE LT 7, 18 BRI N K OB ~ DA
HIO B EITT 0 b,
#2
AN UL TN 53 % W & AT 5 % B
H2 O3 U AR — DR
U AKY v, ST Pgp BRI, KOS 72 P-gp BRI (F=00, NTSL)
L OAFIOBIEHERTH S,
B O L OB
Lov 7o UATF LUV R (RAS) RMET AMOERR, &5\ BT TR %
B BMOERBOR S5 TV BBETIE, 7Y A% L UHIEROE S Y o AMED U 2 7
EH EOFEE | 2Rt 5,

EHER ) oMM OAE (NYHA (=2—3 =27 DEEER) 7T A V) 287 5 BE~DAHA
OEFITEERICIT ) BERDH D,
HEEEDNORHGNED TRINAE UG8 I3 AR OB G2 iE45 2 &,

F b U A KRS LTV B B
PRSI LT 5 B FIREOE AR S 22 TV 5 8BER L) T,
AN B 5 B\ MR ML AV U 2 WREMENS 8 5 AFIODIR 5.2 BIIAT BRI 2 5 L7k
REMIES 57, BEAREFOELD T TR LA T 5 B8R D5,
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WRoE 4

Rasilez 150 mg 7 - /L. 22— b §E, Rasilez 300 mg 7 1 /LA 22— hEE

R EOEE
(m3x)

B B RE P

FEPRRRER CIE, BEEORIERERSE (ME 2 L7 F =2 >150 umol/L X% 1.70 mg/dL [ZctE] KO®
>177 pmol/L X% 2.00 mg/dL [B 1] , SUIHEERERIRIEIESE [GFR] < 30 mL/4y) , @EHTOREE
B, 7 v —EREERE ST I M R U & A9 2 R SR T B AR OMEHEER ST
W, BEOBBIERE X AT D EIMERFE IOV TE, AFOZEEERATRELTHET
DEBEBLETH D,

B E RS AEE
FEE U < XA el zE 3 & 5 B X3 B CREINRIEZE O 5 5 BB ~OARF| O RIS
LT —HITBEL TV,

WS D P-gp PHEH

AHI300mg &7 haF = 200mg ZHFH L& &, TUARXL O AUC 28 76%HE00 L 7=
N, hatry— o X 97 P-gp BREANE, MIEFRE XD bHMTIRESENSES LB X
bMD, ZD7d, 7 haFy— LD L5 PEED P-gp HEA &AM EZHAT 2561, &
BERRETH D,

fOEIKSE L OMEERROZEOMOMEEER

1B ML SV PRI D TEFR S A RS I S B R 3-0 & OERRAIC B e M EAERIZ A ST
AR

MRy ERERBR T/ y~ua—, 7T/ a—L, BLaxs 7, ©AI7VEY, Tus
V=), BWBA Y YLVE R, JI7UALKOE FusaoaF 7Y REDHFRHEmE L
2, MEEREIBRHE SR 5Tz,
TUVAFLUEZ/NLYILE o 28%) , A PRI Y Q8%ED) , 7o (29%H
) I ATy (19%EI) OWT s E O L7ZEAITIE, AEID Cha XI1E AUC 12 20%
~30%DEALBE LT, T MAARREZF U L LIZEAIZIE, RAIOEFRIED AUC XY
Coae 3 50%HM L 72, AFIZFFALTE, 7 hAARZREF L, NP ALF A RERALI R
T Au Y OEMERICE BRI SN oT, 0D, TYZAFLUOITING
OUFHEO HEZ AT 20T R0,

AENE, VXTI DNNAFTT ATV T 4 DTN TSI LEEEZLLND,
ANRPIZ AIRFND AUC K Co IR T ESHDL Z ERFHT — X NORIBIND,

W EERTIX, P-gp BDAKNIDOANA AT RA TV T 4 2 EATHEERERTHD I LIRS
TWb, TD®), Pgp DFEEK (LA I TFNEY VY, UT7 BT L) ZKREFIOAL FT
RATEVT 4 IR T IEDAREMEDRH D,

CYP450 L O AEAEH

T U RAXL L CYP450 7 A V¥ A4 & (CYPIA2, 2C8, 2C9, 2C19, 2D6, 2EI M (*3A) #PAE
L7, 7Y RAF L U0X CYP3A4 OFEEH GRS, LER-T, 7TURAF L UIREST
BEMZRTEESCINOBRIZIVRM SN IEEORZROREIIZ T nEE2bNnD, T
VAFLETF R m— A PASOBERIZE DM EIZE A EZ T RN, CYP450 74 V¥ A

AL DHESCHEBICLDMAEERTIZ T 2nEEZ N5, LLaeRnD, CYP3A4 HEHRIT
P-gp lCbEBAEX D5 LNb D, P-gp bILET S CYP3A4 FFEAI L OFH LB T U A% L
COBBEREINSED ZENEZLND,

P-HEEHE & O EAEA
MDR 1/Mdrla/1b(P-gp)lZFEEGEIR BRI IV T, 7 U 2% L o ORIy R i I b -
TWDZ EBNbhoTz, Pgp OFEA| (A I VA IFY VY, VT 7T 2) 1%, KAIOA
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WR5E4

Rasilez 150 mg 7 ¢ /L. 21— b §E, Rasilez 300 mg 7 1 /LA 22— hEE

FFE~DOLRE R IE OV AL EHIE L TH Y, P-gp ORLERNIMRR /M h 8 2 8hn &8
é ERMBEN TS, Lo T, P-gp BAEANTMAEFREE L0 b REREZ NS5 0]

REPED RIS LD, P-gp 20 LTI AR SR 2 /eI, N7 U AR—Z OED
%EKWﬁﬁéo

P-gp OFEH L <IEF5\WBHEHA

TT/a—), IAFLr, TLArUEY, VAFUUEOMAERATA LN, T AR
ZF > (80mg) EPFHLI-EE, EFRETOT U AFL 2 (300mg) D AUC & Cop 1 50%
g 5,

H 4RO P-gp PR A

TUAFLY (300mg) &7 ha)Fy—/L (200mg) PRI HE, 7TUAFLUOMEERRE
(AUC & Cuo) 1, 80%IBEINT 2, FEEEKABRTIL, AF L7y haF Yy — a2 HEETS L
AFN OB RIS L, PRS2 Z LR ENR TS, 7 hay— L EfEHL
T Ex0T7 VY AF LU OMFERREOETL, SRR CERMENHERINTHRE (7Y X
FL600mg, b L ITHREGHIKHEENRED 2#5) OHANTHL LB OND, ¥ haty
— DL D7 P-gp BLESNE, MIEFRE X bHEPRELZBNSELLEZ20N1E, TD
O, T hary— L OoMOFEED P-gp HEA (4 h=2FY—, JZVRuvALTYy, TV
2uavwAf vy, TIAZaY) EARFEZFHTAHAIE, EEBILETHD,

JR ) 72 P-gp PHE A

B IC> 7 1 AR Y > (200mg TR 600mg) &7 U AF L2 75 mg & HiE[#ES L3
R EAEARBRICEBWNT, Y27 ARY AIT U AF LU D Cu 89 2.5 1%, AUC %59 5 1518
MEFLZERNRENTE, BHEOTVZAF LU EOMAICLVRERITI ST L&
BB, Lo T, TUARXL V& P-gp DEARMEEAL OIFHIZ, BETHD,

Zakv3I R

AENZE 7o FEABEETHE, 78I RO AUC KR Copp DT 28% MUY 49%8/)
L7z, Z0712®, BRRBIBICE T 2 REEFIREORHRE T L2 oo, 7ak® I ROBLH
AR O BFRFRCZOREZE =2 ) 7T 2 RIS,

A YT RO Y T DRFRER R

VEU T U VFT v RIS BT T OFEM OE RS, U T SRRFER] R,
BV T LR, Y U L EEAT D EMEMFIMIEL Y v MEE BRSNS H
LEDMOIFEY (B : ~RY ) EHRTDEMEN Y U LMEN ER T DR RMENRH D120, Z
NODOFEMOHAPMLELEZ SNDHEITTEEIITS 2 &,

TL—F TN =2 —R

Fe I RRENTNDI MDD, TL—T TN —V T a—RALT U Z% L OMAEVEHOREM:
ZBRANT D Z LT TERY, AHIE IS, L —F TN —Y P2 — R BT RE TR,

oNvzZy v

TNT 7 U v OFMERIZT D AF OIS TH 7R,

BN

R RIAR OB 2 KIFIIE T SE5 2 ENRENTND
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ke Rasilez 150 mg 7 -t /L. =2 — NgE, Rasilez 300 mg 7 « /LA =2 — R
HRE S~ &E
hEHR
HhF~DT VAX L OREIZET 527 — 23560 Th e, KA, 7 v BROT VI
T2 R S 22 0r o 7=, RAS ([CEBEER T D03 CHEE MR IRHTE L OB E RT3 5
NTn5, RASICEEERT2H 5058 L AERIC, TIROE 1| h U AR X —h 3R %5
LT D EMEICARIZ RS T HRETIERLS, F2ROES N ARZ—FOREEIEDTH
%, RASIZIEHT 23 2 RO FTEEME D & D I EIZA T T 254813, 20 O3EWIC X 21Tk
HFOYRAZIZOWTIATE20NENS D, IBEFITEIEINEA LUZ8SAI2E, ARORS 2T
HiET 5 Z &,
Z3lig
TUVAFLUNE FEHFIZHEH SN E S DEARATH D, AFNTRELT » SO Ik
HEnz, 2ok, BIFE~OAFOMRITTTD L0,
B BhE Rk OB IERE o3 55
H BB 1E L OB ERERE /1 1253~ 2 B BT 2 B3 S S hvCunvZeny, LasL, HEHE
OFEER X [ IHRIEZ AT O BRI21E, BEEAIRAT 2 RSO T T NRELD & %
G o DNZE S TR UL 5720, AFNX B BB O Es & OWBERIERENIE & A B E I
N &R
(mo%) ¢

IFE LS RWEIR

PG 6 5 A &2 % 5 2300 FlLL LR OB HIMAS 1 4248 2 5 1200 FILLEZ 5 Te 7800 {4l
D BE TERBNOZEMENTAM STV, BWEHORBBRIZHER], Fin, B, AFEO)
Bl L oBEITRD e o tz, AHl%E 300 mg £ TOAETHEE LZGAORERORIEER
RIIT IR EFFETH o7, BIEMAIZI—RICERE»>—BETH Y, EFIEEZEL-OIXT
CENTHHoT, b EBHEEICHE SNZEWERIZ TR CTh - 72,

KO FRERIT, 77 uREERE (0.6%) &AFEEERE (0.9%) TRETHZ,

(b TEMAE] 1/10) , TEHEE) (=1/100, < 1/10) , [MEEEE]  (>1/1,000,

< 1/100) , TE#y (=1/10,000, < 1/1,000) , RO TEbHTEN] (< 1/10,000, HIEAE
Bla&te) NORDRBBEMESREEANT, BHERZRBIEENENLONBIAICE 1 IR,
FREMEEDOESFENTIE, BHERZ2EEEOE WL O LIBEICRT,

# 1
BInEE
rEBREE T
KER X UK THmkES
B W5

AFN O G-I MG FFIBEOFBENRD 5N TN D, xHREERRABRTIE, AF O 5 I & 7 iE
ITENICLEERES, BRERKIZ IR It FarzoaF 7Y RoEERLFEHETH- -,
BEL, TUAX SR RET A (FRo e A, we RS, B, O, R, DEXX
EOER) BNEULEAICEGZFIEL, EMCEETILERD D,

AR R AT A

K HRESIRERER CIE, FEYERY 7 BR R AT I B IS ARA 4% G120 5 BRIRAIC B EE A 2L AMIRAE |78
OhN, WIEREZHNRLETHHEERRCTIE, RalLATa—), BEEIVRZ 7 aL
AT w—/ (HDL-C) , ZEMERFRY 7 U Y R, ZEERFT RO R OURBRICARANT & D RIS
EHEREEIIED SN o T,
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R7e4 Rasilez 150 mg 7 ¢ /L. =2 — NgE, Rasilez 300 mg 7 « /LA =2 — R
NELSRE RPNV 2 Y 2 fo ~NETOEY KON 7 Uy OBERD CEH5
0.05 mmol/L & T* 0.16%i84) MBE Sz, Bl & Vs a Pk LEBF TV 2ehoTe, o
O LIRT, T VAT oV VBRI ERROT AT o RO K e v
HHEORE | =Ty VATV RIMERT AMOEDTLHO LN TN D
(o)

M7ED YU oA - R BB 5 U7 AR & I E BEICB T 2 MiED U & AORINTERCH
0, BERLE)»-72 (0.9%vs. 7 TEHR0.6%) , LL, BERFEFICEKANEZT > oA4T
VUBEHEERAERE L ARG L 1 RBRTIIES Y U AN I Y b EREICRD b
(5.5%) o T, RASIIEAT2H 005 EF U<, WKW, BREIOLAEER
T 5 BEICARE G T D55 EIITEME R OBEEL EMNICE=4) VT HLERD D,

BERS

t h O ERGICBE T 57 — 2 TD T LML TRV, RER G IS TEL S FHE
PERIR S EVERIE, 7 U A LU OREFERIC L 2EMETH Y, EEERDENIECTZSE
TIISKFRIEZ MG T DB D B,

TERAEH A

2008 £ 8 A




tERFRET—2—F
(CCDS/ Basic Prescribing Information)



1 Name of the medicinal product
RASILEZ® 150 mg film-coated tablets.

RASILEZ” 300 mg film-coated tablets.
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Tekturna® T2007-111/T2007-112
(aliskiren)

Tablets

150 mg and 300 mg

Rx only

Prescribing Information

USE IN PREGNANCY: When used in pregnancy drugs that act directly on the renin-
angiotensin system can cause injury and even death to the developing fetus. When pregnancy
is detected, Tekturna should be discontinued as soon as possible. See WARNINGS:
Fetal/Neonatal Morbidity and Mortality.

DESCRIPTION

Aliskiren, the active component of Tekturna® Tablets, is an orally active, nonpeptide, potent
renin inhibitor. Aliskiren is present in Tekturna Tablets as its hemifumarate salt. Aliskiren
hemifumarate is chemically described as (2S,4S,58S,7S)-N-(2-Carbamoyl-2-methylpropyl)-5-
amino-4-hydroxy-2,7-diisopropyl-8-[4-methoxy-3-(3-methoxypropoxy)phenyl]-octanamide
hemifumarate and its structural formula is

OH H
HoM, IJEN \><H/N Ha
fo w’““xr@ i, /l/
.

P o
O.-f'

(HDOC _ /—COooH )
U2

Molecular formula: C30H53N306 *0.5 C4H404

Aliskiren hemifumarate is a white to slightly yellowish crystalline powder with a molecular
weight of 609.8 (free base- 551.8). It is soluble in phosphate buffer, n-Octanol, and highly
soluble in water.

Tekturna is available for oral administration as film-coated tablets containing 150 mg, and
300 mg of aliskiren base and the following inactive ingredients: colloidal silicon dioxide,
crospovidone, hypromellose, iron oxide colorants, magnesium stearate, microcrystalline
cellulose, polyethylene glycol, povidone, talc, and titanium dioxide.




CLINICAL PHARMACOLOGY

Mechanism of Action

Renin is secreted by the kidney in response to decreases in blood volume and renal perfusion.
Renin cleaves angiotensinogen to form the inactive decapeptide angiotensin I (Ang I). Ang I
is converted to the active octapeptide angiotensin II (Ang II) by angiotensin-converting
enzyme (ACE) and non-ACE pathways. Ang Il is a powerful vasoconstrictor and leads to the
release of catecholamines from the adrenal medulla and prejunctional nerve endings. It also
promotes aldosterone secretion and sodium reabsorption. Together, these effects increase
blood pressure. Ang II also inhibits renin release, thus providing a negative feedback to the
system. This cycle, from renin through angiotensin to aldosterone and its associated negative
feedback loop, is known as the renin-angiotensin-aldosterone system (RAAS). Aliskiren is a
direct renin inhibitor, decreasing plasma renin activity (PRA) and inhibiting the conversion of
angiotensinogen to Ang I. Whether aliskiren affects other RAAS components, e.g., ACE or
non-ACE pathways, is not known.

All agents that inhibit the RAAS, including renin inhibitors, suppress the negative feedback
loop, leading to a compensatory rise in plasma renin concentration. When this rise occurs
during treatment with ACE inhibitors and ARBs, the result is increased levels of PRA. During
treatment with aliskiren, however, the effect of increased renin levels is blocked, so that PRA,
Ang I and Ang II are all reduced, whether aliskiren is used as monotherapy or in combination
with other antihypertensive agents. PRA reductions in clinical trials ranged from
approximately 50%-80%, were not dose-related and did not correlate with blood pressure
reductions. The clinical implications of the differences in effect on PRA are not known.

Pharmacokinetics

Aliskiren is a poorly absorbed (bioavailability about 2.5%) drug with an approximate
accumulation half life of 24 hours. Steady-state blood levels are reached in about 7-8 days.

Absorption and Distribution

Following oral administration, peak plasma concentrations of aliskiren are reached within 1 to
3 hours. When taken with a high fat meal, mean AUC and C,,.x of aliskiren are decreased by
71% and 85%, respectively. In the clinical trials of aliskiren, it was administered without
requiring a fixed relation of administration to meals.

Metabolism and Elimination

About one-fourth of the absorbed dose appears in the urine as parent drug. How much of the
absorbed dose is metabolized is unknown. Based on the in vitro studies, the major enzyme
responsible for aliskiren metabolism appears to be CYP 3A4.

Special Populations
Pediatric

The pharmacokinetics of aliskiren have not been investigated in patients <18 years of age.
Geriatric

The pharmacokinetics of aliskiren were studied in the elderly (=65 years). Exposure
(measured by AUC) is increased in elderly patients. Adjustment of the starting dose is not
required in these patients (see DOSAGE AND ADMINISTRATION).



Race
The pharmacokinetic differences between Blacks, Caucasians and the Japanese are minimal.
Renal Insufficiency

The pharmacokinetics of aliskiren were evaluated in patients with varying degrees of renal
insufficiency. Rate and extent of exposure (AUC and Cy,ax) of aliskiren in subjects with renal
impairment did not show a consistent correlation with the severity of renal impairment.
Adjustment of the starting dose is not required in these patients (see DOSAGE AND
ADMINISTRATION).

Hepatic Insufficiency

The pharmacokinetics of aliskiren were not significantly affected in patients with mild-to-
severe liver disease. Consequently, adjustment of the starting dose is not required in these
patients (see DOSAGE AND ADMINISTRATION).

Cardiac Electrophysiology

Aliskiren’s effects on ECG intervals were studied in a randomized, double-blind, placebo and
active-controlled (moxifloxacin), 7-day repeat dosing study with Holter-monitoring and 12-
lead ECGs throughout the interdosing interval. No effect of aliskiren on QT interval was seen.

Drug Interactions
Effects of Other Drugs on Aliskiren

Based on in-vitro studies, aliskiren is metabolized by CYP 3A4.

Co-administration of lovastatin, atenolol, warfarin, furosemide, digoxin, celecoxib,
hydrochlorothiazide, ramipril, valsartan, metformin and amlodipine did not result in clinically
significant increases in aliskiren exposure.

Co-administration of irbesartan reduced aliskiren Cyax up to 50% after multiple dosing.
P-glycoprotein Effects

Pgp (MDR1/Mdrla/1b) was found to be the major efflux system involved in absorption and
disposition of aliskiren in preclinical studies. The potential for drug interactions at the Pgp site
will likely depend on the degree of inhibition of this transporter.

Co-administration of aliskiren with Pgp substrates or weak to moderate inhibitors such as
atenolol, digoxin, and amlodipine did not result in clinically relevant interactions.

Co-administration of atorvastatin, a potent Pgp inhibitor, resulted in about a 50% increase in
aliskiren Cyax and AUC after multiple dosing.
Ketoconazole

Co-administration of 200 mg twice-daily ketoconazole, a potent Pgp inhibitor, with aliskiren
resulted in an approximate 80% increase in plasma levels of aliskiren. A 400 mg once-daily
dose was not studied but would be expected to increase aliskiren blood levels further.
Cyclosporine

Co-administration of 200 mg and 600 mg cyclosporine, a highly potent Pgp inhibitor, with 75
mg aliskiren resulted in an approximately 2.5 fold increase in Cy,x and 5 fold increase in AUC
of aliskiren. Concomitant use of aliskiren with cyclosporine is not recommended.

Effects of Aliskiren on Other Drugs

Aliskiren does not inhibit the CYP450 isoenzymes (CYP1A2, 2C8, 2C9, 2C19, 2D6, 2E1, and
CYP 3A) or induce CYP 3A4.



Co-administration of aliskiren did not significantly affect the pharmacokinetics of lovastatin,
digoxin, valsartan, amlodipine, metformin, celecoxib, atenolol, atorvastatin, ramipril or
hydrochlorothiazide.

Warfarin

The effects of aliskiren on warfarin pharmacokinetics have not been evaluated in a well-
controlled clinical trial.
Furosemide

When aliskiren was co-administered with furosemide, the AUC and C.x of furosemide were
reduced by about 30% and 50%, respectively.

CLINICAL TRIALS
Aliskiren Monotherapy

The antihypertensive effects of Tekturna® (aliskiren) have been demonstrated in six
randomized, double-blind, placebo-controlled 8-week clinical trials in patients with mild-to-
moderate hypertension. The placebo response and placebo-subtracted changes from baseline
in seated trough cuff blood pressure are shown in Table 1.

Table 1: Reductions in Seated Trough Cuff Blood Pressure in the Placebo-
Controlled Studies

Aliskiren daily dose, mg
Study | Placebo 75 150 300 600
Mean Placebo- Placebo- Placebo- Placebo-
change | subtracted | subtracted | subtracted | subtracted
1 2.9/3.3 5.7/4* 5.9/4.5* | 11.2/7.5*
2 5.3/6.3 6.1/2.9* | 10.5/5.4* | 10.4/5.2*
3 10/8.6 2.2/1.7 2.1/1.7 5.1/3.7*
4 7.5/6.9 1.9/1.8 4.8/2* 8.3/3.3*
5 3.8/4.9 9.3/5.4* | 10.9/6.2* | 12.1/7.6*
6 4.6/4.1 8.4/4.9'

*p<0.05 vs. placebo by ANCOVA with Dunnett’s procedure for multiple comparisons.
'9<0.05 vs. placebo by ANCOVA for the pairwise comparison.

The studies included approximately 2,730 patients given doses of 75-600 mg of aliskiren and
1,231 patients given placebo. As shown in Table 1, there is some increase in response with
administered dose in all studies, with reasonable effects seen at 150-300 mg, and no clear
further increase at 600 mg. A substantial proportion (85%-90%) of the blood pressure
lowering effect was observed within 2 weeks of treatment. Studies with ambulatory blood
pressure monitoring showed reasonable control throughout the interdosing interval; the ratios
of mean daytime to mean nighttime ambulatory BP ranged from 0.6 to 0.9.



Patients in the placebo-controlled trials continued open-label aliskiren for up to one year. A
persistent blood pressure lowering effect was demonstrated by a randomized withdrawal study
(patients randomized to continued drug or placebo), which showed a statistically significant
difference between patients kept on aliskiren and those randomized to placebo. With cessation
of treatment, blood pressure gradually returned toward baseline levels over a period of several
weeks. There was no evidence of rebound hypertension after abrupt cessation of therapy.

Aliskiren lowered blood pressure in all demographic subgroups, although Black patients
tended to have smaller reductions than Caucasians and Asians, as has been seen with ACE
inhibitors and ARBs.

Aliskiren in Combination with Other Antihypertensives
Diuretics

Aliskiren 75, 150, and 300 mg and hydrochlorothiazide 6.25, 12.5, and 25 mg were studied
alone and in combination in an 8-week, 2,776-patient, randomized, double-blind, placebo-
controlled, parallel-group, 15-arm factorial study. Blood pressure reductions with the
combinations were greater than the reductions with the monotherapies as shown in Table 2.

Table 2: Placebo-Subtracted Reductions in Seated Trough Cuff Blood Pressure
in Combination with Hydrochlorothiazide

Hydrochlorothiazide, mg
o Placebo 0 6.25 12.5 25
Aliskiren, mean Placebo- Placebo- Placebo- Placebo-
mg change subtracted subtracted subtracted subtracted
0 7.5/6.9 - 3.5/2.1 6.4/3.2 6.8/2.4
75 - 1.9/1.8 6.8/3.8 8.2/4.2 9.8/4.5
150 - 4.8/2 7.8/3.4 10.1/5 12/5.7
300 - 8.3/3.3 -- 12.3/7 13.7/7.3
Valsartan

Aliskiren 150 and 300 mg and valsartan 160 and 320 mg were studied alone and in
combination in an 8-week, 1,797-patient, randomized, double-blind, placebo-controlled,
parallel-group, 4-arm, dose-escalation study. The dosages of aliskiren and valsartan were
started at 150 and 160 mg, respectively, and increased at four weeks to 300 mg and 320 mg,
respectively. Seated trough cuff blood pressure was measured at baseline, 4, and 8 weeks.
Blood pressure reductions with the combinations were greater than the reductions with the
monotherapies as shown in Table 3.

Table 3: Placebo-Subtracted Reductions in Seated Trough Cuff Blood Pressure

in Combination with Valsartan

Placebo Valsartan, mg
Aliskiren, | mean 0 160 320
mg change
0 4.6/4.1* - 5.6/3.9 8.2/5.6
150 5.4/2.7 | 10.0/5.7 -
300 8.4/4.9 - 12.6/8.1




* The placebo change is 5.2/4.8 for week 4 endpoint which was used for the dose groups
containing Aliskiren 150 mg or Valsartan 160 mg.

ACE inhibitors and Amlodipine

Aliskiren has not been studied when added to maximal doses of ACE inhibitors to determine
whether aliskiren produces additional blood pressure reduction with a maximal dose of an
ACE inhibitor. Aliskiren 150 mg provided additional blood pressure reduction when co-
administered with amlodipine 5 mg in one study, but the combination was not statistically
significantly better than amlodipine 10 mg.

INDICATIONS AND USAGE

Tekturna® (aliskiren) is indicated for the treatment of hypertension. It may be used alone or in
combination with other antihypertensive agents. Use with maximal doses of ACE inhibitors
has not been adequately studied.

WARNINGS
Fetal/Neonatal Morbidity and Mortality

Drugs that act directly on the renin-angiotensin system can cause fetal and neonatal morbidity
and death when administered to pregnant women. Several dozen cases have been reported in
the world literature in patients who were taking angiotensin-converting enzyme inhibitors.
When pregnancy is detected, Tekturna® (aliskiren) should be discontinued as soon as possible.

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

In addition, first trimester use of ACE inhibitors, a specific class of drugs acting on the renin-
angiotensin system, has been associated with a potential risk of birth defects in retrospective
data. Healthcare professionals that prescribe drugs acting directly on the renin-angiotensin
system should counsel women of childbearing potential about the potential risks of these
agents during pregnancy.

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

If oligohydramnios is observed, Tekturna should be discontinued unless it is considered life-
saving for the mother. Contraction stress testing (CST), a nonstress test (NST), or biophysical
profiling (BPP) may be appropriate, depending upon the week of pregnancy. Patients and



physicians should be aware, however, that oligohydramnios may not appear until after the
fetus has sustained irreversible injury.

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

There is no clinical experience with the use of Tekturna in pregnant women. Reproductive
toxicity studies of aliskiren hemifumarate did not reveal any evidence of teratogenicity at oral
doses up to 600 mg aliskiren/kg/day (20 times the maximum recommended human dose
(MRHD) of 300 mg/day on a mg/m” basis) in pregnant rats or up to 100 mg aliskiren/kg/day
(seven times the MRHD on a mg/m” basis) in pregnant rabbits. Fetal birth weight was
adversely affected in rabbits at 50 mg/kg/day (3.2 times the MRHD on a mg/m” basis).
Aliskiren was present in placenta, amniotic fluid and fetuses of pregnant rabbits.

Head and Neck Angioedema

Angioedema of the face, extremities, lips, tongue, glottis and/or larynx has been reported in
patients treated with aliskiren. This may occur at any time during treatment. ACE inhibitors
have been associated with a higher rate of angioedema in Black than in non-Black patients,
but whether angioedema rates are higher in Blacks with aliskiren is not known. Tekturna
should be promptly discontinued and appropriate therapy and monitoring provided until
complete and sustained resolution of signs and symptoms has occurred. Experience with ACE
inhibitors indicates that even in those instances where only swelling of the tongue is seen
initially, without respiratory distress, patients may require prolonged observation since
treatment with antihistamines and corticosteroids may not be sufficient to prevent respiratory
involvement. Very rarely, fatalities have been reported in patients with angioedema associated
with laryngeal edema or tongue edema with ACE inhibitors. Patients with involvement of the
tongue, glottis or larynx are more likely to experience airway obstruction, especially those
with a history of airway surgery. Where there is involvement of the tongue, glottis or larynx,
appropriate therapy, e.g., subcutaneous epinephrine solution 1:1000 (0.3 mL to 0.5 mL) and
measures necessary to ensure a patent airway should be promptly provided (see ADVERSE
REACTIONS).

Hypotension

An excessive fall in blood pressure was rarely seen (0.1%) in patients with uncomplicated
hypertension treated with Tekturna alone. Hypotension was also infrequent during
combination therapy with other antihypertensive agents (<1%). In patients with an activated
renin-angiotensin system, such as volume- or salt-depleted patients (e.g., those receiving high
doses of diuretics), symptomatic hypotension could occur after initiation of treatment with
Tekturna. This condition should be corrected prior to administration of Tekturna, or the
treatment should start under close medical supervision.

If an excessive fall in blood pressure occurs, the patient should be placed in the supine
position and, if necessary, given an intravenous infusion of normal saline (see DOSAGE AND
ADMINISTRATION). A transient hypotensive response is not a contraindication to further
treatment, which usually can be continued without difficulty once the blood pressure has
stabilized.



PRECAUTIONS
General
Impaired Renal Function

Patients with greater than moderate renal dysfunction (creatinine 1.7 mg/dL for women and
2.0 mg/dL for men and/or estimated GFR <30 mL/min), a history of dialysis, nephrotic
syndrome, or renovascular hypertension were excluded from clinical trials of Tekturna®
(aliskiren) in hypertension. Caution should be exercised in these patients because of the
paucity of safety information with Tekturna in these patients and the potential for other drugs
acting on the renin-angiotensin system to increase serum creatinine and blood urea nitrogen.

Hyperkalemia

Increases in serum potassium >5.5 meq/L were infrequent with Tekturna alone (0.9%
compared to 0.6% with placebo). However, when used in combination with an ACE inhibitor
in a diabetic population, increases in serum potassium were more frequent (5.5%). Routine
monitoring of electrolytes and renal function is indicated in this population. Concomitant use
of Tekturna with potassium-sparing diuretics, potassium supplements, salt substitutes
containing potassium, or other drugs that increase potassium levels may lead to increases in
serum potassium. If concomitant use is considered necessary, caution should be exercised.

Renal Artery Stenosis

No data are available on the use of Tekturna in patients with unilateral or bilateral renal artery
stenosis or stenosis of the artery to a solitary kidney.

Information for Patients
Pregnancy

Female patients of childbearing age should be told about the consequences of exposure to
drugs that act on the renin-angiotensin system. Discuss other treatment options with female
patients planning to become pregnant. Patients should be asked to report pregnancies to their
physicians as soon as possible.

Angioedema

Angioedema, including laryngeal edema, may occur at any time during treatment with
Tekturna. Patients should be so advised and told to report immediately any signs or symptoms
suggesting angioedema (swelling of face, extremities, eyes, lips, tongue, difficulty in
swallowing or breathing) and to take no more drug until they have consulted with the
prescribing physician.

Drug Interactions

Patients should report any medications they take with aliskiren.

Furosemide

When aliskiren was given with furosemide, the blood concentrations of furosemide were
reduced significantly. Patients receiving furosemide could find its effect diminished after
starting aliskiren.



Cyclosporine

When aliskiren was given with cyclosporine, the blood concentrations of aliskiren were
significantly increased. Concomitant use of aliskiren with cyclosporine is not recommended.

Carcinogenesis/Mutagenesis/Impairment of Fertility

Carcinogenic potential was assessed in a 2-year rat study and a 6-month transgenic (rasH2)
mouse study with aliskiren hemifumarate at oral doses of up to 1500 mg aliskiren/kg/day.
Although there were no statistically significant increases in tumor incidence associated with
exposure to aliskiren, mucosal epithelial hyperplasia (with or without erosion/ulceration) was
observed in the lower gastrointestinal tract at doses of 750 or more mg/kg/day in both species,
with a colonic adenoma identified in one rat and a cecal adenocarcinoma identified in another,
rare tumors in the strain of rat studied. On a systemic exposure (AUCq_p4n) basis, 1500
mg/kg/day in the rat is about 4 times, and is in the mouse about 1.5 times, the maximum
recommended human dose (300 mg aliskiren/day). Mucosal hyperplasia in the cecum or colon
of rats was also observed at oral doses of 250 mg/kg/day (the lowest tested dose) as well as at
higher doses in 4- and 13-week studies.

Aliskiren hemifumarate was devoid of genotoxic potential in the Ames reverse mutation assay
with S. typhimurium and E. coli, the in vitro Chinese hamster ovary cell chromosomal
aberration assay, the in vitro Chinese hamster V79 cell gene mutation test and the in vivo
mouse bone marrow micronucleus assay.

Fertility of male and female rats was unaffected at doses of up to 250 mg aliskiren/kg/day (8
times the maximum recommended human dose of 300 mg Tekturna/60 kg on a mg/m” basis.

Pregnancy

Pregnancy Categories C (first trimester) and D (second and third trimesters) (see
WARNINGS, Fetal/Neonatal Morbidity and Mortality).

Nursing Mothers

It is not known whether aliskiren is excreted in human milk. Aliskiren was secreted in the
milk of lactating rats. Because of the potential for adverse effects on the nursing infant, a
decision should be made whether to discontinue nursing or discontinue the drug, taking into
account the importance of the drug to the mother.

Pediatric Use

Safety and effectiveness of aliskiren in pediatric patients have not been established.

Geriatric Use

Of the total number of patients receiving aliskiren in clinical studies, 1,275 (19%) were 65
years or older and 231 (3.4%) were 75 years or older. Blood pressure responses and adverse
effects were generally similar to those in younger patients.

ADVERSE REACTIONS

Tekturna® (aliskiren) has been evaluated for safety in more than 6,460 patients, including over
1,740 treated for longer than 6 months, and more than 1,250 for longer than 1 year. In



placebo-controlled clinical trials, discontinuation of therapy due to a clinical adverse event,
including uncontrolled hypertension occurred in 2.2% of patients treated with Tekturna, vs.
3.5% of patients given placebo.

Two cases of angioedema with respiratory symptoms were reported with aliskiren use in the
clinical studies. Two other cases of periorbital edema without respiratory symptoms were
reported as possible angioedema and resulted in discontinuation. The rate of these angioedema
cases in the completed studies was 0.06%.

In addition, 26 other cases of edema involving the face, hands, or whole body were reported
with aliskiren use, including 4 leading to discontinuation.

In the placebo controlled studies, however, the incidence of edema involving the face, hands
or whole body was 0.4% with aliskiren compared with 0.5% with placebo. In a long term
active control study with aliskiren and HCTZ arms, the incidence of edema involving the face,
hand or whole body was 0.4% in both treatment arms.

Aliskiren produces dose-related gastrointestinal (GI) adverse effects. Diarrhea was reported
by 2.3% of patients at 300 mg, compared to 1.2% in placebo patients. In women and the
elderly (age >65) increases in diarrhea rates were evident starting at a dose of 150 mg daily,
with rates for these subgroups at 150 mg comparable to those seen at 300 mg for men or
younger patients (all rates about 2.0%-2.3%). Other GI symptoms included abdominal pain,
dyspepsia, and gastroesophageal reflux, although increased rates for abdominal pain and
dyspepsia were distinguished from placebo only at 600 mg daily. Diarrhea and other GI
symptoms were typically mild and rarely led to discontinuation.

Aliskiren was associated with a slight increase in cough in the placebo-controlled studies
(1.1% for any aliskiren use vs. 0.6% for placebo). In active-controlled trials with ACE
inhibitor (ramipril, lisinopril) arms, the rates of cough for the aliskiren arms were about one-
third to one-half the rates in the ACE inhibitor arms.

Other adverse effects with increased rates for aliskiren compared to placebo included rash
(1% vs. 0.3%), elevated uric acid (0.4% vs. 0.1%), gout (0.2% vs. 0.1%), and renal stones
(0.2% vs. 0%).

Single episodes of tonic-clonic seizures with loss of consciousness were reported in two
patients treated with aliskiren in the clinical trials. One of these patients did have predisposing
causes for seizures and had a negative electroencephalogram (EEG) and cerebral imaging
following the seizures (for the other patient EEG and imaging results were not reported).
Aliskiren was discontinued and there was no rechallenge.

The following adverse events occurred in placebo-controlled clinical trials at an incidence of
more than 1% of patients treated with aliskiren, but also occurred at about the same or greater
incidence in patients receiving placebo: headache, nasopharyngitis, dizziness, fatigue, upper
respiratory tract infection, back pain, and cough.

Clinical Laboratory Findings

In controlled clinical trials, clinically relevant changes in standard laboratory parameters were
rarely associated with the administration of Tekturna. In multiple-dose studies in hypertensive
patients Tekturna had no clinically important effects on total cholesterol, HDL, fasting
triglycerides, fasting glucose, or uric acid.



Blood Urea Nitrogen, Creatinine

Minor increases in blood urea nitrogen (BUN) or serum creatinine were observed in less than
7% of patients with essential hypertension treated with Tekturna alone vs. 6% on placebo.

Hemoglobin and Hematocrit

Small decreases in hemoglobin and hematocrit (mean decreases of approximately 0.08 g/dL
and 0.16 volume percent, respectively, for all aliskiren monotherapy) were observed. The
decreases were dose-related and were 0.24 g/dL and 0.79 volume percent for 600 mg daily.
This effect is also seen with other agents acting on the renin angiotensin system, such as
angiotensin inhibitors and angiotensin receptor blockers, and may be mediated by reduction of
angiotensin II which stimulates erythropoietin production via the AT1 receptor. These
decreases led to slight increases in rates of anemia with aliskiren compared to placebo were
observed (0.1% for any aliskiren use, 0.3% for aliskiren 600 mg daily, vs. 0% for placebo).
No patients discontinued therapy due to anemia.

Serum Potassium

Increases in serum potassium >5.5 meq/L were infrequent in patients with essential
hypertension treated with Tekturna alone (0.9% compared to 0.6% with placebo). However,
when used in combination with an angiotensin-converting enzyme inhibitor (ACEI) in a
diabetic population increases in serum potassium were more frequent (5.5%) and routine
monitoring of electrolytes and renal function is indicated in this population.

Serum Uric Acid

Aliskiren monotherapy produced small median increases in serum uric acid levels (about 6
umol/L) while HCTZ produced larger increases (about 30 umol/L). The combination of
aliskiren with HCTZ appears to be additive (about a 40 umol/L increase). The increases in
uric acid appear to lead to slight increases in uric acid-related AEs: elevated uric acid (0.4%
vs. 0.1%), gout (0.2% vs. 0.1%), and renal stones (0.2% vs. 0%).

Creatine Kinase

Increases in creatine kinase of >300% were recorded in about 1% of aliskiren monotherapy
patients vs. 0.5% of placebo patients. Five cases of creatine kinase rises, three leading to
discontinuation and one diagnosed as subclinical rhabdomyolysis and another as myositis,
were reported as adverse events with aliskiren use in the clinical trials. No cases were
associated with renal dysfunction.

OVERDOSAGE

Limited data are available related to overdosage in humans. The most likely manifestation of
overdosage would be hypotension. If symptomatic hypotension should occur, supportive
treatment should be initiated.



DOSAGE AND ADMINISTRATION

The usual recommended starting dose of Tekturna® (aliskiren) is 150 mg once daily. In
patients whose blood pressure is not adequately controlled, the daily dose may be increased to
300 mg. Doses above 300 mg did not give an increased blood pressure response but increased
the rate of diarrhea. The antihypertensive effect of a given dose is substantially attained (85%-
90%) by 2 weeks.

Tekturna may be administered with other antihypertensive agents. Most exposure to date is
with diuretics and an angiotensin receptor blocker (valsartan) and the drugs together have a
greater effect at their maximum recommended doses than either drug alone. It is not known
whether additive effects are present when aliskiren is used with angiotensin-converting
enzyme inhibitors or beta blockers.

No initial dosage adjustment is required in elderly patients, for patients with mild-to-severe
renal impairment, or for patients with mild-to-severe hepatic insufficiency. Care should be
exercised when dosing Tekturna in patients with severe renal impairment, as clinical
experience with such patients is limited.

Patients should establish a routine pattern for taking Tekturna with regard to meals. High fat
meals decrease absorption substantially (see Absorption and Distribution).

HOW SUPPLIED

Tekturna® (aliskiren) is supplied as a light-pink, biconvex unscored round tablet containing
150 mg of aliskiren, and as a light-red biconvex ovaloid tablet containing 300 mg of aliskiren.
Tablets are imprinted with NVR on one side and IL, IU, on the other side of the 150, and 300
mg tablets, respectively.

All strengths are packaged in bottles and unit-dose blister packages (10 strips of 10 tablets) as
described below in Table 4.

Table 4: Tekturna Tablets Supply

Tablet Color Imprint | Imprint NDC 0078-XXXX-XX
Side 1 | Side2 | Bottle of 30 Bottle of 90 Blister
Packages of
100
150 mg | Light-pink NVR |IL 0485-15 0485-34 0485-35
300 mg | Light-red NVR | IU 0486-15 0486-34 0486-35
Storage

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room
Temperature].

Protect from moisture.

Dispense in tight container (USP).




REV: DECEMBER 2007
T2007-111

Distributed by:
Novartis Pharmaceuticals Corporation

East Hanover, New Jersey 07936

©Novartis



PATIENT INFORMATION T2007-112
Tekturna® (pronounced tek-turn-a)

(aliskiren)
Tablets
Dosing Strengths:

150 mg tablets
300 mg tablets

Available by Prescription Only

Please read all of the available information before you start taking Tekturna. This leaflet does
not take the place of talking with your doctor about your condition and treatment. If you have
any questions about Tekturna, ask your doctor or pharmacist, visit www. Tekturna.com, or
call 1-888-Tekturna (1-888-835-8876).

IMPORTANT WARNING: If you get pregnant, stop taking Tekturna and call your
doctor right away. Tekturna may harm an unborn baby, causing injury and even death.
If you plan to become pregnant, talk to your doctor about other treatment options
before taking Tekturna.

What Is High Blood Pressure (Hypertension)?

Blood pressure is the force that pushes the blood through your blood vessels to all the organs
of your body. You have high blood pressure when the force of your blood moving through
your blood vessels is too great. Renin (pronounced REE-nin) is a chemical in the body that
starts a process that makes blood vessels narrow, leading to high blood pressure.

High blood pressure makes the heart work harder to pump blood throughout the body and
causes damage to the blood vessels. If high blood pressure is not treated, it can lead to stroke,
heart attack, heart failure, kidney failure, and vision problems.

What Is Tekturna?

Tekturna is a type of prescription medicine called a direct renin inhibitor that works in the
body to help lower blood pressure (hypertension).

How Does Tekturna Work?



Tekturna reduces the effect of renin and the harmful process that narrows blood vessels.
Tekturna helps blood vessels relax and widen so blood pressure is lowered.

Who Should Not Take Tekturna?

e If you get pregnant, stop taking Tekturna and call your doctor right away. If you
plan to become pregnant, talk to your doctor about other treatment options for
your high blood pressure.

e Do not take Tekturna if you are allergic to any of its ingredients.

Aliskiren is the active ingredient in Tekturna. The inactive ingredients (the ingredients that
bind the tablet together) are colloidal silicon dioxide, crospovidone, hypromellose, iron oxide
colorants, magnesium stearate, microcrystalline cellulose, polyethylene glycol, povidone, talc,
and titanium dioxide. These inactive ingredients are considered safe and are commonly used
in many medications. Talk to your doctor if you have questions.

Tekturna has not been studied in children under 18 years of age.

What Should I Tell My Doctor Before Taking Tekturna?
Tell your doctor about all your medical conditions, including whether you:
e are pregnant or planning to become pregnant.

e are breast-feeding. It is not known if Tekturna passes into your breast milk. You
should choose either to take Tekturna or breast-feed, but not both.

¢ have kidney problems.
e are allergic to any of the ingredients in Tekturna.

Tell your doctor about all the medicines you take including prescription and
nonprescription medicines, vitamins and herbal supplements. Especially tell your doctor if
you are taking:

e other medicines for high blood pressure or a heart problem.

e water pills (also called “diuretics”).

e medicines for treating fungus or fungal infections.

e cyclosporine (a medicine used to suppress the immune system).

e potassium-containing medicines, potassium supplements, or salt substitutes containing
potassium.

Your doctor or pharmacist will know what medicines are safe to take together.

How Should | Take Tekturna?

e Take Tekturna once a day, at the same time each day. As with any blood pressure
medication, it is important to take Tekturna on a regular daily basis exactly as
prescribed by your doctor.



e Tekturna can be taken by itself or safely in combination with other medicines to lower
high blood pressure. It can also be safely taken in combination with medications for
other conditions such as high cholesterol or diabetes. Your doctor may change your
dose if needed.

e Tekturna can be taken with or without food.

If you miss a dose, take it as soon as you remember. If it is close to your next dose, do not
take the missed dose. Just take the next dose at your regular time. If you take too much
Tekturna, call your doctor or Poison Control Center, or go to the nearest hospital emergency
room.

What Are Possible Side Effects Of Tekturna?
Tekturna may cause the following serious side effect:

e Low blood pressure (hypotension). Your blood pressure may get too low if you also
take water pills, are on a low-salt diet, get dialysis treatments, have heart problems, or
get sick with vomiting or diarrhea. Lie down if you feel faint or dizzy. Call your
doctor right away.

Side effects were usually mild and brief. Few patients decided to stop taking Tekturna because
of side effects. In clinical studies, the most common side effect experienced by more patients
taking Tekturna than patients taking a sugar pill (placebo) was diarrhea. Other less common
reactions to Tekturna include cough, and rash.

If you develop an allergic reaction involving swelling of the face, lips, throat and/or tongue
which may cause difficulty in breathing and swallowing, stop taking Tekturna and contact
your doctor immediately.

For a complete list of side effects, ask your doctor or pharmacist. Tell your doctor if you get
any side effect that bothers you or will not go away.

How Do | Store Tekturna?
e Store Tekturna tablets at room temperature between 59° to 86°F.

e Keep Tekturna in the original prescription bottle in a dry place. Do not remove the
desiccant (drying agent) from the bottle.

e Keep Tekturna and all medicines out of the reach of children.

General Information About Tekturna

Do not give Tekturna to other people, even if they have the same condition or symptoms you
have. It may harm them.

This leaflet summarizes the most important information about Tekturna.

For more information about Tekturna, ask your doctor or pharmacist, visit
www. Tekturna.com, or call 1-888-Tekturna (1-888-835-8876).
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Rasilez 150 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 150 mg aliskiren.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet

Light-pink, biconvex, round tablet, imprinted “IL” on one side and “NVR” on the other side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of essential hypertension.

4.2 Posology and method of administration

The recommended dose of Rasilez is 150 mg once daily. In patients whose blood pressure is not adequately
controlled, the dose may be increased to 300 mg once daily.

The antihypertensive effect is substantially present within two weeks (85-90%) after initiating therapy with
150 mg once daily.

Rasilez may be used alone or in combination with other antihypertensive agents (see sections 4.4 and 5.1).
Rasilez should be taken with a light meal once a day, preferably at the same time each day.
Renal impairment

No adjustment of the initial dose is required for patients with mild to severe renal impairment (see sections
4.4 and 5.2).

Hepatic impairment
No adjustment of the initial dose is required for patients with mild to severe hepatic impairment (see section
5.2).

Elderly patients (over 65 years)
No adjustment of the initial dose is required for elderly patients.

Paediatric patients (below 18 years)
Rasilez is not recommended for use in children and adolescents below age 18 due to a lack of data on safety
and efficacy (see section 5.2).

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.

Second and third trimesters of pregnancy (see section 4.6).
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4.4 Special warnings and precautions for use

Patients receiving other medicinal products inhibiting the renin-angiotensin system (RAS), and/or those with
reduced kidney function and/or diabetes mellitus are at an increased risk of hyperkalaemia during aliskiren
therapy.

Aliskiren should be used with caution in patients with heart failure due to limited clinical efficacy and safety
data.

In the event of severe and persistent diarrhoea, Rasilez therapy should be stopped.

Sodium and/or volume depleted patients

In patients with marked volume- and/or salt-depletion (e.g. those receiving high doses of diuretics)
symptomatic hypotension could occur after initiation of treatment with Rasilez. This condition should be
corrected prior to administration of Rasilez, or the treatment should start under close medical supervision.

Renal impairment

In clinical studies Rasilez has not been investigated in hypertensive patients with severe renal impairment
(serum creatinine > 150 pmol/l or 1.70 mg/dl in women and > 177 pmol/l or 2.00 mg/dl in men and/or
estimated glomerular filtration rate (GFR) < 30 ml/min), history of dialysis, nephrotic syndrome or
renovascular hypertension. Caution should be exercised in hypertensive patients with severe renal
impairment due to the lack of safety information for Rasilez.

Renal artery stenosis
No data are available on the use of Rasilez in patients with unilateral or bilateral renal artery stenosis, or
stenosis to a solitary kidney.

4.5 Interaction with other medicinal products and other forms of interaction

Rasilez has no known clinically relevant interactions with medicinal products commonly used to treat
hypertension or diabetes.

Compounds that have been investigated in clinical pharmacokinetic studies include acenocoumarol, atenolol,
celecoxib, pioglitazone, allopurinol, isosorbide-5-mononitrate, ramipril and hydrochlorothiazide. No
interactions have been identified.

Co-administration of aliskiren with either valsartan (|28%), metformin (|28%), amlodipine (129%) or
cimetidine (119%) resulted in between 20% and 30% change in C,,,x or AUC of Rasilez. When administered
with atorvastatin, steady-state Rasilez AUC and C,,, increased by 50%. Co-administration of Rasilez had no
significant impact on atorvastatin, valsartan, metformin or amlodipine pharmacokinetics. As a result no dose
adjustment for Rasilez or these co-administered medicinal products is necessary.

Digoxin bioavailability may be slightly decreased by Rasilez.
Preliminary data suggest that irbesartan may decrease Rasilez AUC and C,.y.

In experimental animals, it has been shown that P-gp is a major determinant of Rasilez bioavailability.
Inducers of P-gp (St. John’s wort, rifampicin) might therefore decrease the bioavailability of Rasilez.

Aliskiren does not inhibit the CYP450 isoenzymes (CYP1A2, CYP2CS8, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 and CYP3A). Aliskiren does not induce CYP3A4. Aliskiren is metabolised minimally by the
cytochrome P450 enzymes, therefore interactions with agents that inhibit, induce or are metabolised by these
enzymes are not expected. As a result no dose adjustment for aliskiren is necessary.

Based on experience with the use of other substances that affect the renin-angiotensin system, concomitant
use of potassium-sparing diuretics, potassium supplements, salt substitutes containing potassium or other
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substances that may increase serum potassium levels (e.g. heparin) may lead to increases in serum potassium.
If co-medication is considered necessary, caution is advisable.

Furosemide

When Rasilez was co-administered with furosemide, the AUC and C,,, of furosemide were reduced by 28%
and 49% respectively. It is therefore recommended to monitor the effects when initiating and adjusting
furosemide therapy to avoid possible underutilisation in clinical situations of volume overload.

Ketoconazole

Co-administration of ketoconazole 200 mg twice daily with Rasilez resulted in a 1.8-fold increase in plasma
levels of Rasilez (AUC and C,,.x). The change in plasma levels in the presence of ketoconazole is expected to
be within the range that would be achieved if the dose were doubled; Rasilez doses of up to 600 mg, or twice
the highest recommended therapeutic dose, have been found to be safe in well-controlled clinical trials.
Preclinical studies indicate that Rasilez and ketoconazole co-administration enhances Rasilez gastrointestinal
absorption and decreases biliary excretion.

Warfarin
The effects of Rasilez on warfarin pharmacokinetics have not been evaluated.

Food intake
Meals with a high fat content have been shown to reduce the absorption of Rasilez substantially.

4.6 Pregnancy and lactation

Pregnancy
There are no data on the use of aliskiren in pregnant women. Rasilez was not teratogenic in rats or rabbits

(see section 5.3). Other substances that act directly on the RAS have been associated with serious foetal
malformations and neonatal death. As for any medicine that acts directly on the RAS, Rasilez should not be
used during the first trimester of pregnancy or in women planning to become pregnant and is contraindicated
during the second and third trimesters (see section 4.3). Healthcare professionals prescribing any agents
acting on the RAS should counsel women of childbearing potential about the potential risk of these agents
during pregnancy. If pregnancy is detected during therapy, Rasilez should be discontinued accordingly.

Lactation
It is not known whether aliskiren is excreted in human milk. Rasilez was secreted in the milk of lactating
rats. Its use is therefore not recommended in women who are breast-feeding.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. However, when
driving vehicles or operating machinery it must be borne in mind that dizziness or weariness may
occasionally occur when taking any antihypertensive therapy. Rasilez has negligible influence on the ability
to drive and use machines.

4.8 Undesirable effects

Rasilez has been evaluated for safety in more than 7,800 patients, including over 2,300 treated for over

6 months, and more than 1,200 for over 1 year. The incidence of adverse reactions showed no association
with gender, age, body mass index, race or ethnicity. Treatment with Rasilez resulted in an overall incidence
of adverse reactions similar to placebo up to 300 mg. Adverse reactions have generally been mild and
transient in nature and have only infrequently required discontinuation of therapy. The most common
adverse drug reaction is diarrhoea.

The incidence of cough was similar in placebo (0.6%) and Rasilez treated (0.9%) patients.

The adverse drug reactions (Table 1) are ranked under heading of frequency, the most frequent first, using
the following convention: very common (>1/10); common (>1/100, <1/10); uncommon (>1/1,000, <1/100);

4



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

Table 1

Gastrointestinal disorders
Common: Diarrhoea
Skin and subcutaneous tissue disorders
Uncommon: Rash

Angioedema has occurred during treatment with Rasilez. In controlled clinical trials, angioedema occurred
rarely during treatment with Rasilez with rates comparable to treatment with placebo or hydrochlorothiazide.
In the event of any signs suggesting an allergic reaction (in particular difficulties in breathing, or swallowing,
or swelling of the face, extremities, eyes, lips and/or tongue) patients should discontinue treatment and
contact the physician.

Laboratory findings

In controlled clinical trials, clinically relevant changes in standard laboratory parameters were uncommonly
associated with the administration of Rasilez. In clinical studies in hypertensive patients, Rasilez had no
clinically important effects on total cholesterol, high density lipoprotein cholesterol (HDL-C), fasting
triglycerides, fasting glucose or uric acid.

Haemoglobin and haematocrit: Small decreases in haemoglobin and haematocrit (mean decreases of
approximately 0.05 mmol/l and 0.16 volume percent, respectively) were observed. No patients discontinued
therapy due to anaemia. This effect is also seen with other agents acting on the renin-angiotensin system,
such as angiotensin converting enzyme inhibitors (ACEI) and angiotensin receptor blockers.

Serum potassium: Increases in serum potassium were minor and infrequent in patients with essential
hypertension treated with Rasilez alone (0.9% compared to 0.6% with placebo). However, in one study
where Rasilez was used in combination with an ACEI in a diabetic population, increases in serum potassium
were more frequent (5.5%). Therefore as with any agent acting on the RAS system, routine monitoring of
electrolytes and renal function is indicated in patients with diabetes mellitus, kidney disease, or heart failure.

4.9 Overdose

Limited data are available related to overdose in humans. The most likely manifestations of overdosage
would be hypotension, related to the antihypertensive effect of aliskiren. If symptomatic hypotension should
occur, supportive treatment should be initiated.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Renin inhibitor, ATC code: C09XA02

Aliskiren is an orally active, non-peptide, potent and selective direct inhibitor of human renin.

By inhibiting the enzyme renin, aliskiren inhibits the RAS at the point of activation, blocking the conversion
of angiotensinogen to angiotensin I and decreasing levels of angiotensin I and angiotensin II. Whereas other
agents that inhibit the RAS (ACEI and angiotension II receptor blockers (ARB)) cause a compensatory rise
in plasma renin activity (PRA), treatment with aliskiren decreases PRA in hypertensive patients by
approximately 50 to 80%. Similar reductions were found when aliskiren was combined with other
antihypertensive agents. Elevated PRA has been independently associated with increased cardiovascular risk
in hypertensive and normotensive patients. The clinical implications of the differences in effect on PRA are
not known at the present time.



Hypertension
In hypertensive patients, once-daily administration of Rasilez at doses of 150 mg and 300 mg provided dose-

dependent reductions in both systolic and diastolic blood pressure that were maintained over the entire 24-
hour dose interval (maintaining benefit in the early morning) with a mean peak to trough ratio for diastolic
response of up to 98% for the 300 mg dose. 85 to 90% of the maximal blood-pressure-lowering effect was
observed after 2 weeks. The blood-pressure-lowering effect was sustained during long-term treatment, and
was independent of age, gender, body mass index and ethnicity. Rasilez has been studied in 1,864 patients
aged 65 years or older, and in 426 patients aged 75 years or older.

Rasilez monotherapy studies have shown blood pressure lowering effects comparable to other classes of
antihypertensive agents including ACEI and ARB. Compared to a diuretic (hydrochlorothiazide - HCTZ),
Rasilez 300 mg lowered systolic/diastolic blood pressure by 17.0/12.3 mmHg, compared to 14.4/10.5 mmHg
for HCTZ 25 mg after 12 weeks of treatment. In diabetic hypertensive patients, Rasilez monotherapy was
safe and effective.

Combination therapy studies are available for Rasilez added to the diuretic hydrochlorothiazide, the ACEI
ramipril, the calcium channel blocker amlodipine, the angiotensin receptor antagonist valsartan, and the beta
blocker atenolol. These combinations were well tolerated. Rasilez induced an additive blood-pressure-
lowering effect when added to hydrochlorothiazide and to ramipril. In patients who did not adequately
respond to 5 mg of the calcium channel blocker amlodipine, the addition of Rasilez 150 mg had a blood-
pressure-lowering effect similar to that obtained by increasing amlodipine dose to 10 mg, but had a lower
incidence of oedema (aliskiren 150 mg/amlodipine 5 mg 2.1% vs. amlodipine 10 mg 11.2%). Rasilez in
combination with the angiotensin receptor antagonist valsartan showed an additive antihypertensive effect in
the study specifically designed to investigate the effect of the combination therapy.

In obese hypertensive patients who did not adequately respond to HCTZ 25 mg, add-on treatment with
Rasilez 300 mg provided additional blood pressure reduction that was comparable to add-on treatment with
irbesartan 300 mg or amlodipine 10 mg. In diabetic hypertensive patients, Rasilez provided additive blood
pressure reductions when added to ramipril, while the combination of Rasilez and ramipril had a lower
incidence of cough (1.8%) than ramipril (4.7%).

There has been no evidence of first-dose hypotension and no effect on pulse rate in patients treated in
controlled clinical studies. Excessive hypotension was uncommonly (0.1%) seen in patients with
uncomplicated hypertension treated with Rasilez alone. Hypotension was also uncommon (<1%) during
combination therapy with other antihypertensive agents. With cessation of treatment, blood pressure
gradually returned towards baseline levels over a period of several weeks, with no evidence of a rebound
effect for blood pressure or PRA.

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

Cardiac electrophysiology
No effect on QT interval was reported in a randomised, double-blind, placebo, and active-controlled study
using standard and Holter electrocardiography.

5.2 Pharmacokinetic properties

Absorption
Following oral absorption, peak plasma concentrations of aliskiren are reached after 1-3 hours. The absolute

bioavailability of aliskiren is approximately 2-3%. Meals with a high fat content reduce C,,,x by 85% and
AUC by 70%. Steady-state-plasma concentrations are reached within 5-7 days following once-daily
administration and steady-state levels are approximately 2-fold greater than with the initial dose.

Distribution



Following intravenous administration, the mean volume of distribution at steady state is approximately
135 litres, indicating that aliskiren distributes extensively into the extravascular space. Aliskiren plasma
protein binding is moderate (47-51%) and independent of the concentration.

Metabolism and elimination

The mean half-life is about 40 hours (range 34-41 hours). Aliskiren is mainly eliminated as unchanged
compound in the faeces (78%). Approximately 1.4% of the total oral dose is metabolised. The enzyme
responsible for this metabolism is CYP3A4. Approximately 0.6% of the dose is recovered in urine following
oral administration. Following intravenous administration, the mean plasma clearance is approximately 9 I/h.

Linearity/non-linearity

Exposure to aliskiren increased more than in proportion to the increase in dose. After single dose
administration in the dose range of 75 to 600 mg, a 2-fold increase in dose results in a ~2.3 and 2.6-fold
increase in AUC and C,,y, respectively. At steady state the non-linearity may be more pronounced.
Mechanisms responsible for deviation from linearity have not been identified. A possible mechanism is
saturation of transporters at the absorption site or at the hepatobiliary clearance route.

Characteristics in patients
Aliskiren is an effective once-a-day antihypertensive treatment in adult patients, regardless of gender, age,
body mass index and ethnicity.

The AUC is 50% higher in elderly (>65 years) than in young subjects. Gender, weight and ethnicity have no
clinically relevant influence on aliskiren pharmacokinetics.

The pharmacokinetics of aliskiren were evaluated in patients with varying degrees of renal insufficiency.
Relative AUC and C,,, of aliskiren in subjects with renal impairment ranged between 0.8 to 2 times the
levels in healthy subjects following single dose administration and at steady state. These observed changes,
however, did not correlate with the severity of renal impairment. No adjustment of the initial dosage of
Rasilez is required in patients with mild to severe renal impairment, however caution should be exercised in
patients with severe renal impairment.

The pharmacokinetics of aliskiren were not significantly affected in patients with mild to severe liver
disease. Consequently, no adjustment of the initial dose of aliskiren is required in patients with mild to
severe hepatic impairment.

5.3  Preclinical safety data

Carcinogenic potential was assessed in a 2-year rat study and a 6-month transgenic mouse study. No
carcinogenic potential was detected. One colonic adenoma and one caecal adenocarcinoma recorded in rats at
the dose of 1,500 mg/kg/day were not statistically significant. Although aliskiren has known irritation
potential, safety margins obtained in humans at the dose of 300 mg during a study in healthy volunteers were
considered to be appropriate at 9-11-fold based on faecal concentrations or 6-fold based on mucosa
concentrations in comparison with 250 mg/kg/day in the rat carcinogenicity study.

Aliskiren was devoid of any mutagenic potential in the in vitro and in vivo mutagenicity studies. The assays
included in vitro assays in bacterial and mammalian cells and in vivo assessments in rats.

Reproductive toxicity studies with aliskiren did not reveal any evidence of embryofoetal toxicity or
teratogenicity at doses up to 600 mg/kg/day in rats or 100 mg/kg/day in rabbits. Fertility, pre-natal
development and post-natal development were unaffected in rats at doses up to 250 mg/kg/day. The doses in
rats and rabbits provided systemic exposures of 1 to 4 and 5 times higher, respectively, than the maximum
recommended human dose (300 mg).

Safety pharmacology studies did not reveal any adverse effects on central nervous, respiratory or
cardiovascular function. Findings during repeat-dose toxicity studies in animals were consistent with the



known local irritation potential or the expected pharmacological effects of aliskiren.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Crospovidone

Magnesium stearate

Cellulose, microcrystalline

Povidone

Silica, colloidal anhydrous

Hypromellose

Macrogol

Talc

Iron oxide, black (E 172)

Iron oxide, red (E 172)

Titanium dioxide (E 171)

6.2 Incompatibilities

Not applicable

6.3  Shelf life

2 years

6.4 Special precautions for storage

Do not store above 30°C. Store in the original package in order to protect from moisture.
6.5 Nature and contents of container

PA/Alu/PVC blisters

Packs containing 7, 14, 28, 30, 50, 56, 84, 90, 98 or 280 tablets.
Packs containing 84 (3x28), 98 (2x49) or 280 (20x14) tablets are multi-packs.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal

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

7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
United Kingdom
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10. DATE OF REVISION OF THE TEXT



1. NAME OF THE MEDICINAL PRODUCT

Rasilez 300 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 300 mg aliskiren.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet

Light-red, biconvex, ovaloid tablet, imprinted “IU” on one side and “NVR” on the other side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of essential hypertension.

4.2 Posology and method of administration

The recommended dose of Rasilez is 150 mg once daily. In patients whose blood pressure is not adequately
controlled, the dose may be increased to 300 mg once daily.

The antihypertensive effect is substantially present within two weeks (85-90%) after initiating therapy with
150 mg once daily.

Rasilez may be used alone or in combination with other antihypertensive agents (see sections 4.4 and 5.1).
Rasilez should be taken with a light meal once a day, preferably at the same time each day.
Renal impairment

No adjustment of the initial dose is required for patients with mild to severe renal impairment (see sections
4.4 and 5.2).

Hepatic impairment
No adjustment of the initial dose is required for patients with mild to severe hepatic impairment (see section
5.2).

Elderly patients (over 65 years)
No adjustment of the initial dose is required for elderly patients.

Paediatric patients (below 18 years)
Rasilez is not recommended for use in children and adolescents below age 18 due to a lack of data on safety
and efficacy (see section 5.2).

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.

Second and third trimesters of pregnancy (see section 4.6).
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4.4 Special warnings and precautions for use

Patients receiving other medicinal products inhibiting the renin-angiotensin system (RAS), and/or those with
reduced kidney function and/or diabetes mellitus are at an increased risk of hyperkalaemia during aliskiren
therapy.

Aliskiren should be used with caution in patients with heart failure due to limited clinical efficacy and safety
data.

In the event of severe and persistent diarrhoea, Rasilez therapy should be stopped.

Sodium and/or volume depleted patients

In patients with marked volume- and/or salt-depletion (e.g. those receiving high doses of diuretics)
symptomatic hypotension could occur after initiation of treatment with Rasilez. This condition should be
corrected prior to administration of Rasilez, or the treatment should start under close medical supervision.

Renal impairment

In clinical studies Rasilez has not been investigated in hypertensive patients with severe renal impairment
(serum creatinine > 150 pmol/l or 1.70 mg/dl in women and > 177 pmol/l or 2.00 mg/dl in men and/or
estimated glomerular filtration rate (GFR) < 30 ml/min), history of dialysis, nephrotic syndrome or
renovascular hypertension. Caution should be exercised in hypertensive patients with severe renal
impairment due to the lack of safety information for Rasilez.

Renal artery stenosis
No data are available on the use of Rasilez in patients with unilateral or bilateral renal artery stenosis, or
stenosis to a solitary kidney.

4.5 Interaction with other medicinal products and other forms of interaction

Rasilez has no known clinically relevant interactions with medicinal products commonly used to treat
hypertension or diabetes.

Compounds that have been investigated in clinical pharmacokinetic studies include acenocoumarol, atenolol,
celecoxib, pioglitazone, allopurinol, isosorbide-5-mononitrate, ramipril and hydrochlorothiazide. No
interactions have been identified.

Co-administration of aliskiren with either valsartan (|28%), metformin (|28%), amlodipine (129%) or
cimetidine (119%) resulted in between 20% and 30% change in C,,,x or AUC of Rasilez. When administered
with atorvastatin, steady-state Rasilez AUC and C,,, increased by 50%. Co-administration of Rasilez had no
significant impact on atorvastatin, valsartan, metformin or amlodipine pharmacokinetics. As a result no dose
adjustment for Rasilez or these co-administered medicinal products is necessary.

Digoxin bioavailability may be slightly decreased by Rasilez.
Preliminary data suggest that irbesartan may decrease Rasilez AUC and C,.y.

In experimental animals, it has been shown that P-gp is a major determinant of Rasilez bioavailability.
Inducers of P-gp (St. John’s wort, rifampicin) might therefore decrease the bioavailability of Rasilez.

Aliskiren does not inhibit the CYP450 isoenzymes (CYP1A2, CYP2CS8, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 and CYP3A). Aliskiren does not induce CYP3A4. Aliskiren is metabolised minimally by the
cytochrome P450 enzymes, therefore interactions with agents that inhibit, induce or are metabolised by these
enzymes are not expected. As a result no dose adjustment for aliskiren is necessary.

Based on experience with the use of other substances that affect the renin-angiotensin system, concomitant
use of potassium-sparing diuretics, potassium supplements, salt substitutes containing potassium or other
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substances that may increase serum potassium levels (e.g. heparin) may lead to increases in serum potassium.
If co-medication is considered necessary, caution is advisable.

Furosemide

When Rasilez was co-administered with furosemide, the AUC and C,,, of furosemide were reduced by 28%
and 49% respectively. It is therefore recommended to monitor the effects when initiating and adjusting
furosemide therapy to avoid possible underutilisation in clinical situations of volume overload.

Ketoconazole

Co-administration of ketoconazole 200 mg twice daily with Rasilez resulted in a 1.8-fold increase in plasma
levels of Rasilez (AUC and C,,.x). The change in plasma levels in the presence of ketoconazole is expected to
be within the range that would be achieved if the dose were doubled; Rasilez doses of up to 600 mg, or twice
the highest recommended therapeutic dose, have been found to be safe in well-controlled clinical trials.
Preclinical studies indicate that Rasilez and ketoconazole co-administration enhances Rasilez gastrointestinal
absorption and decreases biliary excretion.

Warfarin
The effects of Rasilez on warfarin pharmacokinetics have not been evaluated.

Food intake
Meals with a high fat content have been shown to reduce the absorption of Rasilez substantially.

4.6 Pregnancy and lactation

Pregnancy
There are no data on the use of aliskiren in pregnant women. Rasilez was not teratogenic in rats or rabbits

(see section 5.3). Other substances that act directly on the RAS have been associated with serious foetal
malformations and neonatal death. As for any medicine that acts directly on the RAS, Rasilez should not be
used during the first trimester of pregnancy or in women planning to become pregnant and is contraindicated
during the second and third trimesters (see section 4.3). Healthcare professionals prescribing any agents
acting on the RAS should counsel women of childbearing potential about the potential risk of these agents
during pregnancy. If pregnancy is detected during therapy, Rasilez should be discontinued accordingly.

Lactation
It is not known whether aliskiren is excreted in human milk. Rasilez was secreted in the milk of lactating
rats. Its use is therefore not recommended in women who are breast-feeding.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. However, when
driving vehicles or operating machinery it must be borne in mind that dizziness or weariness may
occasionally occur when taking any antihypertensive therapy. Rasilez has negligible influence on the ability
to drive and use machines.

4.8 Undesirable effects

Rasilez has been evaluated for safety in more than 7,800 patients, including over 2,300 treated for over

6 months, and more than 1,200 for over 1 year. The incidence of adverse reactions showed no association
with gender, age, body mass index, race or ethnicity. Treatment with Rasilez resulted in an overall incidence
of adverse reactions similar to placebo up to 300 mg. Adverse reactions have generally been mild and
transient in nature and have only infrequently required discontinuation of therapy. The most common
adverse drug reaction is diarrhoea.

The incidence of cough was similar in placebo (0.6%) and Rasilez treated (0.9%) patients.

The adverse drug reactions (Table 1) are ranked under heading of frequency, the most frequent first, using
the following convention: very common (>1/10); common (>1/100, <1/10); uncommon (>1/1,000, <1/100);
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rare (>1/10,000, <1/1,000); very rare (<1/10,000), including isolated reports. Within each frequency
grouping, undesirable effects are presented in order of decreasing seriousness.

Table 1

Gastrointestinal disorders
Common: Diarrhoea
Skin and subcutaneous tissue disorders
Uncommon: Rash

Angioedema has occurred during treatment with Rasilez. In controlled clinical trials, angioedema occurred
rarely during treatment with Rasilez with rates comparable to treatment with placebo or hydrochlorothiazide.
In the event of any signs suggesting an allergic reaction (in particular difficulties in breathing, or swallowing,
or swelling of the face, extremities, eyes, lips and/or tongue) patients should discontinue treatment and
contact the physician.

Laboratory findings

In controlled clinical trials, clinically relevant changes in standard laboratory parameters were uncommonly
associated with the administration of Rasilez. In clinical studies in hypertensive patients, Rasilez had no
clinically important effects on total cholesterol, high density lipoprotein cholesterol (HDL-C), fasting
triglycerides, fasting glucose or uric acid.

Haemoglobin and haematocrit: Small decreases in haemoglobin and haematocrit (mean decreases of
approximately 0.05 mmol/l and 0.16 volume percent, respectively) were observed. No patients discontinued
therapy due to anaemia. This effect is also seen with other agents acting on the renin-angiotensin system,
such as angiotensin converting enzyme inhibitors (ACEI) and angiotensin receptor blockers.

Serum potassium: Increases in serum potassium were minor and infrequent in patients with essential
hypertension treated with Rasilez alone (0.9% compared to 0.6% with placebo). However, in one study
where Rasilez was used in combination with an ACEI in a diabetic population, increases in serum potassium
were more frequent (5.5%). Therefore as with any agent acting on the RAS system, routine monitoring of
electrolytes and renal function is indicated in patients with diabetes mellitus, kidney disease, or heart failure.

4.9 Overdose

Limited data are available related to overdose in humans. The most likely manifestations of overdosage
would be hypotension, related to the antihypertensive effect of aliskiren. If symptomatic hypotension should
occur, supportive treatment should be initiated.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Renin inhibitor, ATC code: C09XA02

Aliskiren is an orally active, non-peptide, potent and selective direct inhibitor of human renin.

By inhibiting the enzyme renin, aliskiren inhibits the RAS at the point of activation, blocking the conversion
of angiotensinogen to angiotensin I and decreasing levels of angiotensin I and angiotensin II. Whereas other
agents that inhibit the RAS (ACEI and angiotension II receptor blockers (ARB)) cause a compensatory rise
in plasma renin activity (PRA), treatment with aliskiren decreases PRA in hypertensive patients by
approximately 50 to 80%. Similar reductions were found when aliskiren was combined with other
antihypertensive agents. Elevated PRA has been independently associated with increased cardiovascular risk
in hypertensive and normotensive patients. The clinical implications of the differences in effect on PRA are
not known at the present time.
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Hypertension
In hypertensive patients, once-daily administration of Rasilez at doses of 150 mg and 300 mg provided dose-

dependent reductions in both systolic and diastolic blood pressure that were maintained over the entire 24-
hour dose interval (maintaining benefit in the early morning) with a mean peak to trough ratio for diastolic
response of up to 98% for the 300 mg dose. 85 to 90% of the maximal blood-pressure-lowering effect was
observed after 2 weeks. The blood-pressure-lowering effect was sustained during long-term treatment, and
was independent of age, gender, body mass index and ethnicity. Rasilez has been studied in 1,864 patients
aged 65 years or older, and in 426 patients aged 75 years or older.

Rasilez monotherapy studies have shown blood pressure lowering effects comparable to other classes of
antihypertensive agents including ACEI and ARB. Compared to a diuretic (hydrochlorothiazide - HCTZ),
Rasilez 300 mg lowered systolic/diastolic blood pressure by 17.0/12.3 mmHg, compared to 14.4/10.5 mmHg
for HCTZ 25 mg after 12 weeks of treatment. In diabetic hypertensive patients, Rasilez monotherapy was
safe and effective.

Combination therapy studies are available for Rasilez added to the diuretic hydrochlorothiazide, the ACEI
ramipril, the calcium channel blocker amlodipine, the angiotensin receptor antagonist valsartan, and the beta
blocker atenolol. These combinations were well tolerated. Rasilez induced an additive blood-pressure-
lowering effect when added to hydrochlorothiazide and to ramipril. In patients who did not adequately
respond to 5 mg of the calcium channel blocker amlodipine, the addition of Rasilez 150 mg had a blood-
pressure-lowering effect similar to that obtained by increasing amlodipine dose to 10 mg, but had a lower
incidence of oedema (aliskiren 150 mg/amlodipine 5 mg 2.1% vs. amlodipine 10 mg 11.2%). Rasilez in
combination with the angiotensin receptor antagonist valsartan showed an additive antihypertensive effect in
the study specifically designed to investigate the effect of the combination therapy.

In obese hypertensive patients who did not adequately respond to HCTZ 25 mg, add-on treatment with
Rasilez 300 mg provided additional blood pressure reduction that was comparable to add-on treatment with
irbesartan 300 mg or amlodipine 10 mg. In diabetic hypertensive patients, Rasilez provided additive blood
pressure reductions when added to ramipril, while the combination of Rasilez and ramipril had a lower
incidence of cough (1.8%) than ramipril (4.7%).

There has been no evidence of first-dose hypotension and no effect on pulse rate in patients treated in
controlled clinical studies. Excessive hypotension was uncommonly (0.1%) seen in patients with
uncomplicated hypertension treated with Rasilez alone. Hypotension was also uncommon (<1%) during
combination therapy with other antihypertensive agents. With cessation of treatment, blood pressure
gradually returned towards baseline levels over a period of several weeks, with no evidence of a rebound
effect for blood pressure or PRA.

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

Cardiac electrophysiology
No effect on QT interval was reported in a randomised, double-blind, placebo, and active-controlled study
using standard and Holter electrocardiography.

5.2 Pharmacokinetic properties

Absorption
Following oral absorption, peak plasma concentrations of aliskiren are reached after 1-3 hours. The absolute

bioavailability of aliskiren is approximately 2-3%. Meals with a high fat content reduce C,,,x by 85% and
AUC by 70%. Steady-state-plasma concentrations are reached within 5-7 days following once-daily
administration and steady-state levels are approximately 2-fold greater than with the initial dose.

Distribution

14



Following intravenous administration, the mean volume of distribution at steady state is approximately
135 litres, indicating that aliskiren distributes extensively into the extravascular space. Aliskiren plasma
protein binding is moderate (47-51%) and independent of the concentration.

Metabolism and elimination

The mean half-life is about 40 hours (range 34-41 hours). Aliskiren is mainly eliminated as unchanged
compound in the faeces (78%). Approximately 1.4% of the total oral dose is metabolised. The enzyme
responsible for this metabolism is CYP3A4. Approximately 0.6% of the dose is recovered in urine following
oral administration. Following intravenous administration, the mean plasma clearance is approximately 9 I/h.

Linearity/non-linearity

Exposure to aliskiren increased more than in proportion to the increase in dose. After single dose
administration in the dose range of 75 to 600 mg, a 2-fold increase in dose results in a ~2.3 and 2.6-fold
increase in AUC and C,,y, respectively. At steady state the non-linearity may be more pronounced.
Mechanisms responsible for deviation from linearity have not been identified. A possible mechanism is
saturation of transporters at the absorption site or at the hepatobiliary clearance route.

Characteristics in patients
Aliskiren is an effective once-a-day antihypertensive treatment in adult patients, regardless of gender, age,
body mass index and ethnicity.

The AUC is 50% higher in elderly (>65 years) than in young subjects. Gender, weight and ethnicity have no
clinically relevant influence on aliskiren pharmacokinetics.

The pharmacokinetics of aliskiren were evaluated in patients with varying degrees of renal insufficiency.
Relative AUC and C,,, of aliskiren in subjects with renal impairment ranged between 0.8 to 2 times the
levels in healthy subjects following single dose administration and at steady state. These observed changes,
however, did not correlate with the severity of renal impairment. No adjustment of the initial dosage of
Rasilez is required in patients with mild to severe renal impairment, however caution should be exercised in
patients with severe renal impairment.

The pharmacokinetics of aliskiren were not significantly affected in patients with mild to severe liver
disease. Consequently, no adjustment of the initial dose of aliskiren is required in patients with mild to
severe hepatic impairment.

5.3  Preclinical safety data

Carcinogenic potential was assessed in a 2-year rat study and a 6-month transgenic mouse study. No
carcinogenic potential was detected. One colonic adenoma and one caecal adenocarcinoma recorded in rats at
the dose of 1,500 mg/kg/day were not statistically significant. Although aliskiren has known irritation
potential, safety margins obtained in humans at the dose of 300 mg during a study in healthy volunteers were
considered to be appropriate at 9-11-fold based on faecal concentrations or 6-fold based on mucosa
concentrations in comparison with 250 mg/kg/day in the rat carcinogenicity study.

Aliskiren was devoid of any mutagenic potential in the in vitro and in vivo mutagenicity studies. The assays
included in vitro assays in bacterial and mammalian cells and in vivo assessments in rats.

Reproductive toxicity studies with aliskiren did not reveal any evidence of embryofoetal toxicity or
teratogenicity at doses up to 600 mg/kg/day in rats or 100 mg/kg/day in rabbits. Fertility, pre-natal
development and post-natal development were unaffected in rats at doses up to 250 mg/kg/day. The doses in
rats and rabbits provided systemic exposures of 1 to 4 and 5 times higher, respectively, than the maximum
recommended human dose (300 mg).

Safety pharmacology studies did not reveal any adverse effects on central nervous, respiratory or
cardiovascular function. Findings during repeat-dose toxicity studies in animals were consistent with the

15



known local irritation potential or the expected pharmacological effects of aliskiren.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Crospovidone

Magnesium stearate

Cellulose, microcrystalline

Povidone

Silica, colloidal anhydrous

Hypromellose

Macrogol

Talc

Iron oxide, black (E 172)

Iron oxide, red (E 172)

Titanium dioxide (E 171)

6.2 Incompatibilities

Not applicable

6.3  Shelf life

2 years

6.4 Special precautions for storage

Do not store above 30°C. Store in the original package in order to protect from moisture.
6.5 Nature and contents of container

PA/Alu/PVC blisters

Packs containing 7, 14, 28, 30, 50, 56, 84, 90, 98 or 280 tablets.
Packs containing 84 (3x28), 90 (3x30), 98 (2x49) or 280 (20x14) tablets are multi-packs.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal

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

7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)
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10. DATE OF REVISION OF THE TEXT
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T OHERLD, £, BATERINE
T AT o ERERERE BT A
fe AT T o FIREERRE T, RTIE
T UA T i o EREBRRAEEY RS N
FREERCRENT, BRESEOMHERY 27T

FEER| RS AN TV AR BREREIC LA
ol L OHENRHD, ]

(2) |\ FOWA~DEEEET, SR
BB ECHELET LSS, (H)
WMES (7o b)) T, HHTBOTELD
HERsEA, ]

AN B

6. TR ER FILBF~OERE

(M

(2)

R TR L O D AR 2 s DR AL
wRE Lz bk, £, BESTICEEDS
HIEA LSEiTlE, BEhiiEs s dikd s
L, [(BHEFELTVATLNE
BARFR BN R 7w P9 7 o B
%m%%T HERHH ~FHIC R E S he
$%’_ DJL t, $7k1519ﬁ, EJEAILEIL. %E
BofEME, BREe, S5V 7AMLE, B
%@%%Ké,iﬁﬁ»ﬁa;%&%%é
NHMEOENE, M BESEEBOSFFE, M
ERETFE2ENH Lo & sy
H5, £, BATEREEIN-T VAT
i oEREREEECBTL L P AL
P T 4 FIEERE T, RTHIICTY Y
7T v ERBRAERARESNER
FRIZBWT, BRFEOMENY A2 Lk
EHBHEE I T AW BEREIC b-E e
ol L OHENRHD, ]
FBEFOWA~OREEET, ShaET
BETLGEEELs P LIRS T L
(S ER (7 FOEILYMBEORS) ©
3 mgkg/ BT, ILHFA~FITTE LEOHE
BB,
£, EER (7o FOBEESHRUEI
HIFE N 5) 0 600 mgrkg/ B THEIROE
FEEECEFEOET #38 bf)%zhﬁ(ibb
200 mg/kg/ B BL B CHAFE (R ORIEDFR
ERNTA, ]




CTD1.7 FERMS—EF

Page 21

— M B FR

T RN 7w LR

HHE boiEE
(-o-3%)

1. INRFE~OEE
EHERER, FER, 2R, SRR
F9 A AT LTV ey (RS
~[I\.) o

8 BERE
Big -\ BERECET T
B, BEBE GRS 6D RIRERITAR
EERCLIEMLETHD EE LD,
ME - EEHEMESE LemEinid, B
MEEITI Z L,

9 HALOIE

FERIZ T8 . PTP REOHEFT PTP +— b
CERDVEHLTRETA2LSEET L.
(PTP +— F@FEEIZ LY, BOEHATNE
EREAH A L, FIIBRALAE D L CHEB
ARENEELRSHESTRT D2 Lyt
EhTInE)

R . £FOESHSBIIEEORELT T
B, BHRULERETHRET 2L EER
x5k, ([EHIE] oEER)

AR B )T L

(g
{ERR4ERE B

)

AN B

1. INRE~ADIRE
BEHEEER, AR, 2B, SRR
(T AR IIRES LTy (5 R
AR,

8. BEHRS
Bz - ER . FAFIOBERECLY, FLw
MEETFTHED, Bl ~AOET, BRE
RicEABFNBH D,
WE - BE, KOX A hNBEITS,
1) R NEERES
2) FLWEMLEGSHEE, BE A {EMEC
L, ESehioEEEERSEOBRIRES R &
HEERAEEIT S,
EE AV AT S T LS
T 03%U ETHY, MEHETCL -
THRETER,,

9 BALOEE
TEH|ZT{TRE - PTP BLEGIRFT PTP 2r— ko
BEROVHLTRETALS5EETH L,
(PTP i — hOREEKIZ X b, TEVRALN &
EREA~TA L, FICEBELAED LTHEIS
MREOCEEZEMHELFRT L L85
EhTVA)

20084 11 AET (B 11 kR)




1.8 HmfXE(FR)
1.8.1 HFAXE(ER)

CE)RFDFMANE=SRIHL



O AfER

| BAamEmsomgs | xooxx |
Bk
. EEML=VHEEH -
SRR i <R B
- . XX, A5 A BEHE
W EDEE] oEER - 3K iy AR
. ] | E-EESOMSUACLY s y) AR TR
7 . —_ JC %0
%fg%eim&mﬁwm:& S LAEE 150 mg SR | 20075 3

ERBRANTH->TH, BAE
BT 72D A~ HRDUEH T
LTk

Rasilez
FYUARXLYITILEE

) NOVARTIS

(253 (ROBHIZEHEELGENVI L) ]
1. ARAF O I3t LIEBUE OBERE O & % B
2. I SOTIEE LTV B A[REME O & D im A (6. 1T,
PEIR, RILFE~DE G OIEEMR)
3. v uARY vEREFTOERE (13 #HAEEH o
IHER)

A

(FE A - 154K]

Ry - Eik| 1BER T U 2% L2 150 g

AE Ry, Z7rARE Ry, Bran—R, #
KA, ATT VB~ 32 UN, FIUY
7, veFuara—2x, v uad—1, EF
2, bk ek

Ptk STVWHREBD T 4 )L ba— b E

NVR IL

W)= —
B 112mm JEX
S
R EED PR 0357¢

wny

T VL ALE
150 mg

S Nvﬁ

4.1 mm

[BhREX ITZR]
= I £E

(RERUAE]

BE BRAICE7ZYRFLELTIS ngZ21A1EEAD
£859 5.

BH, DRF+ILHEEE, 300mgETHET LI &M
T&S,

<ABERUVAESICHETIERALDOEE>
AHNOZEIGER 515, BRFE 512~ TCmax & FAUCH
FNEIRGL. O K OWI2. 2f5 5 < 72 D728, ARAIARA K
WA BHE T LICEREETREZEOWTRNCEREL, W
MRV EAR USRI, (T2, EERE
APEE] (3) OHZBMW)

(EHEDEE]

1. HEHRES (ROBEICFREICEET S L)

(D mPER L < ITh it o BEiiRkZE 0 & 5 BE U
FECBaZE O H 5B (RS L <3l
MO ERRAE D & 2 BEH XTI TRBIRZE O
HOLEBRFIIARKNERS LT — XX, Zhbo

BEICBW T, B R 0 JA R0 58 BRI E)E D
BETICE Y ZHICBHEL (LS E2 BTN H D
DT, IHEESLT 2GR0 E M SN DB EEIRE,
BEEBTDZ L, )

(2) @AV U AMIEDRE (EA D 7 AMEZBE S
LZBRENRHDOT, HFE LT 2SR L&
NoEAZRE, WEITETDZE, 77, L=0-
Ty IFAT v R ERO R, B E RO
FERR O B, mEES CIRmLEL U v AMERE <
RURFL, BV U AMERERTLBENNH
HZOT, MDY U AMEICEET S &, )

(3) BEHEREDH 5 HBE (MiFH Y v AMER O 7
VT F=V R ERETHEBENRHHDOT, BED
REZBE LN OEERICEE T2 L, )

(4) mmE (5. EiE~0#hL) OHEER)

2 BEELGEXRNEE

(1) RIEE ST 2H S D L TW B EE (B2
I, MiKENST P OBRE, SHBEORREDOR %%
TV, BERBERETORE) TIE, K
KO GIZ X - T, EEEORMEEZEZTRBEN
N5, JEFEMARILE N4 U7 35-A 1 i3 m ) 2 L i
1ok,

Q) BEERICESSDEN, Shoxibbbhb
ERHDHOT, FITEE, HEEOEREAGRE
I A BRET DRI EE S D 2 L,

(3) AAIDZERER 51X, BHEE 5 IZH AT Cmax X O
AUCAENENRS. I L OFI2. 25 < 72 B 729,
ARHFIR A R A 2T 3 2858 ITIER O Z I FFIC
FETHZ L. (([EpEE] omESHR)

4) KFNIAAFT XA T VT 1 &L FIRZEE R
RKEWw, FHx OBERIZEL Y FERAECHESR
HIPRE A LR AEEMEN B D, AFI DR HITEE
LTIHBEEZLoERE+HICEBEL, AAFHEHO
WS AEEICHET S Z L, ([EyEige] 0HESBIR)

3. #HEH%R
(1) HtRAFEE (BRALEGLC &)
EHES BEKER - HEHE | WF - BREF

v ARY L (H
VF 4R ar, A
—J V)

BERIC X 0 AF o1
WER ERTIBTH
BNds [PEAES (4 | RV A2 X0 )
MERE) 12 &b AH D InNsEBEZLR
Cmax 23 2.5 fi#, AUC| %,

BHI ST BE L=
b,

AHID Pgp I L
TR 7 m 2




(2) HtRZTE BtRICTEET S L)

XH4 %

BRER - HEHFE

BF - BIRETF

7ukI R

Tk I ROZEN
WE S BTN
»HoHDT, BEE Iy
WZATH 2 &, [DFH#
. (Z2)gRF) Itk 7
2t 3 RO Cmax 3
49%, AUC 73 28%1%
L= 2]

HFIIRATH
%

T RN RARF

PRI X 0 AH o i
FIREN ERT D5
b5 [HiHS

(ZEREIRE) 12 X0 A
@ Cmax K OF AUC 73
TNZEIR LS 5 b
HFL7=Y]

AFH|D Pep AL
TP T RS
AEF AL DM
flanzd sz o
nd,

7Y Y MRFHER]
A (RE'B 52
b, PUTATL
%)

MiEa v o LER F
N RSP SR AW oR)
DOTHIEA Y 7 LfE
WCHEETLZ L,

KHNOT N R AT
0 AN &
VR RPN i
MR 5 AT HE

"nrd s,
fERRIRF - B ERE
B, BRI

71 ) 7 LA A
(LD VT 25

4. gl4EA
ES A Gy TR AWl 1 NEEY - i A< i oY Y7 a7 A ST
T, BIMERNEHE S 7= 013869%1H225%1] (25.9%) TH
v, =05 HEMREARIERIZI396] (16.0%) , EKER
EMEBFIT1136] (13.0%) Tholz, L BHMEAFEIE
FFEERLLE (1.3%) , THB (1.0% %Tho7-, £
7, ERERBAERE T, ALT (GPT) #0214 (2. 4%) ,
I R R EEIE 2051 (2. 3%) EThH ol
(1) EXZRIEA
MERE GEEAHD ) : FHm, OE, WHE, §oEE
ENERELTHLDLONDEZ ERNHDDOTEEL |
AT, JERDZ D b iGEe ik G2 L,
WY R ALE AT H 2 &,
TE) KRR E COENERRER TR AR EIE
(2) Tt BEIER

1%L E 1%

mERVY V% | — Hifn
-3

My Z7uey | —
RERUVREEE RN, i bR Y

m
HERER BIEET —
BiRpEE 51 —

JIFHRESR R, ALT -
FIRERER (GPT) 4/, v -GTP

Han
ERRUVETHEE | — %
pEE

Mz vrsF=r -
BERURBESR B, DR R B,

PR A Bt
o CK (CPK) #4/m M U o N

5. alE~DORE

(1) EE CIE—RIGBEOREIIFE LS 2L Sh
T3 (IMEEENEZIBTARH D) OT, K
FOREEBELLNSHEEICHREGETH L,

2

(2) il OFEERERABR T, AH O MmN IE
EEICHERTELS DI ENRBOLENTWD, ([
WEE] OESM)

6. iTim. Ein. BRERBE~ORE

(1) FIR TR LT D /[ REME D B D N ICid& 5 L
Nz b, F, BGPFITHIRDVHI L2 AT,
BEbicEEEFIETD Z L, UEE~OFR 529
HERITIB LN TR, T I T v VAR
WY NNC T v AT o B MR R EIE T,
IR~ Rl &S S BFICRIEEL, K
EAE, BRI - FrAEROKMLE, BAR%e, s v
AIffE, BHZEOEAS, FARBDIEIC L 5 & HEH
SN A MO NG, M, BHEEHEEOFE, MoORE
TERARE%ERNH Szt ORENH D, £1-, Ui
HCEESNTZT o VFT v BRI EIRIC
BBV ha AT T 4 TiEEHE T, HR
T o VFT o U ERBFRILER RS SR
FRIZBOT, RIRFEOHITY 2 7 13BER DB
HEINTWARWERERLENE N2 OHERH
%, )

Q) BIAFOIHEA~OEG T, REHTHRGTD
LA E ISR L, (EMER (T
N T, AHHF~BITTH L OBRERH S, )

1. IMNRE~ADEE
AT, HAR, AR, R hNRicHd 5%
AP IS LTy (R 220Y)

8. BERE
BE - EK W ERGICET 2T =230,
B GFC A DAL D EIERITAR OBEEEHIC
L2EMETHD EZELBND,
WE - EBEMARMEAE T35, @R LE %
7252 &,

9. BRLDEE
FHIZZ (B - PTPEEE DOEANIPTP Y — M S HLY H
LCHRHATZ2EH>%FETDHZ L, (PTPY — b DFRERIC
L0, WSS EIERSBEA~RIAL, TICIXFELE
L CHBIAREDEERAIHEX BT 52 &
NEINTN5D)
RAE . AHOFEYBIEIZIAEEDHBELZIT 5120,
HHR UG CHRAT 2L EEEZ 545
&, ([HEpEmE] OHESR)

(EmEE]

1. mehiBeE
(1) fEEEE R A B 712 A 150 /2 TN300 mg % HE[A] % 1 #%
Ho(ZefErE) Lize X, 7TUAFLUTERNIC
W X, A SR B VX % 1. SRR (P
i) CTHREBREICEEL-, £7-, Cmax}x FAUC
12300 meft 5 F THEEOBEIMIZIZ LA L CHY
KLU, WL AE135033. 5~37. 0 TH »

77 Y
(2) TEEERR A BB 1T A H1300 mgZ 1 A 1[A]7 A 518 %
A G (Z2fEr) Lizé s, HE~THRICER



REBICEE L, BRI G & e ~SK0205 0 BAE TR &
iz, Y

(3) fEE R A BT ARHAI150 mgx BRICKERO®ZE
L 72 & & OCmax e NAUC IE, ZEIEMR&R 52t
R, FNENTRR OBSHET Lz, £z, B%E
B CiITmaxiTEE L=, ©

(4) KB DI NA AT A Z YT 4 13592%~3%T
Botz, EEMRA (ZEHER) OREKNEB DA
2% (CV%) 1ZCmaxT53%, AUCT34%TH v, fi
R ZEE) DO CV%ILCmax T76%, AUCT54%TdH >
oo 7Y GrEADT—%)

BERABFICAHZHEOEORSLE-EED
EWHE/ S A —4 (ZIEEH)

= | Cmax tmax (h)* AUCo.24n ti2 (h)
Beli (ng/mL) (ng*h/mL)
150 mg | 83.7+714 | 1.5 (0.5~6) | 388+236 37.0+7.2
300 mg | 15067 1.5 (0.5~6) | 696369 33.5+5.1
n=06, X LEEERE, X PoRfE (FEER)
200
160
£
g
# 120
8
5
’E_K 80
o
|
40
oW ‘ ‘ : = —— »
0 6 12 18 24 30 36 42 48

5% B (h)

A :300mg, W : 150mg
BERABFICAFZERROHRE Lz EOFHM
RoORMRERD (R
(FHEHRERE. n=6)

2. p%°

bt MR D ARHF O MIEE QRS RITH0%TH -7, in
vitro FERTIL10~500 ng/mLOJLREE T, I EEKIEMEILER
b Hhieholz,

3. fRH - D

fERERR AT U A % L OVCEERR K300 mgZ BE[RIRE O %
H(ZEfERE) Lo & X, miERicidd & UTREER
TEAE L, 5% 16805 £ T2, B 5 EDK0. 6903 R,
ROV IR S, T U AXF LU AR OEE Lz
EX, IFEAEERATREEZ T R0, REHIZIEEI
CYP3A42 B H LT, ANEANDT —5)

4 EYMEMEE/ER (PeplBBERZET S EF EDEY
FMAEER)
I ARY LY
R A 7 1 AR Y 2200 mg XiX600 mg & AH
75 mgx FHE S (ZEIERE) Lzt X, TUAFL D
Cmax (3f92. 5f%, AUCITRIGMEHIN L 7=,
ANEANDT —5)

T RANRREF D

FEFERYANZ T BV XA X F 80 mg & AHI300 mg% B

¥ehH (ZEjE) L= &, 71U A% L 2 OCmax & FAUC

IEHIL BIEHEIN L7223, 7 R AR R Z F o RO DR

DIEWEREIZ R E BT AN o T,
GrEADT —4)

Fhatry—n (ROFIIEARRETE) 2

fAERERR A4 b 32 F Y — 1200 mg & AHKI300 mg% Hf %

Lo(Z2fgwE) Lizéx, 7UAFLrOCmax K OAUC

TRIL. 8RFHEIN L 7=, HNEANDOT =)

5. BEEROEE

(1) BHEERESE CORERY

RpSRElRE RS (BIE~TE) ICAKI300 ngZ ik 0 &5
(Zefghs) Lzl X, TURFLUOEEE (Cmaxk O
AUC) 1%, H[EEG R CEFRREICB T, @FEgkiRE
DF0.8~2.3(FTH Y, FBEE L BRSO EEE &
OREIIHR LN D> T, GrEADT —4)
(2) F#EEERESE CORER"

FrFsRERS =B E  (BRAE~FAE) ICAKI300 mgZ #% 0 &5
(ZEfERE) L7z & &, BE, WPSE K& OVEE AT Reks &
B L ORICEWENIRE T A —FZ DEITRD LN -
Too Flo, MEFEHERTE L g U CHEMEENT A —F (T
ZEITRD NN T, HNEANDOT =)
() BRHFTOHOHRY

655 LL_E DO SME N B E IZAHI300 mg % BRI O &% 5

(Zefghs) Lzl X, TURF LU OEEE (Cmaxk O
AUC) 1%, SEAFERERFE (18~455%) D1, 3~1. 61
Th otz WHELEEMICITERICL D EEZALNLR D>
o HEREICB W CREBEN/INT HHEN B bl
LoD, FEEEEH & X THEIME R LRI EILIR D
nighoilz, OEANDT — %)

6. XAHEMHR'

AE > & FRAEE 0O A REM: & 1f T RS I ARAIN150 30
300 mgERAHLE (&) LizbE, ML =964
(PRA) 1K FL7,

(ERERRL#R]

(1) AEHNMEEELE

[ PN C S S L7z BR AR SRR AR 1 d 1 2 B RS R oA B
RO LEBY TH S,

BED S PESEAREERMERE 2R E L HER
iR BR T, AAIOBEDENHER SN, BB, BIEN
S SEARBMEEMERE 2R E L ARERERAR
T, KEEERED80~90% 11 5-BtA2 M % I b,
e 5. BRAthA~ 6 M Tl KBIER RICE LT,



FHDR—RASAVIZRT S S TBFHLUMNTED
ik (RERBEH)

= B AWRE B5R AP £S5 7 BETMIED 2 LR
S [@1=11E) ( B mmHg)
Ui HiBRYA

HEN SHERED 83T B 300 mg/H 13 ~14.09( 1.18) -10.72€0.75)
AEmE " 150mg/B 112 -8.72( 1.18) ~7.75(0.76)
( FREZRESER 77t 115 —-2.85(1.17) —3.26(0.75)
BHENS D 838 i) 150mgB 302 -10.4(0.72) -8.9(0.49)
AT 75tR 156 -2.0(0.99) ~3.000.69)
( HEEED
AR 45 8ETH K] 75~300mg/B 40 —13.9£16.57 —11.6£9.73
%m,j—:m
BiEsnE” 83 T 150~300 mg/B 39 ~20.611.97 ~12.9£1043
7E) RERRERR, BETRER 0 N — R T A AR R L LS EOTE T M SN TR 72

RN (MR E) |, ZOfMoRER  SEEE AR S

(2) E#im5HER

TBRAE 7> B W SR E A REME @ i 2 /B E S, ARKI % 1 H 1[E]1521H
M O#S (BAD L7, ARFIEMEE, FIRESL
AWEH N T AEEFUER T Z O T OB EO VTR
WZHEWTH1H1EI150~300 mg T2 B0 5 2 &7
<, BELIEBEDRIGE LN,

Q) mMEBRZES (BEHROHHME) >

BRAE 2> B HP A E A BEE i i 1 FR 3 & e SRS 2 81
BE L (BRI/EHZAM) , BETE T iERE (ABPM)
I X B 2405 L E B NEB 2 et LR, AANX1AL
Ef5IZBWT, 24 OLE LIZRENRE R T2 &
PHER S iz, AFI150~300 mgd T 7/ — 7t (T/P
B 130. 64~0.98TH > 7=, UrtEANDT— %)
4) KREHIBITZ2MmMTHTE"

BRI 70> B FR S AN BB ) 1L T FR & e BT AR A A& S 1 R
B H5HDARKRE L, MIEHER 2 G L7ofR, R3EIC
BIF2REARMED ERITEO 6T, EiEDRIE
HIER T o 7o, DABKREZOMED, #5-5806F70 i
JEE LV ARE T o o 7B E O FIE 1L, AHI150 mg T
77.1%, 300 mgT82. 9% Tdh - 7=,

(€ 3 E 35))
TUAFLUL, EENL=VAEETHY, L= -
ToUFT V%R (RAS) A VDREERD L=
VERBMADOBRNMICHEE T2 LIk, ToUAT
V)= UM T UV FT o IO IR T L
PRA, TV V4T vy VIR OT O T v D BREE
T &S, R e B2 RiET 5,
1. EFLZVERNBESERSY
TUAF L, b MEETHEE L= 2R ICE
L7228 (IC, MK ;0.6 nM) , B F T ARG X MT a4
FT—E R OHIV-17" v 7 A F—ElZxt T 2 HEEMIL,
1C, M & LCT5,000 nMEA ETH o7z, & RS OB D
L= ekt 2 BEER (IC,fE) iX, ~—Ft& > M (2 nM)
E~T 2 (4.5 M) IZBW LR TH - 7=,
2. EE/EA
MEFPL=ZVRUVE VPO OFTUV/—FUBRE
FEBALEZTLIS VRS zZY IS b
(dTGR) =BT 2BEEER>
7Y AX L UORBENFRITHSOICHE S, 22oH
BIRGFEHNTH -7, F7=, 10HMER L TRIER D%
G L7 & & ORBEERIZ, BEXI3HEmEOEE 2 L
WCEE L TREINE,

4

QEERERFF)ILRBEI—FEEY FMIHITAEE
ﬁm%)

T U AR L ORBESDRITESCHICERIESI N, oOH

BIKGFITh oo, MER L =050, 7V AF L

VEHBIFIFEREACHEF SN, oA

KIF L CRER LT,

Q) BARESMES v b (SHR) I2HT3BEAERY

T UARFR LR TG Lz L&, HEKF

M 7B EER SR b,

4) R

SHRIZT U AF L &bz vtz LI

RIBCTV N EHEE Lz & X, BEEH OB RN

Wb,

(RS ICET SEEFHAMR]
S

o. HsC._ _CH
s 3 3
HaC HY He N o o
H3C C COH
™o N%NHQ © HO.C Y2
2

N VYH H
H OH HsC  CHs
HeC” CHg

— M4 7V A% L 7= Ve (Aliskiren Fumarate)

{BZ244 @ Bis[(2S5,4S5,58,7S)-5-amino-N-(2-carbamoyl-2-methy
Ipropyl)-4-hydroxy-2-(1-methylethyl)-7-[4-methoxy-
3-(3-methoxypropoxy)benzyl]-8-methylnonanamide]
monofumarate

45 F 3 1 2C50Hs3N;04 + C4H,0,

Sy {81 1219.59

PE R BE~EEAADOR R TH D, KITETRT <,
AB )= VEREH ) —)b (99.5) [ZR00WT
1< <, T F= MU MmO THETIZ W,

[WFNLEDFEE]
L. AFNIRBHERE WD, 70 o —RE#%IER
T TIRFET D Z &,
2. PTPY— FBEY H L THAI L7222 & (IRAERIC
PTPHLI Y T L 5fmT562 L) o
3. RHFNEHE LN &,

(%]
ST LREEI50 mg 10052, 14088, 5005, 7005E (PTP)

[EEXRK]

) FENER AEAEREANCBIT 7 e AR o
L DIEMBIFAEAEH (SPP100A2106)

2) tENEEL SAEAEFERANICK TS 7eEI RED
HYMIFEAEAER (SPP100A2211)

3) tNERL SEANEERANICKIT ST MR ZF
O ALER (SPP100A2234)

4 tNER BEERA B RN A2 L LU R
A% 53888 (CSPP100A1101)

5) fNERE HERABARAALOCHEAS FIZBIT 53
WyEhEE K N )% (SPP100A 2202)

6) FENEEL: RN HARNS T2 2 REORE
(CSPP100A1102)

7) AR SE AR B TSR T Bkt S A
T_AZE VT 4+ (SPP100A0029)

8) &Rl AMFEMIFSEN (SPP100A2343)

—_—



9) *ENEEL: In vitrolZ 51T B MERBAT R OB EHE S
(DMPK(CH)R0100669)

10) #ENERE: SME AR A B T2 WU, SAE,
F R Ot (SPP100A 2223)

11) #:NEE}: In vitrolZ 3517 2 RS (CYP450) (DMPK
R0101129)

12) fENERE: SME AR AT A7 3y —L
L OIEYIEFHAAER (SPP100A2334)

13) fEPNEERE: S E R A K VB R e R R 123
23 ENRE (SPP100A 2209)

1@&%%%-%!A%%WA&U%IAH% EfEE A
FIZRB T 5 ENRE (SPP100A 2210)

15) *ENE B EYENREIZ RIT T HEE O 2 (SPP100A
2217)

16) #ENE B @& IfE BT IS B IR ENRE K O )%
(CSPP100A1104)

17) T. Kushiro, H. Itakura, Y. Abo, et al, Hypertens Res 2006;
29(12): 997-1005.

18) #ENE R “HEMIEIC X DEED S HPEAE O
JERBE ﬁ?éﬁﬂé&vﬁ £ (SPP100A 1301)

19) N EE: BRI E A 0 O B AR & IfE B k)
THREM, ﬁﬁé&v%%@m(wmmAwm)
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1 REXIIN R DRI L DFETEFRIL ..o 4
L1 ZHBESUITZIIR DGR oo 4
1.2 ZHEESUTIZN R DB DFETEFRIL (..o 4
2 FHELROHEORLOZ DFETEFRIL ..o, 7
2.1 FHERTOHBEDZR e 7
22 FEROHBEDZEDFETEIRIL ..ooooooeeeeeeeeeeeeeeeeeeeeeeeee e 7
2.2.1 FHTEAIZ DU T e 7
222 FHBIT DU T 9
2.3 D e 10
3 BB TR oottt 11
—5
Table 1-1 Week 8 FEAMEED msDBP D-X— A7 A b DAL &K
HEEM R (1301 FRBR, FAS) e 5
Table 1-2 Week 8 FEAMED msSBP D_X— 2 T A L )6 DL RNk
ZREERILEEE (1301 FRBR, FAS) oo 5
Table 1-3 TRRERIDAZME (Week 8 F-AMERF) M OVZAME (oo, 6
Table 2-1

BREOHEDHEIZL 560 (Week 8 FE-AMF) , Z24M:
D BB ettt ettt ettt et e e eeer e 8
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a__se
Bes—E
W5 L TR EREBL (39) L CRnEREBL (H)
ANCOVA analysis of covariance oy WO
) area under the plasma concentration-time curve from time 0 to 4~ < 65 £ g p i

AUC.ns infinity after administration Beb-t% 0~ ERRIC F T o> HE P B i T A
area under the plasma concentration-time curve from time 0 to 4 . $ £ g p

AUCq. ¢ after administration BG4 0~t R = C o i BE e S L T A

AUCo.s area unfier the plasma concentration-time curve during a PYERRR (tau) 12 350F % ML R e T A
dosing interval (tau)

CI confidence interval 1B X

Crnax maximum plasma concentration after drug administration B (5 A o g B

Coax” steady state maximum plasma concentration after drug e ) e e o e
administration TEHARRBIC IS 1T 2 drs 3% vh e B2

Eonax maximum effect RN

FAS full analysis set I K O ffpT =5

LOCF last observation carried forward —

LSmean least squares mean /N TR

msDBP mean sitting diastolic blood pressure SERJ AR BRI

msSBP mean sitting systolic blood pressure S A AA A $ 1L

PRA plasma rennin acitivity M8 L = 2 AE

RAS renin-angiotensin system Vv T TR

SD standard deviation TR 2=

SE standard error IEAERR 7

e time to reach the maximum plasma concentration following B 6 L T ]

drug administration

REOEE—E

THH E TR
msDBP, Al B OIRBREEIRE N O 24 RefZ IS AN E 25 3 BIRGE L, 3 BIOMEOFEEIE (NEEE—7 % U TA)
msSBP BPYJHANLME (b T 7 msDBP, R 7 msSBP) & L7-, LAF, FEBNZFEHE D72V R Y msDBP, msSBP

LFRLI,

BEOHE

AED, WRER ST 2 R8FORE (ZERERSH D WVIIRERE) ORMFETRT,
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1 MEEXIITHRDOERVZDRERAL
1.1 MEXTHEDE

i LA

1.2 MEERIFHRDEDFHRFEIRA

TUVAFLY 7= (FUVAFLY) 1%, L=2-T P47 v % (renin-angiotensin
system, RAS) ¥+ 7 /L OEFILET HEEFE D L = EENICHE T 2 B OERKTY = A
TORABEERETH 5,

[N CIHEM L2 MaEatBR (1301 3BR) 1BV T, RAS ZMfld 2 REMEEETHLT
FT o M ZREETED O b, BEMESEEMEDO R TTY U AF Lo EOFRMER SN &2
TSN, 20, BARBRNEE THY BARNCBIT 289 - ZetEbfrIh s et
2oV UL (LLF, a¥ugy) LHEELZEZA, Table -1 IR LIZERY, FHAAILE
£ (msDBP) (28T A GHMZE (7 AFX LY 150mg H-—at L 50mg #) @
LSmean (95%fE#EX[H) 1¥-0.16 (=1.51~1.20) mmHg TH Y, 95%FFEX M D LIRS FRTIZER
E LTZIELMERS (225 mmHg) ZH X2 ho722 Enn, TUAF L2 150mg BEO a4
> 50 mg BEICHRT 2 IELVERKREE S iz, SEANIHEIAINT (msSBP) DZAbEIZX T kR

(Tablel-2) HIFAERTH >72[2.5-4.2.3 ], 1301 HABROIEHEIICIHIT L7 U A% L 150 mg #ED
AEFRREERIL, 7I7ERBELIVDTNCEL, vV E U ERRBECTH-72 (7T 8RN
423% (66/156) , 7 U AFX L 150mg BE 50.3% (152/302) , v/ ¥ 50mg BE 46.5%

(141/303) ] [2.5-5.4.1.1 IH],
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Table 1-1 Week 8 SE{fifF D msDBP DR—R 54 Uhvb DELEIZxT HMLLE
(1301 5XB%, FAS)

N—=2T A NbHD

) =R A Week 8 FTAIM
R - 2L e
mean + SD mean + SD LSmean (SE)?
VAN N=156 98.7+£3.83 95.7+9.27 —3.0(0.69)
7Y AF L 150 mg N=302 98.9+£3.73 89.9 £10.37 —8.9(0.49)
2L Z 2 50 mg N=303 99.4 +4.22 90.8 +9.38 - 8.7 (0.50)
y " FlrEdokGHM~E (A-B
RERIEL#E (A vs. B) AIERPRGHINE (A-B)
LSmean (SD) ¥ 95% CI? p fiE @
TUAXL L 150mg vs. 7 7R —5.91(0.84) (—17.55~ —427) p <0.0001
7YUZAFL Y 150mg vs.TH/LF 2 50 mg —0.16 (0.69) (—1.51~ 120) p=0.8212
Bz 4L Z 2 50 mg vs. 7T &R ~5.76 (0.84) (—7.40~ —4.11) p <0.0001
Source : [2.5-Table 4-4]
1+ D HAZ X mmHg
Week 8 PAMiEEIL, Week 8 XId LOCF (2 & - CTHLEE L 724
a) #HRE, HIRA TR, X—RT7 A UfEEIEE LT D ANCOVA T /M2 XD FHl
Table 1-2 Week 8 F{fifF D msSBP DR—X 54 U o DELEITH T HHMELE

(1301 &8, FAS)

NR=ATAMPHD

\ N=RTA Week 8 ik B
Bela mean + SD mean + SD ZALRE
LSmean (SE) ¥
VAN N=156 150.6 £11.98 149.1 £ 14.25 —2.0(0.99)
TUAFL L 150mg N=302 1522 +11.55 142.0 £ 16.41 -10.4 (0.72)
g
v LA 50 m, N=303 152.6 £11.14 142.2 £15.45 —10.6 (0.71
g
FERIELEE (A vs. B) ElhEoORGHMZE (A-B)
H O .
LSmean (SD) ¥ 95% CI? p fiE @
TUVAFLY 150mg vs. 7 T ER -8.38(1.21) (-10.76~ —6.01) p <0.0001
7YUZAFL Y 150mg vs.TH/LF 2 50 mg 0.14 (1.00) (—1.82~ 2.10) p=0.8886
2 L4 50 mg vs. 7 TR -8.52(1.21) (—10.90~ —6.15) p <0.0001

Source : [2.5-Table 4-5]

1)+ D BAL L mmHg

Week 8 #EAMIFFIE, Week 8 X% LOCF (T & - THLEL L 7=

a) FEHRE, Mg Z TR, X—R T A fEEEEREETH ANCOVA ET/VIZL Y HEH

[N C I U 7= B PR B e OMEE (b R OV 4aE) 2 el (BRE D & HSE O AR RENE
m e, BHRRIEE 2 ) S E R, KOEESMESRHE) 12 Table 1-3 127 LTz,

BB E A0 O mERFE x5 & Lol (1303 3B) KROEESMEEE LR E L
AER (1304 3B) (BT 5, #5 8 HEHEFD msDBP D_X—R 7 A b OE{LEIZZNEN
—11.6 mmHg, —129mmHg THY, ZNOLDOEFIIHTHT U AX L OAEMENHEE ST,
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LEMEIZOWTE, 7V AXF LU EREHTOREFRROEIRIT 1303 HERIZRB VT 52.5%,
1304 SBRICEBNT 66.7% Th-7c, THHDORIRIY, BRRERT 2t 5 Ml BE &K OV EHIER
MEBFICIBN TS, BIEM D HEIED AR S MEBFE & FEIC, +oRBEDRIED O,
BRMICKRE REEIER BETH D 2 L 2 ENHR S NT2[2.54.4 TH], [2.5-5.8 H],

Table 1-3 HRRER DAETIE (Week 8 M) RUZRLMH

B4 s AR o=
(1A 1D b TREPEAMMEOLLE  AERSRR
(BAA7 : mmHg) (%)
msSBP msDBP
RIE 7> B M ARE OO AR (&) L 300 mg/H - 14.09 -10.72 54.9
(H &% E R ) 150 mg/H —8.72 —- 775 51.8
PSR ~2.85 -3.26 50.4
BRI 70> & HAEE OO A REME 1 1L 150 mg/ H -10.4 -89 50.3
(WFEaER) FIER -20 -3.0 423
BRI & 1 5 A iE 75~300 mg/ H -13.9 -116 52.5
FUE ) 1L 150~300 mg/ A —20.6 -129 66.7

a) N—R T A INHO N T TREEEANL T O 2L R
Source : [2.5-Table 4-1], [2.5-Table 4-2], [2.5-Table 4-4], [2.5-Table 4-5], [2.5-4.4.1 1], [2.5-4.4.2 TH], [2.5-Table
5-4], [2.5-5.8.1 3], [2.5-5.8.2 MH]

TUVAXLYORMEGHIE LT, 14 (360 H) 2@ THEEINIIEFIIENT 250 4T
b o72[2.5-5.2 H], HIMEG-H DO EIFHEGCHPOLTT U A L AT RE LIZRIE R %
Fie L, EMICOZ 0 MEZEEICEHETE S LB 2 6N7[2.54.5.1 B, ZEMEITHOVNTIT,
TUVAF L ORMBEGIZL VBT 2F5370 <, BEHHOIERCHMOMBEEOHFHIZLY,
HIEENGEOAERZORBELLED, AEFRZORBRN/EMT 2 2 L3k o[2.5-
5412, £/, TUVAXL L 75~300mg & S EMEEHZIC 1 EBAKLI-LE, TV AFL
VEETCIE 7 B EOYERE THRIER LR T A L EWMEEHERF L TR Y, REIZEL DA
W7 e BRI S tn, [2.5-4.52 H], KEMTOEEERORBLITIT T v REEL
FRECTd - 72[2.5-5.11.6 TH],

F iz, BIED O HEERE OARREMEE T RF xR L L HERERR (1201 3B 1280 T
B G-Bhs 2 B TRRBEEDIRD 80%~90%23FF B 4L, #5-BIE 4~6 JHH TIRITHR KRN RITE
L72[2.5-4.2.2.2 ],

Ubkotky, BEEEROBKFMCET 2EANZOWT CFRk 14 45 1 H 28 47, [EXHRERE
0128001 %) J ICTHEHLL C%HE L 7= A MEERIRSBRIC IV T, BIED & HREEIE O A RENE 5 I+ B F,
RS RERR 2 F 5 | E A, R OVESE & M E BT ISR 2R OGN, etk Ihi-
MG, TUAXLUCOMEEXIIEE [EMEE] 5% Lz,
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2 HAZRURAENDERVUZDERERA
2.1 FAZERUREDE

W, ATV AF Lo LTC150mg 2 1 B 1 EROEET 5,

B, IRATDREGAIE, 300mg FTHET L2 LNTE D,

<HENR O EIZEET 2 H EoEE>
KRN DGR H1T, B% 52T Cmax &N AUC DNENEE 3.9 (5 ) U 2.2 {55
257028, AREIARAF 2 BE 2 2 ZEERUIBZOWTNICHEL, "IEERIRY
AR CSMHCIRAT2 28, (12, BEAREANEE] 3) OHEEBM)

2.2 FAERURAEODEDRTERR
221 H&EIZDOWNT

2211 1HO®ERE#IZONT

T UAF L 75~300 mg G5 REOFEERNEIARINL 32.5~37.0 FF & &<, TUAFL U 1
A 1 EEGICEDBERRIEL, 1 B 1 BRGE LU TKGE IO DR 2R ER (2 d 14
V) LHARTHETHS ZERRGESNT=Z b, TV AFLY 11 B 1 BES ) OFMEN
e Sz, Eo, 7 U AF Lo 24 R B BATE FIEREORAENS, 77U AF L id 1
H 1 E#H5I2ED 24 BEELL EIChiz> TCEE LT-EBN-ME= Y be—L &2 gL, FT7 7/E
— 7 T TRESROBRRFHmIC BT A AN OWT CERR 14 451 A 28 H, EIEFEFRE 0128001
5) L ABIRENTND 05 L ETH -7, 77U AX L1 B 1 HOS2BABEMEEGTH, EY
[Tz > TRE LEBESRNSHER SN2, TV AR 3 11 B 1 EEE] ZZ4ThHD
£ E % 12[2.5-4.6.2 IH], [2.7.2-Table 2-1],

2212 BEOEEIZTOWNT

HARNERWBRE Z 5L LTT U Ax L2 150 mg 2 Z2f80E (&R 30 4) SUIRHZICT B 1
M7 AFEROFRG L, R FORELZRFILEEZS (1102REk) , FE#ES (5108,
HREH) 1I2B8WT, BHEEH DO AUC KT Cun 1L, ZEIERR 5ICHARZNZI 69% K% O 84%
W U, B MAE T P R B R (thay) 1T, ZERERSEE 5T RS G IR IE T 5 i A3 7
bz, KEHRE (&5 7 HH) IZBWTH, BHEEEGD AUCH KN Cu 1%, ZEIERREITEH
RENEI 55%K Y T5%ID U, toay 1ZZERGRERE AT ARG CITIBIE U722, ST
IRERE G LR, BHREOREBIIT/NES R oTa[2522 H], £, EILMHEICHOWVTE, M
Ty o UA T v T BEROMET 7L R AT a0 BRI, ZEERR S TR %R IR
THRBROHER 2R L, BEOEEIITILALROLNhoTe, MIEL =05 (PRA) Ok
KIEFEZR (Epe) OHIEIT, HEHEREG TIIEEEEG T 52%, ZEERHRET 90% Th > 7273,
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I E TIX A% G T 61%, EEIFERETT7%Th Y, KERG TITHEERE LR, T
BIINSL DT EDFERS N, ZNDDRERNG, 7 U AX L 2> OFEWEhRE K O3 7 1%
% (PRA DIET) IZAFEORENRDSNT-b DD, HEFEGIZHN, KEHRGIZLY 05
IThEL b EE 2 HTE[2.5-3.3.2 ],

AIMER ONZEMEIZON T, BRBT A U EEL, B8 FOREFCEMLE-TT7®
7t FR ELIGEABR T & 2 [ENERER O 1201 3R (RA7 30 0#5) & 1301 RBR(EFORER L)ALt
L7z ZA, TUAFL Y 150mg & 77 BAREED msDBP DAL & O & H5HEM ZE 1L 5 T
FRETHY, AEFLRARLITIFRETH 72, B, 1301 RBRICB T 2890, Laetil,
L2 LR Ch o7 (Table 2-1) . F7z, mJERE 265 & LRGSR (1104 3
BR) 1BV Th, TUAFLY 150mg LY 300 mg DORM%PE 5RO RN R MERD S iz [2.5-
4,62 1H], [2.5-423.3 1], [2.5-5.11.2 IH],

Table 2-1 BEOREDHEICLIAME (Week 8 FHilF) , ®EMEOLER

A& 5 #h& BHEOHE AR el
Bk JEZh R ¥ A EFRIEBLR

1201 382 7 U A¥ L > 150 mg/H AT 30 kB -8.72/-1.75 51.8%

130135 7Y AXL > 150mg/H BEOHERL -10.4/-8.9 50.3%

gL 50 mg/H -10.6/-8.7 46.5%

a) N—R T A inbOEtRE (msSBP, msDBP) (K. : mmHg)
Source : [2.5-Table 4-10], [2.5-Table 5-4]

UEDZ LD, AXRHFEHBEOHIAICENT, AFEOHETIXT VAT L O OL 4
PEICREREBE G2 W LRI Sz, LovL, 7TUAFLUOREICEL X, HHF
URIE R E — 2 %8575, TbbHEEREDH 2 WITRBEO VTN TEARKES S Z kb,
WREEEORE BB AT 5 2 ENEE LS, BUKRETH 2 KEH & RRIMNOIRMSCE ([1.6-3 K
EOWAFE], [1.6-4 EU MMEETHBEORM LFE]) T —EDORFTTT U ZAF L Oik¥ES
RKOTNWDHZ D, 181 BFXE (L) OMEKOCHEICEET2HEH EOEE, WO
1.8.1 IRfI30E () Ol LodEo 12, EEALARNER] KO 19 @H EoEE) 2,
n%nfﬁﬁ®§@ﬁ&51 BHBBEHITHAT Cmax KON AUC BBZENENR 3.9 5K O%) 2.2

m< D72, RAIMRAREZ BFH Z L ICBERSUIBEZOWTINICHEE L, FrRERR Y 4
HHL*@TW%Té_EOJ,Fﬁﬁ®¥@ﬁ§5i,ﬁ&&@u%“fCMﬁ&@AWjﬁ
ZNENA) 3.9 5RO 2.2 5@ < 222728, ARARMRHY 228 84 2 55 I ER OB
CEETLZ L, |, TRAOEDERIIEEORELZ T 5720, HHRUCEMETRAT S &
IFEEEGADHT L, | LREL, FEMREZITOIZEE L,
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2.2.2 AEIZD2WT

2221 BEILSGHFENAEBHEEOEREFICHTLIAE

BRMEIZOWTIE, ENAERERR (1201 &) OMRNS, 7 U A% L 20E 75~300 mg
OHEFHT, 7T BRI TEAZREDRZ R L, &5 8 Wi 77 B RBHIH 5
msDBP DAL EDOFHGREEZE (T VU AR L UF- 77 8REE) O LSmean (%, 7 VU AF L
75 mg, 150 mg, 300 mg TZHI L4~ 3.96 mmHg, —4.49 mmHg, —746 mmHg THY, Wb
TR THEIZRE o7z, ME= > hr—/L3 (msSBP 7% 140 mmHg A 7>
msDBP 78 90 mmHg i) 1%, 7 U ZAF L 75mg, 150 mg, 300mg TZILEIL 23.48%,
28.57%, 41.59% CThH -7z, MIEOHRE ¥ —1%, 7V A% L 150 mg # & 300 mg B CTIIHALL
L, WREMIMZE L CLE LB ARO LN, 75mg BHIRREMEZ@EL C7 7 v RREX
VIKETHE L b DD, RXARLERNER Th - 72[2.54.22 H], [ENTHEMEL - RIEAR
(1301 #BR) OFER LY, TV ZAF L2 150mg OREEDRIT, 7T HRICHEITENLTEY,
nY Ly ORLHE SO0mg ERI%ETH-T=Z NG, 7Y AF L2 150 mg 13@E ML ETRFRHK &
LTAMTHD Z MRS (12 H) , ZEMEICELTUEL, WInoRis, 71U A% L
> 75~300 mg FHEREOFERLRORBFNKTL ORRRKII T TR R a Ly s LEETH D,
TUAF L 300mg 5D [T DSOFERERIE, 7 U %L OREREIMIMES B
ROWEIMIA SN2 o T2[2.5-42.22 H], [2.5-4.2.3.3 1], [2.5-5.4.1.1 IH],

FREOENER B AR, MOSMETER L7 TR 2B e L o BB ofE R L v,
7 U A L E 150 mg LB CTRERAVICAH 2B ERN R 2228 L TR L, T OZIRIL 300 mg T
RAET D EEZHN[254.61 H], BARARMERZFICKHL LTV AFLro@Eys HEs
150mg & U, +072R bR 5 67204513 300 mg ([SHIET 25 Z & 03y &5 2 70,

2222 EEFEsOFEEICHTIAE

TR A IR AR 2t & L7 BEIREER (1304 3BR) [2BW T, 7 U A% L2 150mg, 300 mg
VRERE & IR AR LTk LT B ERE A & HERIE O ARREM: & LT R &[RRI 5 22 BEIE N R 0358 8
HI[2.5-4.4.2 H], ZRVECHMBITRWT &R S 72[2.5-5.8.2 ], (Table 1-3) , 2D
LG, EER M EE T D FHEOMENTSNE R, BEN D PEEO BT ERE LR U A
BECOHELGNFRELE B 272,

2223 BHEEEZHSEOEEEICNITLIAE

HVE TN L 72 RSB (2209 FRBR) 12RW T, BUED b HE O BHERERE EBEE O AUC,.
au ROY Coax” DAL Z, MR, AFE, Fin, MOMKEZ~ v F o 7 SECBEEEDNIERE
BEHENBR G LR LT & 2 5, REREREE B O BB ERE & X TE WM 2 R
NHLNTZH DO, WREFEE L BHEREOEEE & OB Lo To, HARANDEIE) S
SE OB E 2L ) | ERE (g2 L7 F =2 0 B 1.3 mg/dL Lk 3.0 mg/dL A,
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Mk 0 1.2mg/dL LA & 3.0 mg/dL Kiig) A xf4e e L7-REIRalER (1303 #ER) Tix, BHREOEKT
W N T TR MAER T U A% U R EEDSHINS D[ 23 A H 40 72[2.5-3.1.4.3 HH],

1303 RERICBWTIE, 7 U AF L2 75~300 mg [ TEFEREREE 2 1 5\ BB o3 L, 1B
REREOAREME R M EBE Z G L Lo HERTERR, MG & RREORIENREZ R L
[2.5-4.4.1 TH], £7-, BHEOE FICHENT U AF L o OBRGEEITHENTE 00, LMok
T BT, BETHD Z LRI NT[2.5-58.1 ], (Tablel-3) .

U EORER LY, BEREOK TN R T7 7REOMBEF T U R U R B 319 2 A 7 53 A
LNTZb DD, HEMEROLZEMICE L TREREEL X 20L& X 72[2.5-6.3 1],

£/, 2209 ABRTIL, TV AFLUOBBHES LT 300mg 2H%5 L7z, ZoLE0OEK
HERESE BB O & EIX RS S L R CTH o722 &, 1303 RERICBI L7z 77.5% (31/40) @
BBRE D 150 mg ~EATL, TDH L, 87.1% (27/31) OHERE D 300 mg ~H1T L CTHEEMEIC
MEIX R0 o7 2 e h, BlEEEZE) BHICBNTH T U AFX LY 150mg O &5 % H
T 5 Z EIXRER N EB 2T,

FROBHNG, MG LT F =B 3.0 mg/dL A5 OESED B FEEE O BHEREREE 2 £
BEICKRT 2 HBEOREIILE R <, BIED b HEAE O & i E A &R U E CTOREMAHE
BT,

—J7, RAS IZ/EHT % 36401 ClIa s £ O T & O HMBIROILIRIC L o TREMIRNEDMK
L, —RICBHEECHETZBERREMBOBRFEEHNALNDL Z EXRES TS
(Mazzolai, et al 1999) ,  (Bakris, et al 2000) , 7 U AX L >t RAS IT/EHT 2K THDH Z &
o, BEREREEZE D BFICH L TREEITO LA, E K XOMEZ V7 F =02 EAT
LRNNRHDHOT, BEOIERSCIREZBE LN ORI E L, MEICEREGT5 2 L5
WLEZ, 181 I XE () o EorEo MNEERS ) ICBW T RMNREESFHELT
# L 72[2.5-6.3 TH],

2224 BEREBEIINTSIAE

HME N EREBR T 2 KU T U A% L v OIRWEhREIC 3T 2 iR O 2% ft (2217 3ER)
L7ZAER, TUAFL 2D AUCrinw XY Cray DRAEHMEO L (FhE e IS 1%, ZhZ
AU 1.57 KON 1.28 Th-o72[2.5-3.1.4.1 H], ENNOEERRBOMERENS, mimEEE & IEmbms
MBI DT U AF L OFMMEROLZEMEEFRETHY, BEEOEITHEEDRICKE Y
Br G 2N LRI, 72720, RIS EEE CIIARSENME T L TERY, minE
Zxt L CIEEEICRG T2 ENZE LV EnD, 181 I E (R) ol EoEEo (1.
EEL L NS 15 @mlE ~0# 5] ([ZBW TN = FHE A2 50# L 72[2.5-6.3 ],

2.3 F&H
bz End, miEREIHTET I AFLromEHELZ 150mg & L, 7B ER
EREOLNROEAIE 300 mg [SHEET S 2 L@ ) &l L, ARIOHEROHESZ TEF,
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ANICIET Y A% L e LT 150mg 2 1 B 1 [BRROKST D, 208, IRAR 0255811,
300mg FCHETDHIENTED, | ERELT,
7k, BHEREFETE A0 O miiE R K NS R B E T 2 Eo s IOV T, 1.8.1
WHRCGE (%) O EoEEo M. EERE ) WouS 15 @mig~ofkh] 1<, RFORE
ZERE LA EOEEREIZOWTIE, AEKOHEICBEET 2 H LoEEIT N 1.8.1 I’
3 () ol EoEEo 2, EEZREARNERZ] KO 19, @H EoFEE] 280 T, LA
T X HITFEH L,
<AERUVHAEICEET 2EALOEE>
AEI ORI 518, BB FEGICHT Cmax LY AUC BAZENER 3.9 RO 2.2 %
‘<7257, RAEIMRMAREHZ B3 2 L ICEEREUIRZOWTILICHEE L, ATREZRR
DEEERCEECIRATS 2L, (N2, EEREARNER] (3) OHEBR)
1. REHRE KoBFITEEICRGF T2 L)
() BHEEEEOH 5 BH (BHEREEOH 2 BF T, MEL Y v MELCME S LT T
=VEN ERTLABENARSHLHDOT, BFEOREZBLE L 2N OEEICERET S
o)
4) mlinE (5. @iE~0KE ] OHEZR)
2. EELGEKXNIR
(3) AFIDOZERERFE 5%, BHEBE G T Cmax XY AUC BZENENH 3.9 75 KLU 2.2
B 250, REIRMAREM A2 ZE 3 5356 I0HEROZLICRFICERET 2 &,
( [ZEpEE] OESH)
5. BEE~NDEE
(1) mE T —RICWEDOREEITHE L RAnE ST (HMEZEENEZ 2R
H5) OT, BEOREZBIE LN SEEICEFTH L,
(2) i OFEYERERABR T, AR OMIETRED S (N TEL D T LB L
nTWo, ( [3EpEE] OESM)
9. BHLDEE

BRAREE : AA OB RITEFEOREELZ T 5720, BHFEICRMFETRAT L Lo EEE
Hxnz b, ([Ep@EmE] omzR)

REERAIE LT, @HHEELTCO I15S0mg Sex s 52L& L,

3 SE

[Bakris GL, Weir MR (2000)] Angiotensin-converting enzyme inhibitor-associated elevations in serum
creatinine. Arch Intern Med; 160:685-93.

[Mazzolai L, Burnier M (1999)] Comparative safety and tolerability of angiotensin II receptor antagonists.
Drug saf; 21:23-33.
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FIRMAILERDL, 7UAF LV oOERATER L2 A RASMEREF T 5 RS (1104,

1201, 1202, 1301, 1303, 1304 R OF 2324 RBR) 20.£Elﬁ .El, 20.&.)%.5&0*‘

2(-$.H.EI (224 ET & 172 Company Core Data Sheet (CCDS) D EE#IZEIERELE,

1 ==Y |

1.1 BSOXR

[ (ROBHICFEELLZWLIE) ]

1. FRIOREAC R LEBEIEOBRERED S % BE

2. BIRSUIEIEL T s eEtto b smA (e, i, ER, RAGE~ORLE 0HEZ
i)

3. AR vyEAREGROBRE (13 HEEH) oESH)

1.2 RBOEORTEEN

1. EEEBUERSEETOMEREELZEE L, ROl U GRESEROBEEO H 5 BE
TR AR AR EEE L LTHEBEERE L,

2 7. R, FER, BLRS~0BR5M) omEsR

3. T4 HEERE oHEzmR

2 HERSH

2.1 EERSDE

1. HEHE (ROBEBICIHECEETLEOL)

(1) MR L R EoSEaiiRkEo &4 BE VIS TEEkkE0 H 5 BE  [WHtE
L <iZhHtEoEahiikand 4 BE TS CHERRED L ABRFICERA #HRE LET
—H T, TheOBFIZEBW TR, BLEEORDOHRERERREOKTICL 0 AFEIZ
A B S EABFNEH LD T, BEL2DESLRWEIHR AN BEES2ES, &S
T AZ &, ]

(2) BAV D LAMECERE (B2 U LMEA2EEXELZBENELLOT, HELCEES
WEHB AN ABEEREE, BEILEIAZ L, Fi2, Lo T ot T oo v o REEE
FERE, BHREREERUHERFORYE, BRI ZETHMFEL Y Y 2EREL I, &
AU AMESERRTABFNAHAOT, MEHD PLEICEETAIE, )

(3) BHrEEEOHA2BRE IMBFHY 2 AERTCMESZ LT F = R LERTABFNEHAD
T, BEFoRESEE LA cERICEETAZYE, )

4 FEfmE (5 EmE~oks) omEzm)

2.2 EERSDOEORERN

(1) WA L < iZA e SRS UL CEBIREROH 2BE TIL, 7oV 47 v
VI Lo THRERRERIESHRFENTHWS, ZROOBFC L= - TPt 7 i Hh
(renin-angiotensin system, RAS) % ¥fl3 2 EA| #& 55 5 L, saHENIRSIEE LB R
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BOWALARERAEIEREDE TIC L AHICEHEL B S BFN0H 5,
INHOBRFIIHTHAFNOMRICET 27 =X IG5 TN, AFlEH RAS % #l]
THIEANTH D Z L NOIEEAE LT,

(2) AANTXRASIZIERL, 7V RAT 0 OpE T 5 AREEA RIS TWD, 207
O, @AY U AMIEORETIE, &0V U AEAEEIELIBEZENNH DL DT, HEEC
DEBRNEH SN EEEEREBELBITI L ZENEETLVEEZD, AFIFREICLD
MIEH U 7 A~DEBII/NS VR, ToIo4T oy o EMEERHILESR (ACE HER) I7
YOFT U T RRREGEE (ARB) OFFRE, BHSREREE L ORI 2 &0 L BE, &
EFEOMIEN U 7 LAREL 72D 0T WEE T, AFIOBGIZEVED U U AMENRFEE
THBENRHDZ EMbIEFEREEZME LT,

(3) HMETEM L- BRI (2209 3BR) L BHEERE AL miEAE (g2 LT 5=
> 3.0 mg/dL KiE) Zxfg Ll L7zikBe (1303 iRBR) OfERN S, Mgz L7 F=2n
3.0 mg/dL A DAL 7> & HARE O B EERS E & fF 5 IS LT, AAI 150 mg, 300 mg %
BeE LT25A, RS E~OEEII V7L, FR2EMH RE MBIV ERER SN
TW5,

—7J7, RAS ICIERT 2 3KITI%, & IfEDE T K O HMENROIEEIC X - REMBNIE

MET L, —RICBHEAEICEE T 2HAREEORFEEHNALND Z L ARESLTWH

% (Mazzolai, etal 1999) (Bakris, et al 2000) .

AFt, RASITIEAT2HAITH Y, BHEEREDH 5 BE K L THREE21T A2,

MiEH YV 7 LR RMIET VT F=0 BN ERATOIBENNGD Z 0D, BEOIERSRAE

BELENDLEEMICEEL, HEICRG T ENMEY EEZONDOER LML LT,
4 T6. mlmE~OE5M OEEM

3 ERGEFNIEM

3.1 EELGEXPNIEDE

2. EEREXRNEE

(1) ARIEESUIIES A ST LTV EE B, Mm@t o, & HEOR R
DO HZ2Z T TWAH B, BMEABEERETORE) Tk, AHIOE5IZE > T, SEEED
RMEZEZTBENDRSH D, JEGEMHRIMENAE UG8 @U@ s2175 2 &,

Q) BEERICESSHEN, S00XRNHobNAZERHHDOT, FEMEE, HEEHEOER
EfER A O B A B ET A BRICITIER S5 Z &,

(3) AFDZEERHE 1T, BHFEGITH AT Cmax & N AUC BNZNENHK 3.9 (5 KO 2.2 155
7e =, AFIRARKYZ2ZLE5 2551 0EROBICEFCEET DI L, ( [HEpd
RE] DIEZMR)

@) AKFNFAA AT XA Z YT 4 PME EIREEE N K E W28, Far OBERIZEY A
THEINDMPREZ ERIZREMERH D, AFORGICEL CUIBEFE T L OERE 5
WZEEL, AAEAORSZEEICHET 52 &, ( BEEiE] omESH)

3.2 EELGERMTEDEDREIRHL

(1) EANEOSEORFRRBRICBWNT, KIEORBRRIILLS, EERAEFRL L THRESN
THEHRIL 2o T,
Ly L72s B, RIS XTSI LT a3 (BlxIE, i@ o B,
EHEORREOEL 251 T DB, BERBERETORBE) CIIRKREOHRIIZ X
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D RAS WILHE L TV D720, AFIOEHIZ L 0 IEFEEDORINENE T 2BENRNH D Z &
DD IEE A MR U7z,
AHNOEFERICEDOFE, SHOFENBRT LI LENHLHLOT, FEFRLEOEES
HE L CTHEEAMREL LT,

AR OB RIT B FOFEEZZF, TEHERHE G, A% %512~ T Cmax KOV AUC 23
TNZENRI3IME R ORI 22 (5@ < D 2 EDBMERIN TN D, T OEENIARFOHIEKL
ORZEVEICREREEBEEZ W EDVRB I WD, IRAROZEEIC L 0 AF| O
BENEBTHZ 000, AFORMICE LTI, AR UREASY — 28545, 472
DHZERRED D WVITEBEZROWTNNTHEARMAT2Z 212K, BEROKRE R 20T
L2 ENEFELL, RANAZETT 28541218, BEOEROB(ILICEET L EEL
MAEC L7z,

AKENIASA AT A Z YT 4 MRS EREEN RE W &, KOAKRFINEE S5 ATEE
HOHLEMEBRF IS EIIERAINEEZALTEBY, £ OFHEEHTT S /M m
WZ e E A, FxOER (FlxX, IRAFRES, OFH3E, BHREREE, &id, KOMKKE
) WKV ERARTHEE SN MPEEE ERIZAREENH D, TOD, BETLEO
BWRE+DEEL, AFEHOEE2EEIHET 2 X5 EE 2 L,

4 HE{ERE
4.1 HEERADE
3. HE{EM

(1) BtREE FHLZRNZ L)

RHla%F ERERAER - HHEHZE B - BIRETF

vrmaARY Yy (T g
Loy, RA—T V)

PRI &0 AHI D i R
NEATIBZNND D
[(OFFH# S (258 12X
D AH|D Cmax 2355 2.5 135,
AUC 23 551 ES-L
=],

AAKID Pgp 4t L= HEH
7 ARY ALY P
INdEEZLND,

(2) $REFE PHHICEETLZ L)

EHaF

FRERER - HEHZE

Hr - BIREF

Tae3 R

7 ut I NOMREDHES
NHEBENNHDHDOT, #H
Brtmicaror 2 &, F
H#h (ZEjERs) ko~
2t I FD Cmax 7 49%,
AUC 73 28%(K T L7=]

B EAATH L,

T RIVINAK T

ORI & 0 A0 A
NEATLIBZENARDD

[OFHES (Z2HERE) 12X
D ARAF|D Cmax KN AUC 73

AHID Pgp Z A L7 HEH A
T RIVARAZF AT IO
flahsLBEXOND,
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RHla%FE ERERAEIR - HHEHE HF - BIREF

FIENK 15212 B L
7-]

F U U AREERRF (2 | iES Y O AMER ERE TS | KFOT IV RART a bk
v'ae /77 Ny, RUT A BEANHHOTHHEL V MENC L0 U o LRTFEE

F Lo k) Y AMEICEET D 2 b, FAASHEBR % ATREME DS B

BV 7 DA (AL Do

DN fERRIK T« BHREREE, B
I

4.2 HEEROEDOHRTERMN
(28 XRYY (BoT12ay, RF—F)L%F) ]

Y7 aARY L OPFHEE (ZERERE) I2XY, AFND AUCqin KOV Copay (FHIRIE AT HAT
TNENH) 43~5 [F RO 2.5 512 (7 B AR Y > 200 mg #5-RFD AUCqns & Y Cogx 1TF 40
ZI328% % TN 149%, 7 m AR Y » 600 mg BEHHFD AUCqint KTV Copa 1AL AL 399% S Y
148%) HIML7c, 2O Z NG, ZRMICEET D RN D 570tz L L,

(ZOot=F]

7ut I FEDOOFHES (EER) 12XV, KFIOEYEREICE(LIZA DR hoTodd, 78
T2 RO AUCqiu LT Cog™ X HIRBE HIZ LR TENEI 28% M TN 49% Lz, ZDZ Lk,
7t ROMREZEH SELB8ZNNH 512 0EE &M Lz,

[7 FILNRR S F U]

T MR ZEF L OREFREE (Z2HERE) 12XV, T RARAX T2 RO OREM O Ky E)

BICRERBIITA LN T2D, AEID AUC SO Coy FEHARBE 5 LEARTHR 1.5 512 (7
FLR A BT 80 mg #5G-FD AUCo M O Cogx IXEAVEIL 47% K TN 50%) MM L7 Z E0biE
B MLES U7,

[(hYUoLRFEFIRE (REQ/ SV by, PUTLTLUE) , AU LGGEA (8EH
1) L%) ]

AKHBNBDT IV RATa o pwaiil L, migh ) v AMixE ER ST RSB0, U D
DRFFERIRAI L O U 7 AffREIA L OPFAIC L Y S SIcfiEd U v AMix ERSE58EN
DI D T- 1R EWE LT,

5 &2l4E A4
5.1 BERDE
4. Bl¥EMA

[EIN THESE S A7z @ R BE kT D ERRERICB VT, BWERADRHE SN7-01% 869 f#iH
225 il (25.9%) ToHYH, =056 EMBTHIEIERIX 139 #1] (16.0%) , EERMREMEREFIT 113 4
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(13.0%) Tho7-, E72AMTHIRIER TR 116 (1.3%) , THIH (1.0%) %EThH-oT-,

T2, ERBRBREMET L, ALT (GPT) #0021 ] (2.4%) , A RESHIMN 20 ] (2.3%) %

ThHoT-,

(1) EXLGEIEA
MERE GEERATD )  FHEm, OE, WE, SOERSEMNERE LThbbnd Z &R
B DD TEEET/DITATY, IERAD SN HAIiIHx G52 Tk L, WEYRLEETTH 2
Lo

) AKFREFE COENERRRIR TRO b - EIER

(2) ZDOtDEIER

1%L E 1%R &5
mERV) VIRREE — =il
RERUREES A~ 27Uy R, fd _
PREEE N
HREREST GIEpS —
BlaEE T —
FrREE RES FFHSRER S, ALT (GPT) i B
m, y-GTP 40
BEERUVE THBER — W5
BRUKBES i 7 V7 F =8, BRI B
BtE, JRHE ATE
ZDih CK (CPK) H4in A A U o AN

5.2 BlEFADEDEEBH
(1) BERAEIEM

[N M L 7= @ i B 6 B R RBRIC BV T TIERE] 13380 b THARNLE DD,
SMNETRIANPED LN TND I &, AAID CCDS IZFEHINTWDH Z &, RUOSEEHKD THALRH
fEM] DEICEEHSNTWD Z L aBEIL, HEAHO THERZREIEMN] & LTRE L,

(2) ZoOMoREIER

[N CFEM L7 i I E B Tk B R ERBRIC IV T 1%L ICERD b= RIEH 2% E D%t
G:L L7 ([2.74-Table 7-111], [2.7.4-Table 7-112]) ., 7¢d3, [EWN CTIHEE S 7= KRR TORIE
ROFERIL 1%KRMTHDLH DD, CCDS ICAFOREME LTiRidliEn g T&Eim) 15
Z1, KO T U o A8 & &b CRiH L7,

RIEROBICERH T 2RWER4 L LT, THf MU 70U KM, &Y 27U &Y RifE)
T YU U Y REEIN I, T RERHEIN, &REEIAE (X i RERHEN 1T, TR
e, MR 1 URIBEED 1o, TIRIERBAEME, SR E URPEABE &, T8
i, FRMEREGRD, ~~ 27Uy M, ~E7aerld) ik M&imy 2, [HFSRERS, AT
HIRERETE | 1% THFRERERE ) IC2 TR £ & TRl L7,
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£/, (7I=r T2 bT AT 2T B 13 TALT (GPT) #0) &, [y-Z1%
SNV T AT =T8N X Iy-GTP #in) &, T o7 L7 F U ARRARRF—EHIN X
[CK (CPK) ¥4 &9 EHWEMA TEAZNRHE LT,

7p¥s,  MEEMEGME] 13 1.0% (9/869) & 1%L EOBETRO LTINS, LATOHIZ L
D ARFNORIVEH OFEHED B FRA LT,

FERGIRRIRIZ I T, 3yh%%bkﬁh@¢ﬁ%@%ﬁ%ﬁf,TUx%vy@%%mﬁ@

B L7228 b & LT, TEEILEICH T 2 RIEME R OHIEEE LN wmE Sz, £/, ERE
%%ﬁﬁﬁ(nwﬁ%);%wf,ﬁ%%%&LTZ%LE%Eﬁﬁ%éM(%fﬂ%ﬁ%ﬁ@
FHEARK EORBEBEBRIIGESNE) , 24055 1 4T, [HEEHAY (EME4
PROGRESSED MALIGNANT NEOPLASMA) | s (CBEREHIARHTH Y, EOETITON
TARHK E ORFEMEITIARY) ST,

FREOIRPLE B F 2 ER A ERE RO (RO 2D, HBRE OZ MR L OE 72

DIEMNEOBEN D, 5B ERINDRERICBW CEBMMREZ EET 5 L5 BEHENH -T2,
FEEIMRAIL, B, KBPARBZOAZ J—=2 7L LTHOLRTWDA, AN, AEk
DBER@EWTZD, HREHEE L OR#EEZR T, MAEMREZZBGHHETE 277 Bhx R, %
R T D 1301 R CERKRMRAE DO —IHH & LTGRO 50 (I ik A 2 2 a3
DT L & OHIBNTE 572, 1301 38R O Ff&aTA ke A CEEVE M GME & 72 - 7o gRE O FIG X
7T v AREE 32% (5/156) , AFK| 150 mg Bf 3.0% (9/302) , KOvHZr 50 mg BE 2.0%
(6/303) & FGREMI CRIFRE T o7z, TRFRIIT, AHA| 150 mg FEOPERE 1T, ERMLIZ B
2 WERIER P LA H LT, BRI EGHELIMCE ERFROWME L R o7, b, &E5%
DBV AR AN GE T do > T2 EFNT DN T, RSP RN RS A K 5B E 21T - 7252,
HILBR RO EERAEFS L LT TREIRGE] A7 78R et Z L 50 mg #CTH 1 4
WE SR, AF 150 mg BETIEED X 5 ZeliFid e oiz,

F 72, SMECB W TR S 2 515 & L CRIBNSE A AW - BRRIEEEEER (2103 3BR) %
Fhtn LTS R, AAI 300 mg/H A 8 HMEFgRE b Lk &, B, FATHM, TITHE
FOERD HERIL LT 3T, IEak, HE5E, ROE, ARG O R K ORI E R T
DRERITFRD b7 oTz,

—77, ZOHDOIFFROBIKG D, AR TR O bz FTEHIE OBE, AH
DRFAREEIC L VFHEEIND T v MFFRNZRRIERIETH Y, RFNZE T D e N TOIRER
FEHEIZB T 28BA) AT IFEWEE X L,

FE MR IL 1301 REBRCTAAONAFMED U 2 7 3o —8) & U CRBNC 2 S, B
BRAERNOAEERERE L THREINTZLOTIERL, FEMBEORBEO/EL 77 v REEL
e LZ U BEERBECh-T-2 L, TOHROMFNIBWT, & hTIEDBAFEED Y X7 2R
THDOTIIRNWZ ENERINIZZ &0 6, RFERIZHTZ > TOEEBE & U TRz 21T
D EWER O~ EE M) OFCEITAE &l L7z,
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6.1 SEREANDEEDE

5. BE~DEE

(1) ElEE I RGBEDOREIIGFE L VSN TnD (IMEESNEZ 28T H
%) OT, BEOREBELBE LN OHEEIIRGTLHZ L,

(2) mkE OEYEERR T, AAOMEFRENIEREIRE I TR D2 ENBOLNT
W5, ( [BEpahie] omsmR)

6.2 SRENDEREDEDRTERM

(1) —MICEIRE CIHEBEBENME T L TN D Z 20D EimE ~EE L2 B 5T 28550
MREEFRE L CHERZRE LT,

(2) AME ARG % 6t BRI O I BN REI 69 D MBI O B A st LT RS R, AR
AUCint M O Crax DL (R /FEREE) 1%, TNEN 157 XV 1.28 TH Y, AHKlD Mg
RN IEERE IS E L D 2 E RO BT,

7 b, EiR, RIFFAORSHE

71 TR, El BIIBSEFAOBREDE

6. IR, ER RIFFEADEE

(1) FER IR L CW D AIEEME D & D8 NTIT &G Lz &, F72, &G PICEEHE L
THEEIE, EblckEETIET 28, Ule~O&RGIZET 2 ERITHE DTV,
TUUFT o NSRRI N T O A T v B WEEFEIE T, R ~K
IS G SN BE IR AT, FAEDE, R - FrEROKDE, BRe, &8 A
MAE, BEZEDOIERAA, FAEEIC XD EHER S 5 TR OHfE, ik, SEZEBEE O,
OB BERRAEZEND b OWRENDH D, £z, BHATEINTEZT o O4T v
VEBIBRILERICBIT AL bu AR T ¢ T ERAE T, MR U T v
ARSI E IR 2 e 5 SN - BETHICB VT, BRI U A 7 1IZBERI N5 ST
WR WA @ o7 & OMEND D, )

Q) BILT DI A~OEGERET, RSOEGTRETIGE IRz s 8, (@8
FEH (T 8 T, AP ~BITTLLOWMERDH D, )

7.2 Him, ER RIBEAOBREOEDHRTIEN

() FEERRBRICEBNT, 7y hZ2HOWTZREAOEKRE TOYMIREE, 7y MR X
PHWTIEEOMRIERAICETAT Y AF LU OEBERF LR, 7y FOZRELD
PR E~OEBIIAONT, Ty FEORTHFIZENT, 8- IBIEREE, ONEaGE
PIFRO b o7z, £lo, 7 NOHERIKOHAEZOREIZB T ATV AF L O
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UL, ¥ THD ARB I ONT ACE BHEHRKTIE, BITECEED, (& ONRIE~DR2E
NESNTEY, W&, Ew, ZEeE~0EHIIZ%S Lo TWnD, 2, vIX%
ANWTT U AXF L OIRBEBITZ RS LTERER, 70 2% Ly RO OB OBBERBITH
HoNTZ D, b NOMEOIRENZZE S NS AIREMEIIEETE RN EEZ I LT,
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DN —2 EFERL LT\, ZOREEND, FLRITEEMW ERIERICT U A% L 7o LG
W\ ZWREE S D Z & DR S LT,

AFIBE FOLHFICH SN DN E D MDIRHATH D2, 7 v b THH~OBITHRHE S
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I OIm AN~OF G 28T, RS THRETOIGAICIIRALZPILESEENREEL
WEB ZIER A LT,

INREFEADERER
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INEEADBRE

AR, FrAR, FLR, SIESUT/NRISH S 2 L a3 L TRy (B REERAS 72
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8.2

o

INRFADEEDEDHERNL

EHAARER, HAR, LR, SR IRk 2 iE BRI 50 L TR & 22 aridm T
LTCWARW = OEE A E L7,

9

9.1
8.
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BERGDOR
BEEE

Bz - R BEREICET 2T —F 130D, BERGRICH B D ERAERITIAA ORI
ERIC L 2ERMETHD LEZBND,
BB - SEGRMHRIEZE Co 5820, WURLEZAT S 2 &,

9.2

BEREDEDKERM

W B GO ERGERIE, AFNOREEMFEHIC L SRLETHD Z & NBIEEZHE L7z,
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FHIZRME - PTP WEOFKANL PTP > — b2V H L TRAT A Lo ES 52 L, (PTP &
— hORAIZ LY, BOGAETAREREA~IA L, ISR RS L CHERIRR SO HEE 2
AOHEZOFRET 5 2 LA STV D)

RAAEE . AAIORMEEIIREORELZ T 5120, BRI UEECRATSE2EEEZ5 25
L, ([FEm@EiE] oES)

10.2 ERALOZEOEDOHRTEIRN

R ATEF -

PTP @2 DHANT KT 25 —MER & LT, AARBIKMEKESSMBE St THER LAEDYE
[FRk 8453 A 27 BT BEHESR 45240 5] | [CERSEEELAME LT,

PR A

M3, BRI EM] OHESMH

11 SE X

[Bakris GL, Weir MR (2000)] Angiotensin-converting enzyme inhibitor-associated elevations in serum
creatinine. Arch Intern Med; 160:685-93.

[Mazzolai L, Burnier M (1999)] Comparative safety and tolerability of angiotensin II receptor antagonists.
Drug saf; 21:23-33.
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1 EELHO—EHBFRZDULNT

Rk 18 - 7 A 27 HEF CERME—RMATIZ O OWTEHEELRRE L, Rk 19 4 4
A 9 HEAREIE 0409001 5 LV, Bk 5 18-2-B8 THE S/,

JAN (HA4) 7V AXL 2 7<) LEEE
JAN (3£ 44) : Aliskiren Fumarate

0 HsC CHs

HyC 0
HaC._
0" "0 <Ry H NHy| . HDZC,Q\\\/COQH
H OH i 7 " HC CHy
HsC CH; 2
2 International Nonproprietary Names for Pharmaceutical

Substances (INN)
aliskiren (r-INN)WHO Drug Information, Vol.15, No.1, 2001 (List45)
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- BIRFOREEZEEEHOELD

L4 - Bl

(25,48,58,7S5)-5-amino-N-(2-carbamoyl-2-methylpropyl)-4-hydroxy-2-(1-methylethyl)-7-[4-methoxy-3-
(3-methoxypropoxy)benzyl]-8-methylnonanamide

Gl 7T U AF 1), 2O R OZ ORG

o w KX
(0]
N NH |+ HORCT OO
i VH
H |-(|)3: /\CH3 HsC CH3 )
2 oRe - #h R | miEE
A% - A E|&EE RACETUASFLELTIS0mgZ 1 B 1 EROES5T 5,
BB, WRATDIRGEE, 300mg ETHETHZENRTED,
W3 & o R E
w4 k O|KEK: 7V 2% L0 7wV
HANWIY - 08| s 500 288 150mg (1587 U 2% Lo % 150 mg &)
" PE | HER G AR R
EukzEn WENE DEFE R (mg/kg)
&0 FrRM
7 b > 2000 (1)
AN > 2210 ()
7w h? 500 (1), 800 (i)
axry~v—%tky b > 100 (Hff + 1) ;
-= ST AL, V= 3Ry b vk, V= NEERER, Y= SRR G R O HEE
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m okt & | KEkGRERERR

R / %

5]

e GRS

Bh8
(mg/kg/ H)

T
(mg/kg/ H)

B &P

Z >~ /SD

13 8

&N

0, 60, 200, 600

60 (HE - i)

>200 mg/kg: BT / —HORERR
12K 0Ly (200 mg/kg: 1 3,
Wt 4 511; 600 mg/kg: 2 51, M 8
Bl 7%, VRUE; SUE Al RE,
(Lol - - BB D o if); B
REEAE KA ()

600 mg/kg: ARMLEK-Hb(HE)|; & s:
RERBERE /308 FEZ B (M)

Tk
Wistar

26

&N

0, 50, 150, 250

50 (K - HE)

> 50 mg/kg: JiLlE

> 150 mg/kg: /S RV 7268 1K
HHIIN ()|, R, RIEE
()]s Ml ABAUE SN AL Bz
04

250 mg/kg: FIF5AL, FRMER; 14
EHINE@EE |, Bk U 2ok
()t RIS BESE () -
RGBT

aF v —F
Ty b

13 3

&N

0, 5,20, 50

5 (),
<5 (Mff)

5 mg/kg: Bl FHBHRAL K ()
>20 mg/kg: —MCREERRIZLDY
A5y (20 /50 mg/kg: MER 1 4;
WG R A LR - SRR, IR
E(ME)|; FRMER-Hb-He, #ERAzR
Bkt BUNT; Bl BRI
50 mg/kg: BLHE-MEM:- T2 LT
F=1

aELT—F
v b

39 JH

&N

0,2,5,20

2 (HfE - 1)

>5mgkg: BUN- 7 LT =21
20 mg/kg: ATIR- B E R0, B
igh: 5 ARERIIL EME K, FER
JiE

i P BRI S

il BIEHZEELE (ENERARE)  225/869=25.9%

BIVER ofEE 4%

TI=v T NIRRT =T —EHIN 21 (2.4%)
y-INEINRT AT 2T —E 14 (1.6%)
M h U 27U &Y K80 12 (1.4%)
TR PRI 15 11 (1.3%)
SEYR 11 (1.3%)
M7 V7 F = BN 10 (1.2%)
TR 9 (1.0%)
T8 1 B 9 (1.0%)
M7 L7 F R ARFF—EHIN 9 (1.0%)

9 (1.0%) %

itp

VT 4 AT 7 — et
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1 g3

Drug substance control of critical steps and intermediates
[3000940_S24 M_392 1]

£ | EEE RS

31 FEIFEK 4 3.1

32 Ty iRESE 4 3.2

328 R 4 328

3281 —RfEH 4 3.2.8.1

32811 &% 4 32811
_ Novartis Pharma AG, Basel, Switzerland 4 3.28.11
Drug substance nomenclature
[3000940 S11 M 975 3]

328.1.2 & 3.28.1.2
_ Novartis Pharma AG, Basel, Switzerland 3.2.8.1.2
Drug substance structure
[3000940 S12 M 392 1]

32813 —Rx4EE 32813

—_, Novartis Pharma AG, Basel, Switzerland 32813
Drug substance general properties
[3000940 _S13 M 975 2]
3282 #gE 3.28.2
32821 HEEE 32821
Novartis Pharma AG, Basel, Switzerland 3.2.8.2.1
Drug substance Manufacturers
[3000940 S21 M 392 1}
32822 WEHERCGTaRR arba—iu 32822
Novartis Pharma AG, Basel, Switzerland 32822
Drug substance description of manufacturing process and process controls
[3000940 S22 M 392 2]
32823 FEMEOEH 3.28.23
, Novartis Pharma AG, Basel, Switzerland 32823
Control of materials
[3000940_S23 M 392 2]
Novartis Pharma AG, Basel, Switzerland
Testing Monograph
[CI 5000105 A R 2]
Novartis Pharma AG, Basel, Switzerland
Testing Monograph
[RM_5000939_A R 1]

32824 HETREUCEEPHEOEH 328.24

_ Novartis Pharma AG, Basel, Switzerland 32824
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W&

32825 Futzx e RYF—g v ST uk R

N

328.2s

-, Novartis Pharma AG, Basel, Switzerland
Process validation
[3000940_S25 M 967 1]

32825

32826 BLETEOMBORGS

328206

_ Novartis Pharma AG, Basel, Switzerland

Drug substance manufacturing process development
[3000940 S26 M 392 1]

32826

3.2.83

3283

3.2.83.1 {#HiEEOMOREO MR

325831

_i Novartis Pharma AG, Basel, Switzerland

Drug substance elucidation of structure and other characteristics
[3000940_S31 M 975 3]

32831

32832 Ay

32832

_, Novartis Pharma AG, Basel, Switzerland

Drug substance impurities and comparative impurity profiles
[3000940_S32 M 392 1]

Nicke! and palladium complex catalyzed cross-coupling reactions of
organometallic reagents with organic halydes

[3765070_ANSW_MP 840 2 appl kumada]

Enantioselective synthesis of epoxy amino acids
(3765070 ANSW_MP 840 2 app2_guillerm]

On the stereoselection of iodolactonizations of 3-silyloxyalk-5-enoic acids
[3765070 ANSW_MP 840 2 app3_bedford]

32832

3.2.8.4 JFEROEH

3254

3.284.1 HEERUBRBR A

32841

Novartis Pharma AG, Basel, Switzerlan
Drug substance specifications
[3000940_S41_M_975 2] )
-, Novartis Pharma AG, Basel, Switzerland
Testing Monograph
[DS 3000940 A R 2]}

32841

32842 BBHE O HE)

32842

_-, Novartis Pharma AG, Basel, Switzerland

Drug substance analytical procedures
{3000940_S42 M _975 1]

32842

32843 RBRFE OWHHE) oV F— 30

32843

—, Novartis Pharma AG, Basel, Switzerland

Drug substance analytical method validation
[3000940_S43 M_975_3]

_. Novartis Pharma AG, Basel, Switzerland
Method validation: Particle size by !

32543
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[VR10301D (AS3000940.001)] 4 3.2.843
_, Novartis Pharma AG, Basel, Switzerland
Method validation: Identity by IR spectroscopy (-)
[VR20511B (AS3000940.001)]

. Novartis Pharma AG, Basel, Switzerland
Method validation: Identity by IR (-)
[VR20551A (AS3000940.001)]
_, Novartis Pharma AG, Basel, Switzerland
Method validation: Identity by X-ray powder diffraction
[VR20901A (AS3000940.001))

—, Novartis Pharma AG, Basel, Switzerland
Method validation: | N -, I

[VR38371A (AS3000940.001)]

-, Novartis Pharma AG, Basel, Switzerland

Method validation: Identity by optical rotation

[VR23301B (AS30000940.001)]

-, Novartis Pharma AG, Basel, Switzerland

Method validation: Related substances by HPLC (RP)
[VR30001G (AS3000940.001))

-, Novartis Pharma AG, Basel, Switzerland

Method validation: Residual solvents

[VR35601D (AS3000940.001)]

_. Novartis Pharma AG, Basel, Switzerland
Method validation: Water

[VR35801D (AS3000940.001)]

-, Novartis Pharma AG, Basel, Switzerland

Method validation: Heavy metals (-)

[VR3691 1B (AS3000940.001)]

-, Novartis Pharma AG, Basel, Switzerland

Method validation: Specific impurities by CE (—)
[VR38065E (AS3000940.001)]

_, Novartis Pharma AG, Basel, Switzerland
Method validation: _ substance by - (-)
[VR38031B (AS3000940.001)]

_, Novartis Pharma AG, Basel, Switzerland

Method validation: Specific impurities by IC

[VR38071E (AS3000940.001)]

_, Novartis Pharma AG, Basel, Switzerland
Method validation: Assay by -

[VR40701D (AS3000940.001)]

_, Novartis Pharma AG, Basel, Switzerland

Method validation: Assay of _

[VR41601C (AS3000940.001)]

-, Novartis Pharma AG, Basel, Switzerland
Method validation: Assay by HPLC

[VR40001C (AS3000940.001)]
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-, Novartis Pharma AG, Basel, Switzerland 4 32843
Method validation: Microbial limit test
[VR70101B (AS3000940.001)]
32844 wy ROYH 4 32.54.4

_, Novartis Pharma AG, Basel, Switzerland 4 32844
Drug substance batch analysis

[3000940_S44 M 392 1)

3.2.84.5 BUERORB S EO R4 4 32545
_, Novartis Pharma AG, Basel, Switzerland 4 3.2.84.5

Drug substance justification of specification
[3000940_S45 M 392 1]

3285 MR TEEDE 4 3285
_, Novartis Pharma AG, Basel, Switzerland 4 3285

Drug substance reference standard
[3000940_S50 M _392 1]
-, Novartis Phanna AG, Basel, Switzerland
Testing Monograph for Reference Substance
[DS_3000940 A REF 1]

3.2.8.6 Ak UHAR R 4 3.2.5.6
_, Novartis Pharma AG, Basel, Switzerland 4 3.28.6
Drug substance container closure system
[3000940 S60 M 975 3}

3.2.8.7 #iEtE 4 3.28.7
3.2.8.7.1 TEMOE &L HROHR 4 3.2.8.7.1
I ovortis Pharma AG, Basel, Switzerland 4 3.2.8.7.1

Stability summary and conclusion
[3000940_S71_M_975_5]

-, Novartis Pharma AG, Basel, Switzerland
Registration stability report - Summary and conclusion
[RSR3000940.001 Summary-F (MN 151624)]
_, Novartis Pharima AG, Basel, Switzerland
Stability Commitment Report - Summary and Conclusion
[SCR 3000940.00]1 Summary R 4]

-, Novartis Pharma AG, Basel, Switzerland
Stability Commitment Report - Summary and Conclusion
[SCR 3000940.002 Summary R_5]

-, Novartis Pharma AG, Basel, Switzerland
Supportive stability report

[SUP3000940.001B (MN 151624)]

3.2.8.7.2 GRS OLEMEMERFHE O MR KR OEM 4 32872
_, Novartis Pharma AG, Basel, Switzerland 4 32872

Drug substance stability commitment
[3000940_S72 M _975_2]

_, Novartis Pharma AG, Basel, Switzerland
Stability Protocol
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[SP 3000940.001 R _1]

_. Novartis Pharma AG, Basel, Switzerland
Stability Protocol

[SP 3000940.002 R 1]

32872

32873 TEHT—F

32873

- Novartis Pharma AG, Basel, Switzerland
Stability data

[3000940_S73_M_975_5]

-, Novartis Pharma AG, Basel, Switzerland
Registration stability report - Data tables
[RSR3000940.001 Data-F (MN 151624)]
-, Novartis Pharma AG, Basel, Switzerland
Stability Commitment Report - Data tables

[SCR 3000940.001 Data_R_4]

-, Novartis Pharma AG, Basel, Switzerland
Stability Commitment Report - Data tables

[SCR 3000940.002 Data_R_5]

32873

32P HUH

32.P.1 WEIKGLE

3.2P1

-, Novartis Pharma AG, Basel, Switzerland
Description and composition of the drug product
{3764313_P1_M 392 1]

32P1

3.2p2 MHIPEFRORE

3.2P2

-, Novartis Pharma AG, Basel, Switzerland
Pharmaceutical Development

[3764313_P2 M_392_1]

-, Novartis Pharma AG, Basel, Switzerland
Clinical trial formulae

{3764313 CTFO 392 1]

32P2

32P2.1 HARKS

32.P21

ZEUER A L

3.2.P22 HUA

MEERLL

32P22

3.2P23 SLETROBIORME

3.2P.23

SRR L

3.2P24 BHEUMER

32.P24

32P25 PAEWHFEOBAN D BT R

3.2P25

HE R L

32P2.6 BREECHARORS AELOBEGHE

32P206

AR L
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32P3 B

32P3

32P3.1 Hg&HE

32P3.1

-, Novartis Pharma AG. Basel, Switzerland
Drug product Manufacturer(s)
[3764313 P31 M 392 1]

B I

32P3.1

32.P32 HELE

32P32

-, Novartis Pharma AG, Basel, Switzerland
Drug product batch formula
[3764313_P32 M 392 1]

32P32

32P33 MMETEROTobA arbr—i

32P33

-, Novartis Pharma AG, Basel, Switzerland
Description of the manufacturing process
[3764313_P33_ M 392 1]

32.P33

32P34 HEILELRUREPEHROER

32P34

-, Novartis Pharma AG, Basel, Switzerland
Controls of critical steps and intermediates
[3764313 P34 M 392 1]

32P34

32P35 kA NYF—g /T al AFEE

32P35

-, Novartis Pharma AG, Basel, Switzerland
Drug product process validation and/or evaluation
[3764313_P35 M 392 1]

32.P35

3.2.P4 FOMABIOEH

32P.4

32P41 HUSROWBRFiE

32P4.1

-, Novartis Pharma AG, Basel, Switzerland
Drug product (excipient) specifications
[3764313 P41 M 392 1}

Testing Monograph
[EX-118 R_I}

Testing Monograph
[EX-102_R 1]

Testing Monograph
[EX-96 R 1]

Testing Monograph
[EX3013125R3]

—, Novartis Pharma AG, Basel, Switzerland

—, Novartis Pharma AG, Basel, Switzerland

_, Novartis Pharma AG, Basel, Switzerland

_, Novartis Pharma AG, Basel, Switzerland

32P4.1

3.2P42 WEGE (R

32P42

-, Novartis Pharma AG, Basel, Switzerland
(Excipients) Analytical procedures
[3764313_P42 M 392 1]

J2P42
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32P43 HBRHE O HHE) oY TF—a v 4 32.P43
-, Novartis Pharma AG, Basel, Switzerland 4 32.P43
Validation of analytical methods (excipients)
[3764313 P43 M 392 1]
-, Novartis Pharma AG, Basel, Switzerland
Validation report - with I% _ (m/m), assay of -
and impurities by .
[V.13.REP.S039 1]
-, Novartis Pharma AG, Basel, Switzerland
Validation report - with I% _ (nvm), assay of -
and impurities by .
[V.52.REP.5209. 01]
3.2P4.4 BURRUSABGEOZ AN 3.2.P44
-, Novartis Pharma AG, Basel, Switzerland 3.2P4.4
Drug product (excipient) justification of specifications
[3764313 P44 M 392 1]
32P45 b bEEWEIRO RIHA 3.2P45
-, Novartis Pharma AG, Basel, Switzerland 32.P45
Drug product excipient of human or animal origin
[3764313 P45 M 392 1]
3.2P4.6 HHEIHA 32.P4.6
-, Novartis Pharma AG, Basel, Switzerland 32.P46
Drug product novel excipient(s)
[3764313_P46 M 392 1}
325 BKIOER 4 3.2.P.5
3.2P5.1 BUERCHBRIIE 3.2.P5.1
-, Novartis Pharma AG, Basel, Switzerland 32P5.1
Drug product specifications
[3764313 P51 M 392 1]
-, Novartis Pharma AG, Basel, Switzerland
Testing Monograph
[DP 3764313_A R_l1}
-, Novartis Pharma AG, Basel, Switzerland
Testing Monograph Country Specific Part for Japan
[DP_3764313_A RIJP 1]
- Novartis Pharma AG, Basel, Switzerland
Testing Monograph
[DP_3765070_A_R_I]
_, Novartis Pharma AG, Basel, Switzerland
Testing Monograph Country Specific Part for Japan
[DP 3765070 _A RJP 1]
32P52 RERAGE (OHHE) 4 32.P52
-, Novartis Pharma AG, Basel, Switzerland 32P52

Drug product analytical procedures
[3764313 P52 M 392 1]
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32P53 BB UMk oI F—L gy 4 32P53
-, Novartis Pharma AG, Basel, Switzerland 4 32P53

Drug product Validation of analytical procedures
[3764313_P53 M 392 1]

-, Novartis Pharma AG, Basel, Switzerland
Method validation: Content Uniformity by .
[VR50221A (AS2094)]

-, Novartis Pharma AG, Basel, Switzerland
Method validation report: Identification of-
[VR21611A (AS2094)]

-, Novartis Pharma AG, Basel, Switzerland
Method validation report: Dissolution by .
[VR50111C (AS2094)]

-, Novartis Pharma AG, Basel, Switzerland
Method validation report: Dissolution by .
[VR50111C Amendment 1A (AS2094)]

-, Novartis Pharma AG, Basel, Switzerland
Method Validation: Water (Karl Fischer)

[VR35801A (AS2094)]

-, Novartis Pharma AG, Basel, Switzerland
Method Validation: Water (Karl Fischer)

[VR35801A Amendment 1 (AS2094)]

-, Novartis Pharma AG, Basel, Switzerland
Method validation: _

[VR35601C (AS2094)]

-, Novartis Pharma AG, Basel, Switzerland
Method validation: Robustness of the method for —
[VR35601C Amendment 1 (AS2094)]

-, Novartis Pharma AG, Basel, Switzerland
Method validation report: - - and — by HPLC
[VR53501D (AS2094, AS2136)]

-, Novartis Pharma AG, Basel, Switzerland
Method validation report: - - and _ by HPLC
[VR53501D amendment 3 (AS2094)]

-. Novartis Pharma AG, Basel, Switzerland

Method validation: _

[VR70111A (AS2094)]
32P54 v v hoHT 4 32P54
-, Novartis Pharma AG, Basel, Switzerland 4 32P54

Drug product Batch analysis
[3764313_P54 M 392 1]
3.2.P5.5 R OFE 4 3.2P55
-, Novartis Pharma AG, Basel, Switzerland 4 3.2P55
Drug product Characterization of impurities
[3764313_P55_M_392_1]
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32P5.6 HUERURBITIEORHE 4 32.P.5.6
-, Novartis Pharma AG, Basel, Switzerland 4 32P56

Drug product justitication of specifications
[3764313 P56 M 392 1]

3.2.P.6 FEUES T HRHE 4 3.2.P6
-, Novartis Pharma AG, Basel, Switzerland 4 32P6

Drug product Reference standards or materials
[3764313_P6 M 392 1]

32P7 BHREUMERR 4 3.2P.7
| AV P S St vt 4 32P.7

Container closure system
[3764313_P7_M_392 1}

32.P8 REME 4 32P8
32.P8.1 EEMDOFE L ORI 4 32Pp8.1
-, Novartis Pharma AG, Basel, Switzerland 4 32.P8.1

Drug product stability summary and conclusion
[3764313_P81_M_392 2]

-, Novartis Pharma AG, Basel, Switzerland
Registration stability report -Summary and Conclusions
[RSR2094 Summary-3C]}

32.P82 R ORTEMIBREE DR K UKl 4 32.p.82
-, Novartis Pharma AG, Basel, Switzerland 4 32.P82

Drug product post-approval stability protocol and stability commitment
[3764313 P82 M 392 1]

32.P83 REMT—¥ 4 32.P83
I overtis Pharma AG, Basel, Switzerland 4 32.P.83
Drug product stability data
[3764313_P83_M 392 2]
-, Novartis Pharma AG, Basel, Switzerland
Registration stability report — Data Tables
[RSR2094 Data-3C]

32A Ol 4 32.A
3.2.A.1 BUSHIE R OEH 4 32.A1
MMERe L — —
32.A2 ARPERYLHESE O R SYERE 4 32A2
BRI L - -
32.A3 #INA 4 3.2.A3
-, Novartis Pharma AG, Basel, Switzerland 4 3.2.A3

Drug product excipients
[3764313_A3 M 392 1]

32R HEBOTERER 4 32R

BRI L - -
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3.3 BEI 4 33
MMERR L - -
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Renin inhibition with aliskiren suppresses plasma renin activity and lowers
blood pressure in renovascular and volume dependent models of hypertension
In mice

RD-20]51368]

ueiEre kd El I

# il BES TEBES

41 HA4WMHK 5 4.1
42 ABRBEE 5 4.2
421 FEHBR 5 421
42.1.1 BNERMITHAR 5 42.1.1

B - . Ciba-Geigy Limited Basel, Switzerland 5 4.2.1.1-1

Biochemical properties of the human renin inhibitor

[RD-19j}03291, BS 15/19)

Rt B El G

-, et al, Novartis Pharmaceuticals Corporation, USA 5 42.1.1-2

Antihypertensive effects of aliskiren following single and repeat dosing in the

telemetered, double transgenic rat

(RD-20]51153]

ey k3 El E

-, et al, Novartis Pharmaceuticals Corporation, USA S 4.2.1.1-3

Pharmacokinetic/pharmacodynamic evaluation of aliskiren in enalapril-

stabilized, conscious, cannulated double-transgenic rats

RD-20f 513551

=Ry B ]

-, et al, Novartis Pharmaceuticals Corporation, USA 5 42.1.1-4

Single and cumulative dose-response evaluation of aliskiren in conscious

cannulated double-transgenic rats: comparison with valsartan and enalapril(at)

RD-20f51348]

e Ed Bl I

-, et al, Ciba-Geigy Limited Basel, Switzerland 5 4.2.1.1-5

Effects of the renin inhibitor CGP 60536A on blood pressure and plasma renin

activity in sodium-depleted, normotensive marmosets after single oral and

intravenous administration

[RD-19.-03292. BS 17/19.]

CEERSC B Bl

-, et al, Ciba-Geigy Limited Basel, Switzerland 5 42.1.1-6

Effects of the renin inhibitor CGP 60536A on blood pressure and plasma renin

activity after repeated oral administration to mildly sodium-depleted,

normotensive marmosets

RD-19j-02699, Bs 18/19];

CrEet k3 El E

_, Novartis Pharmaceuticals Corporation, USA 5 4.2.1.1-7
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sy & HBEE R ERER
-, et al, Novartis Pharmaceuticals Corporation, USA 5 4.2.1.1-8

Renin inhibition with aliskiren is anti-albuminuric and anti-hypertensive in
diabetic TGR(mRen-2)27 rats

[RD-20[ 513661
ey k3 Bl
-, et al, Novartis Pharma AG, Basel, Switzerland S 4.2.1.1-9

Light microscopy autoradiography after i.v. administration (10 mg free baserkg)
of "C-labeled SPP100 hemifumarate to rats (feasibility study)

[0411094]
weerye kd Bl I
-, et al, Novartis Pharmaceuticals Corporation, USA ) 42.1.1-10
Renoprotection by aliskiren in double transgenic rats
RD-20] 51198
el k3 Bl E

, et al, Novartis Pharnmaceuticals Corporation, USA 5 42.1.1-11

Renoprotection in rats induced by the renin inhibitor aliskiren persists after
withdrawing treatment

RD-20[f 51192]
ey kd El E
[Wood JM, Maibaum J. Rahuel J, et al (2003)] Structure-based design of 5 4.2.1.1-12

aliskiren, a novel orally effective renin inhibitor. Biochem Biophys Res
Commun; 308:698-705.

[Pilz B, Shagdarsuren E, Wellner M, et al (2005)] Aliskiren, a human renin 5 4.2.1.1-13
inhibitor, ameliorates cardiac and renal damage in double-transgenic rats.
Hypertension; 46:569-76.

[Shagdarsuren E, Wellner M, Braesen JH, et al (2005)] Complement activation 5 4.2.1.1-14
in angiotensin II-induced organ damage. Circ Res; 97:716-24.
[Wood JM, Schnell CR, Cumin F, et al (2005)] Aliskiren, a novel, orally 5 4.2.1.1-15

effective renin inhibitor, lowers blood pressure in marmosets and spontaneously
hypertensive rats. J Hypertens; 23:417-26.

-, et al, Novartis Pharma AG, Basel, Switzerland 5 4.2.1.1-16

Inhibition of murine submaxillary gland renin activity by Aliskiren (NVP-
ANKO028-AE-1)

(RD-20J-00356]
ey Ed Bl E

4212 FIREIZEAHR 5 4212

AR U - -

42,13 REMIEHRR 5 4213
-, et al, Ciba-Geigy Limited Basel, Switzerland 5 4.2.1.3-1

Interactions of CGP 60536 B with neurotransmitter receptors in vitro
Bs 719

#5060 : o1 B e

-, et al, Ciba-Geigy Limited Basel, Switzerland S 42.1.3-2
CNS evaluation of CGP 60536 B (Human renin-inhibitor)
Bs 0315

SRt B3 B K
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_, et al, Ciba-Geigy Limited Basel, Switzerland

Evaluation of the cardiovascular, respiratory and renal effects of CGP 60536 B
[604642]

et B Bl E

42133

-, Novartis Pharma AG, Basel, Switzerland
Electrophysiological investigations in the isolated rabbit heart
[0350334]

iRy kad Bl E

42134

- Novartis Pharmaceuticals Corporation, USA

Effects of SPP100 on cloned hERG channels expressed in mammalian cells
Final report amendment no.1

[0380193]

ey k3 Bl E

4.2.1.3-5

4214 FEHEHEWHEBERRR

4214

-, et al, Ciba-Geigy Limited Basel, Switzerland

Effects of the renin inhibitor CGP 60536A on blood pressure and plasma renin
activity in sodium-depleted, normotensive marmosets after single oral and
intravenous administration [42.1.1-5 BH]

(RD-19]f-03292, BS 1719

s Bl

4.2.14-1

422 ZEMEHERRR

422

4221 HWERVCGARY F—a VifiEE

4221

Validation of an analytical procedure for the determination of SPP100 in human
plasma (Heparin) using automated solid phase extraction and liquid
chromatography with tandem mass spectrometric detection

(I 1940/27-Do142]
ossoppy k3 E

422.1-1

- Laboratoires Ciba-Geigy, Rueil-Malmaison, France

Quantitative determination of CGP 60536 in plasma by solid-phase extraction
and high-performance liquid chromatography with ultraviolet detection

[BPK(F) 19]J033]
pecconge kd Bl ENE E3 B

42212

-, Laboratoires Ciba-Geigy, Rueil-Malmaison, France

Quantitative determination of CGP 60536 in plasma and urine by high-
performance liquid chromatography with fluorescence detection

BPK(F) 19]047]
ot B3 1 ISt B Bl E

422.1-3

-, Novartis Pharma SA, Rueil-Malmaison, France

Quantitative determination of CGP 60536 in plasma by a solid phase micro-
radioimmunoassay

(DMPK(F) 19]046]
SRR Ea Bl et Ea Bl E

422.1-4
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—, Novartis Pharma AG, Basel, Switzerland

[*CISPP100 Synthesis and Release Analysis
[PCS(EU) R0301323-01 (RSE 229-1)]
ol Bl Bl Ed Bl B

422.1-5

_, Novartis Pharma AG, Basel, Switzerland

["C]SPP100 Re-synthesis and release analysis
[PCS(EU) R0400249-01 (RSE 229-8)]

w20l =15 e~ =0 B E

4221-6

-, Novartis Pharma AG, Basel, Switzerland
[**C]SPP100 Dilution and release analysis
[PCS(EU) R0400249-02 (RSE 229-9)]

el Bl El Bt Ed El I

422.1-7

-, Novartis Pharma AG, Basel, Switzerland
["C,;]SPP100 Purification and release analysis
[PCS(EU) R0301323-02 (RSE 229-10)]

il B B ERRS Ed B K

4.22.1-8

-, Novartis Crop Protection AG, Basel, Switzerland
CGP 60536B: Synthesis of tritium labelled compound

L 319

{Addendum report]

e k3 Bl B

42219

_, Novartis Pharma S.A.S, Rueil-Malmaison, France

Quantitative determination of SPP100 in human plasma using a HPLC-MS/MS
method - Method description and validation [5.3.1.4-1 8]

[BAPK (EU) R0300423A]
arclomer Ed Bl Bl Ed Bl E

42.2.1-10

- Novartis Pharma S.A.S, Rueil-Malmaison, France

Quantitative determination of SPP100 in human, mouse and rat plasma by a
HPLC-MS/MS method - Method description and validation: additional data

[5.3.1.4-2 B1R])

[DMPK R0300423A-01]
aeacomre: Ekd Bl et Ed El E

422.1-11

_, Novartis Pharma S.A.S, Rueil-Malmaison, France

Quantitative determination of SPP100 in human urine by a HPLC-MS/MS
method

Method description and validation [53.1.4-3 @]
[BAPK (EU) R0300423B)
ey Ed Bl e Ed Bl E

42.2.1-12

. Novartis Pharma S.A.S, Rueil-Malmaison, France

Quantitative determination of SPP100 in human urine by a HPLC-MS/MS
method

Method description and validation: additional data [53.1.4-4 BHE]
{DMPK R0300423B-01]

cunmme: kBl Bt Ed Bl G

42.2.1-13
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_, Novartis Pharma K K., Tsukuba-shi, Japan
Validation of the method for the determination of SPP100 in human plasma by
LC/MS/MS - Method description and validation [5.3.1.4-5 B1&]

[BA()R0500630]

sk Ekd Bl ERet K El E

422.1-14

-, Novartis Pharma S.A.S, Rueil-Malmaison, France

An open-label exploratory study to determine the concentration in feces, rectal
mucosa biopsy specimens and plasma, at plasma steady state after daily oral
administration of 300 mg to healthy volunteers Bioanalytical data report:
Determination of SPP100 in feces, rectal mucosa and rinsing solution

[DMPK RCSPP100A2105B]
ssrin : ol =1 D~ =R e

422.1-15

- Novartis Pharma S.A.S, Rueil-Malmaison, France

Double-blind, placebo-controlled, randomized, parallel group, multi-center
study to assess the effects on the colon mucosa of a daily dose of aliskiren
300 mg administered orally for 8 weeks in healthy volunteers

Bioanalytical data report: Determination of SPP100 in feces and rectal mucosa
[DMPK RCSPP100A2103B]

e vegen Ed Bl e k3 Bl E

422.1-16

4222 WX

4222

- Laboratoires Ciba-Geigy, Rueil-Malmaison, France

CGP 60536 plasma concentrations in marmosets after single and repeated
administration of 10, 50 or 100 mg/kg body weight of CGP 60536B during a
14-day oral pharmacokinetic study.

BPK(F) 19]f008]

EeruLaaet Bd Kl EESt B3 Bl

4.22.2-1

-, et al, Novartis Pharma AG, Basel, Switzerland

Absorption, distribution, metabolism and excretion of SPP100 in mice after
single intravenous (10 mg/kg) and peroral (500 mg/kg) administration of
[MC]SPP100

[PCS(EU) RO301336]

42222

ssn 2ol A e ~2oll= 17 B e
_, Novartis Pharma AG, Basel, Switzerland
Investigation of enterohepatic circulation in rats after i.v. administration of 10
mg/kg [*C]SPP100

[PCS(EU) R0301337]

e 20l =l e~ =15 e

42223

-, et al, Novartis Pharmaceuticals Corporation, East Hanover, New Jersey,
USA

Absorption, metabolism, and excretion following a single intravenous or oral
dose of[MC]SPPIOO in the marmoset

[DMPK(US) R0400300]

Evoeriange ko B Eeel Ed Kl I

4.22.2-4
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4223 5 5 4223
I - . Novartis Pharma AG, Basel, Switzerland 5 4223-1

Disposition in male rats after repeated peroral administration of [*C]SPP100
hemifumarate (100 mg free base/kg/day) for 10 days

[DMPK R0300779]
EosiEED B N ERSN B3 PR G
] 5 42232

(*C)-SPP100B: Quantitative whole-body autoradiography and excretion of
radioactivity following oral and intravenous administration (100 and 10 mg/kg,
respectively) to the pigmented rat

(I 1940/11-D1145]
ey Ed Bl ERt Ed El I
_, Novartis Pharma AG, Basel, Switzerland 5 4.2.2.3-3

In vitro blood distribution and plasma protein binding of "*C-labeled SPP100 in
mouse, rat, marmoset, rabbit and human

[DMPK(CH) RO100669]
pelry B Bl ERY K3 Bl L
Novartis Pharma AG, Basel, Switzerland 5 42.2.3-4

Embryo-fetal transfer in pregnant rats after a 250 mg/kg oral dose of
(“C]SPP100 hemifumarate

[DMPK(EU) R0300780]
el Bl ERel Ed Ed
, Novartis Pharma AG, Basel, Switzerland 5 42235

Placental transfer, kinetics and excretion in rabbits after peroral administration
of 200 mg/kg [“C]SPP100

[PCS(EU) R0300778-01]
el BB ERY B B E
et al, Novartis Pharma AG, Basel, Switzerland 5 4.2.23-6

Disposition in male rats following a single 100 mg/kg peroral or 10 mg/kg
intravenous dose of ["*C]SPP100

[PCS(EU) RO300781]

e EJEl EREN B Bl E
I

, Novartis Pharma AG, Basel, Switzerland 5 4.2.2.3-7

Galactogenic transfer, kinetics and metabolism in milk and plasma after single
peroral administration of 100 mg free base/kg '*C-labeled SPP100
hemifumarate to lactating rats

[PCS(EU) R0300782]
iy kad Bl ERel Ed Bl E
4224 3 6 4224

—, Novartis Pharma AG, Basel, Switzerland 6 4.2.2.4-]

Absorption and disposition of ["H]CGP 60536B in male rats and male
marmosets

[DMPK (CH) 19]3601
it Kl ERet Ed Bl
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—, Novartis Pharma AG, Basel, Switzerland 6 42.2.4-2

Identification of human cytochrome P450 enzymes involved in the oxidative
metabolism of SPP100 (Aliskiren)

[DMPK R0101129]
spry b Rl Ed B E
-, Novartis Pharma AG, Basel, Switzerland 6 4.2.2.4-3

In vitro biotransformation of CGP 60536B by liver microsomes of rat,
marmoset, and man

oMmPK(CH)19j452]
e el le~vll=1s B o
-, et al, Novartis Pharma AG, Basel, Switzerland 6 4224-4

Biotransformation of SPP100 in rabbits after oral administration of 200 mg/kg
["“C1sPP100

[PCS(EU) R0300778-02]
ol B B RS kB3 ER K

4225 ik 6 4225
_, Novartis Pharma AG, Basel, Switzerland 6 4.2.2.5-1

Biliary clearance of SPP100 in bile duct-cannulated rats during a constant
intravenous infusion of [*C)SPP100 hemifunarate in the absence or presence of
PSC833 or probenecid

[PCS(EU) R0400482]
iy Ed Bl BBt B3 El E
4226 HEWHOEFEHEDWEER GEREK) 6 422.6
-, et al, Novartis Pharma AG, Basel, Switzerland 6 4.2.2.6-1
Inhibition of specific P450 enzyme activities by SPP100 in human liver
microsomes
[PCS(EU) R0101128]
eriopmen B Bl
| Novartis Pharma AG, Basel, Switzerland 6 4.2.2.6-2

In vitro assessment of cytochrome P450 3A4 inhibition by SPP100
[DMPK RO101128-01}

eoeniiery B3 B ERRt EJ Bl E
_, Novartis Pharma AG, Basel, Switzerland 6 42.2.6-3

Kinetics and absolute oral bioavailability of SPP100 after single oral
administration (15 mg-free base/kg) (as hemi-fumarate salt) to normal (with
and without oral probenecid or furosemide pretreatment) and Mrp2-deficient
[TR] rats

[PCS(EU) R0301161]
ey B3 Bl ERRY Ed Bl
_, Novartis Pharma AG, Basel, Switzerland 6 42.2.6-4

Relative oral bioavailability of SPP100 after single oral administration (15 mg
free base/kg) of SPP100 hemifumarate to rats with co-administration of
ketoconazole or PSC833

[DMPK R0500195]
AR 20.fﬁlfl . E]Nz().qzl;q . H
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4227

_, Novartis Pharma AG, Basel, Switzerland

Determination of the interaction with the human MDR1, MRP2 and BCRP
(MXR) transporters using the ATPase assay

[PCS(EU) R0400107]
e ol =1a B o)~ =15 e

4.2.2.7-1

Novartis Pharma AG, Basel, Switzerland

Interaction potential of PSC833 on the ABC transporter level in Caco-2 cell
monolayers

[PCS(EU) R0400151
e iilen Ed Bl Rt Ed B E

42272

_, Novartis Pharma AG, Basel, Switzerland

Interaction of SPP100 with organic cation transporter subtypes of rat (tOCT1)
and human (hOCT1 and hOCT3)

[DMPK R0400734]
s ~20l =1 7 B B

422.7-3

Novartis Pharma AG, Basel, Switzerland

Mechanistic transport studies across Caco-2 cell monolayers
[DMPK R0200734]

R Gd Bl R Gd Kl K

42274

- Novartis Pharma AG, Basel, Switzerland

Determination of the hepatic uptake clearance of SPP100 using primary human
and rat hepatocytes and identification of the involved transporters using cRNA-
injected Xenopus laevis oocytes

[DMPK R0500381]
cvariopges Ex Bl ERey Ed Bl LG

422.7-5

423 FMEMER

423.1 HEEELEMEHR

423.1

-, Ciba-Geigy Ltd., Basel, Switzerland
CGP 60536 B: Pilot acute oral toxicity study in rats

(62091
Eeoiet Ed Bl ERRt Ed Bl

4.23.1-1

4232 REZEREEMERR

4232

SPP100B (Aliskiren hemifumarate): 14 day oral (gavage) administration study
in the mouse

[1940/060]
osorry Ed Bl BT k3 B E

423.2-1

SPP100B: 14 day oral (gavage administration) range-finding study in the mouse
[1940/014]

G slonel B3 BN Eheel L3 EIE

4.23.2-2
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4232-3

P
5

SPP100B Aliskiren hemifumarate: 14 day oral (gavage in methylcellulose/
dietary) administration study in the mouse

[1940/049]
[Amendment report]
ECeoppe B3 Bl Bl Ed Bl I

—, Novartis Pharmaceuticals Corporation, East Hanover, US 6 42324
SPP100: 4-week oral (diet) range-finding toxicity study in CB6F1 wild-type

[Amendment No. 1]
Evvnnigy B B Rt Ed Bl

(=)}

4.23.2-5

SPP100B (Aliskiren hemifumarate): 13 week oral (dictary administration) study
in the mouse

[1940/019]

[Amendment No. 1, No. 2]

cevogpny B Bl ERY Ed El K
—, Ciba-Geigy Ltd., Basel, Switzerland 6 4.2.3.2-6
CGP 60536 B: Pilot 2-week oral range finding study in rats
[l s068]

eev Rt Bd Bl ERRt Ed El E

~J

42327

SPP100B: Palatability study in the wistar rat (Supplementary study to RCC
study 843804)

[844833]
ey Bd G ERET B Kl K

I Civo Geigy Ltd., Basel, Switzerland 7 42328
CGP 60536B: 2-week oral toxicity study in rats

o691
sgwin] : Wl B e~oll=0 7 B e

~

4.2.3.2-9

Aliskiren hemifumarate (SPP100B): 2-week oral (gavage) toxicity study in the
Tif:RAIfrat

(794777

cresompr Gd Bl EREY Ed Kl E

Aliskiren hemifumarate (SPP100B): 2-week oral (gavage) toxicity study in the
wistar rat

[794788]
[Amendment report]

eesnaEey B Gl ERer Ed Kl E

~

4.2.3.2-10

~

423.2-11

SPP100B Aliskiren hemifumarate: 14 day oral (gavage in
methylcellulose/dietary) administration study in the rat

[1940/056]
EcinRen B Bl ERSY B Bl I
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SPP100B: 90-day combined oral (gavage and feeding) toxicity study in the
wistar rat

(843804]
BB - 20.413Iﬂ . B”"ZO.'P(EI}EJ I A

4.23.2-12

- Novartis Pharma AG, Basel, Switzerland
CGP 60536B: 13-week oral toxicity study in rats

ils132]

{Amendment No. 1]

423.2-13

e Cmt Ed Bl ERSt Ed B G
]

SPP100B (Aliskiren hemifumarate): 26 week oral (gavage administration)
toxicity study in the rat

[1940/18]
[Amended No. 1]

4.2.32-14

asoRes BBl BB Bl E
]

SPP100B: 7 day intravenous range-finding study in the rat

[1940/1]
ke kd Gl ERer Ed Bl E

423.2-15

, Ciba Pharmaceuticals, Stamford Lodge, UK
CGP 60536B: Oral rising dose toxicity study in marmosets

140

B CEEE Ed Bl ERRt Ed B

4.2.3.2-16

-, Ciba Pharmaceuticals, Stamford Lodge, UK
CGP 60536B: 14 day oral toxicity study in marmosets

l141]
ot Ed El Bt Ed Bl G

4.232-17

CGP 60536B: Toxicity study by oral administration to marmosets for 13 weeks
followed by a 4-week recovery period

invRo19/J 1951
oot Bl Bl ERSE B3 B E

4.23.2-18

SPP100B (Aliskiren hemifumarate): 39 week oral (gavage) administration
toxicity study in the marmoset with an 8-week treatment-free period

[1940-007]
[Amendment report]

okl K Bl ERD Ed Bl

423.2-19

4233 #izHFHMRER

4233

423.3.1 InVitro R

4233.1

-, Ciba-Geigy Ltd., Basel, Switzerland
Bacterial mutagenicity screening test

36
e caoket B3 El EESC Ed El E

4.233.1-1
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_, Novartis Crop Protection AG, Basel, Switzerland

CGP 60536B: Salmonella and Escherichia/mammalian-microsome
mutagenicity test

| JE
EC Rt k3 Bl =

4233.1-2

SPP100B (Aliskiren hemifumarate): Reverse mutation in five histidine-
requiring strains of Sa/monella ryphimurium

A Bl B B ElE

[1940/2]

4233.1-3

-, Novartis Crop Protection AG, Basel, Switzerland
CGP 60536B: Gene mutation test with Chinese hamster cells V79

4233.1-4

-, Novartis Crop Protection AG, Basel, Switzerland
CGP 60536B: Cytogenetic test on Chinese hamster cells in vitro

1591

[Amendment No. 1]
Ecvtpnt ka Bl E

ot k3 Kl E

4233.1-5

SPP100B (Aliskiren hemifumarate): Induction of chromosome aberrations in
cultured Chinese hamster ovary (CHO) cells

[1940/3]
ke ka Bl ERer k3 B K

4233.1-6

423.3.2 In Vivo 35k

10

42332

_. Novartis Crop Protection AG, Basel, Switzerland
CGP 60536 B: Micronucleus test, rat in vivo study

| JEN
e onet kd Bl ERE Ed Bl

10

4233.2-1

—, Novartis Pharma AG, Basel, Switzerland

SPP100: Oral in vivo comet assay in rats

{2502
vorey kd BN ER Ed B D

10

423322

4234 DBABEHERER

10

4234

42341 EHINARMERER

10

4234.1

_ Novartis Pharmaceuticals Corporation, East Hanover, US
SPP100: 104-week oral (feed admixture) carcinogenicity study in rats

{lo063)
ey B Gl ERRl Ed Bl K

10

4234.1-1

42342 ST PENABMERER

11

42342

-, Novartis Pharma AG, Basel, Switzerland
SPP100: 26-weck oral (dietary) carcinogenicity study in CB6F1-rasH2 mice

(l0091)
LR Ed B ERer bd Bl E

11

423421
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4.2.3.43 ZFOMhoEER

42343

REHEB R L

4235 ERFEAENRR

4235

4.2.3.5.1 ZNGEROFERE COPYIEFREICET R

4235.1

SPP100B (Aliskiren hemifumarate): Oral (gavage) study of fertility and early
embryonic development in the rat

[1940/4]

peccapee k3 Bl EReE B Bl E

4235.1-1

42352 RE-MRRBEEICETOIHER

11

42352

_, Novartis Pharmaceuticals Corporation, Summit, US
CGP 60536B: An oral study for effects on embryo and fetal development in rats

(lkoos]

i1

42352-1

, Novartis Pharmaceuticals Corporation, Summit, US

BRI 19.41:.}4 . H"’l9.ﬂ:.}4 . B
I

CGP 60536B: An oral dose-range finding study for effects on embryo and fetal
development in rabbits

ils185]
et Ed Bl ERRt E3d B

11

423522

_, Novartis Pharmaceuticals Corporation, Summit, US

CGP 60536B: A follow-up oral dose-rangefinding study for effects on embryo
and fetal development in rabbits

o591
et k3 El BBt B El E

423523

SPP100B (Aliskiren hemifumarate): Oral (gavage) study of embryo-foetal
development in the rabbit

[1940/6]
o ompey Ed Bl EREY B3 Bl L

11

423524

42353 HAEMEROHAEBRORBRET N BEOBEICRET 238k

11

42353

SPP100B (Aliskiren hemifumarate): Oral (gavage) study of pre- and postnatal
development in the rat

[1940/5)

ke Gl ER ER Bl B

11

42353-1

42354 BAEREHOERER

11

42354

423.6 RPFTRITEMERER

12

4236

In vitro hemolysis test with SPP100 in human blood
[763007]

aeoErs Ed B ERRN Ed B G

12

4.2.3.6-1
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SPP100B (Aliskiren hemifumarate): Investigation of the irritant potential in rats
following intratracheal administration

[1940/050]
e vipre Ed Bl Bl Ed Bl E

12

4.2.3.6-2

-, Novartis Pharma AG, Basel, Switzerland
SPP100B: 2-week subcutaneous exploratory toxicity study in rats

00723
ey B3 Bl ERPY B ER E

12

4.23.6-3

SPP100B (Aliskiren hemifumarate): Skin irritation study in the rabbit
[1940/53]

ke kd Bl RS Ed Bl B

12

4.23.6-4

SPP100: Intravenous, perivenous and intraarterial tolerability study in the rabbit
[763018]

s : 20l 02 M e ~2ol=11 0 F

12

4.23.6-5

4237 FOMOFEEBR

4237

42371 PrEMEER

42371

BB L

423.72 REFBERR

42372

-, Novartis Pharma AG, Basel, Switzerland

SPP100: Assessment of contact allergenic potential with the murine local
lymph node assay (LLNA tier I)

7007
eeetmel B3 Bl ER Ed Bl

423.7.2-1

-, Novartis Pharma AG, Basel, Switzerland

SPP100: Assessment of contact allergenic potential with the murine local
lymph node assay (LLNA tier II)

7016
moccrr bd Bl ERel Ed El

423722

-, Novartis Pharma AG, Basel, Switzerland

SPP100: Assessment of contact sensitizing potential with the murine local
lymph node assay (LLNA tier II)

il 7026
ey kd Bl ERE kS

12

423.7.2-3

il
4.23.73 FMBEIMOBFICET SR

42373

SPP100: in vitro effects on platelet and coagulation biomarkers in human
subjects

[leo2s6]
e roker bd Bl ERer B El E

12

423.7.3-1
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-, Novartis Pharma AG, Basel, Switzerland

Effects of aliskiren (SPP100) on transepithelial tissue conductance and chloride
flux in isolated epithelium preparations of rat and human colon

[RD-20]-00536]
iRy K Bl ERR B B K

12

423.7.3-2

_, Novartis Pharmaceuticals Corporation, East Hanover, US
SPP100: 1-week oral (feed admixture) mechanistic study in male rats

l0340
suomry Ed Bl BBt B Bl E

12

423.7.3-3

, Novartis Pharma AG, Basel, Switzerland

SPP100: 1-week oral (feed admixture) mechanistic study in male rats
Microarray gene expression in GI tract

(BMD Rjfro340/ 0340
o Epl B Bl ERRY ES B

12

4.23.7.3-4

_, Novartis Pharmaceuticals Corporation, East Hanover, US
SPP100: 4-week oral (feed admixture) mechanistic study in male rats

o271

[Amendment No. 1]
eGPl B Bl ERRl Ed Bl

12

423.73-5

, Novartis Pharma AG, Basel, Switzerland

SPP100: 4-week oral (feed admixture) mechanistic study in male rats
Microarray gene expression in GI tract

iBMD Rffr0277/ 0277
st 20 = 11 M 2 ~20ll 11 B

12

423.7.3-6

- Novartis Pharma AG, Basel, Switzerland

SPP100: Localization of the interleukin 1 alpha mRNA in rat colon from a 4-
week oral study with SPP100

(spA RIllss042/ 70277
crr. il Bt Bl E

12

423.7.3-7

. Novartis Pharmaceuticals Corporation, East Hanover, US

SPP100: 13-week oral (feed admixture) mechanistic study in male rats with a 4-
week recovery period

l70299]
ol Ed Bl ERRL Ed B

12

423.7.3-8

-, Novartis Pharma AG, Basel, Switzerland

SPP100: 13-week oral (feed admixture) mechanistic study in male rats
Microarray gene expression in GI tract

BMD RjJf70299/ 702991
esuoiry Bl Bl ERRN Ed Bl K

12

423739

-, Novartis Pharmaceuticals Corporation, East Hanover, US
SPP100: 1-week oral (gavage) investigative study in marmosets

l7o111
e iEpl B B ERRr k3 Bl E

12

42.3.7.3-10

42374 {RFHERER
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42375 \EHOEMERNER 12 423.75

MEMEE e L - -
42376 RO EERR 13 42376

I Novartis Pharma AG, Basel, Switzerland 13 423.7.6-1

SPP100: 4-week oral impurity toxicity study in rats

(0030

ener k3 Bl EREY Ed Bl I

|

SPP100B (Aliskiren hemifumarate) and Y652 S84 & G*: 28-day oral toxicity
(gavage) study in the wistar rat

[833152]
celuppn Ed Bl ERZ Ed Bl IE
I ~overtis Pharma AG, Basel, Switzerland 13 42.3.7.6-3

TOX1/SPP100: Mutagenicity test using Salmonella typhimurium (batch
control)

[l 2006
accuionpl K BN Eleel Ed B K

13 4.2.3.7.6-2

13 42.3.7.6-4

B4 R PB*: Reverse mutation in five histidine-requiring strains of
Salmonella typhimurium

[koo14]
ey B Bl ERPl k3 Bl

13 4.23.7.6-5
SPP100B (containing I% e F M (K G*): Reverse mutation in five histidine-
requiring strains of Salmonella typhimurium

[1940/43]

ECGPn B Bl R Ed Bl

-, Novartis Pharma AG, Basel, Switzerland 13 4.2.3.7.6-6
HIFE )& H*: Mutagenicity test using Salmonella typhimurium
(20151

eecopey B3 B EREE Ed Bl E
- Novartis Pharma AG, Basel, Switzerland 13 42.3.7.6-7
1 AT Mutagenicity test using Salmonella typhimurium
{2019

et Ed Bl Bt Ed El K
—, Novartis Pharma AG, Basel, Switzerland 13 4.2.3.7.6-8

TOX1/SPP100: Chromosome aberration test with cultured human peripheral
blood lymphocytes

2108
eeveopes Ed Bl ERRN Ed B K
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-, Covance Laboratories Ltd., North Yorkshire, UK

SPP100B (containing I% FFHPEE G*): Induction of chromosome aberrations
in cultured Chinese hamster ovary (CHO) cells

[1940/44]
aecaopey kS Bl ERRD Ed B K
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42.3.7.6-9
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5311 NAATRLTEY T 4 (BARRBEE

5.3.1.1

| RNV R S S g v T

A randomized, open-label, multiple-dose, two-period, crossover study in healthy
male Japanese subjects to evaluate the effect of food timing on the
pharmacokinetics and pharmacodynamics of SPP100 Final Market Image (FMI)
tablet

[CSPP100A 1102]

el Ed Bl ERRt Ed Bl E

53.1.1-1

et al

A randomized, open-label, single-dose, two-period, crossover study in healthy
subjects to evaluate the effect of food on the SPP100 Final Market Image (FMI)
tablet

[SPP100A 2207]
ey B3 Bl ERRT Ed Kl B

53.1.1-2

Aliskiren - A phase I, open label, randomized, balanced, three period crossover
single oral dose study to investigate the comparative bioavailability of two
different formulations and the effect of food on the pharmacokinetics in healthy
male and female subjects

[SPP100A 0026]
R . 20.’215. JE| . BNZO.EEIH I A

14

5.3.1.1-3

The bioavailability of aliskiren (SPP100) administered as 2 x 37.5 mg capsules
and a 75 mg oral solution compared to a 20 mg intravenous administration in
healthy male subjects

[SPP100A 0029]
[Addendum report 1]
ey B B ERY Ed BN

14

53.1.1-4

5.3.1.2  Hiz BA BB R O R RS BE)RBRBE &

5312

-et al

A open-label, randomized, single-dose, crossover, replicate study to demonstrate
the bioequivalence between the Final Market Image (FMI) tablet of aliskiren
and over-encapsulated tablets of aliskiren

[SPP100A 2343]
[Addendum report]

ik Ld Ll ERe B Bl E

15

53.1.2-1

5.3.1.3  Invitro —In vivo DFEE & R U7 3BEH

15

5313
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5.3.1.4

—, Novartis Pharma S.A.S, Rueil-Malmaison, France

Quantitative determination of SPP100 in human plasma using a HPLC-MS/MS
method

Method description and validation
[BAPK (EU) R0300423A]

5.3.1.4-1

-, Novartis Pharma S.A.S, Rueil-Malmaison, France

Quantitative determination of SPP100 in human, mouse and rat plasma by a
HPLC-MS/MS method

Method description and validation: additional data
[DMPK R0300423A-01]

15

53.14-2

_, et al, Novartis Pharma S.A.S, Rueil-Malmaison, France

Quantitative determination of SPP100 in human urine by a HPLC-MS/MS
method

Method description and validation
[BAPK (EU)) R0300423B]

15

5.3.14-3

-, Novartis Pharma S.A.S, Rueil-Malmaison, France

Quantitative determination of SPP100 in human urine by a HPLC-MS/MS
method

Method description and validation: additional data
{DMPK R0300423B-01]

15

53.1.4-4

B 7> 77— vERER

Validation of the method for the determination of SPP100 in human plasma by
LC/MS/MS

Method description and validation
[BA(J)R0500630]

15

53.14-5

_, Novartis Pharma S.A.S, Rueil-Malmaison, France

An open-label exploratory study to determine the concentration in feces, rectal
mucosa biopsy specimens and plasma, at plasma steady state after daily oral
administration of 300 mg to healthy volunteers

Bioanalytical data report: Determination of SPP100 in feces, rectal mucosa and
rinsing solution

[DMPK RCSPP100A2105B]

15

5.3.14-6

-_ Novartis Pharma S.A.S, Rueil-Malmaison, France

Double-blind, placebo-controlled, randomized, parallel group, multi-center
study to assess the effects on the colon mucosa of a daily dose of aliskiren
300 mg administered orally for 8 weeks in healthy volunteers

Bioanalytical data report: Determination of SPP100 in feces and rectal mucosa
[DMPK RCSPP100A2103B]

15

5.3.14-7

532 b MEERHEE A EMEEMEORERE S E

15

532

5321 IMERKSRBHEE

15

53.2.1

_, Novartis Pharma AG, Basel, Switzerland

In vitro blood distribution and plasma protein binding of *C-labeled SPP100 in
mouse, rat, marmoset, rabbit and human [4.2.23-3 BH]

[DMPK(CH) R0100669)
ey B Bl ERel ki El

15

53.2.1-1
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15

5322

-, Novartis Pharma AG, Basel, Switzerland

and man [42.2.4-3 B8]
(DMPK 19]452]

e B3 B ERet Ed El

In vitro biotransformation of CGP60536B by liver microsomes of rat, marmoset,

15

5.32.2-1

-, et al, Novartis Pharma AG, Basel, Switzerland
Inhibition of specific P450 enzyme activities by SPP100 in human liver
microsomes ] [422.6-1 W]

[DMPK RO101128]
s ~20] =12 B e

15

5.32.2-2

, Novartis Pharma AG, Basel, Switzerland
In vitro assessment of cytochrome P450 3A4 inhibition by SPP100

[42.2.6-2 BIR]

[DMPK R0101128-01]

aoney BY B EREL Gl BN E

15

53223

_, Novartis Pharma AG, Basel, Switzerland

Identification of human cytochrome P450 enzymes involved in the oxidative
metabolism of SPP100 (Aliskiren) [422.4-2 B]
[DMPK R0101129]

aeainEpl B Bl ERel Ed Bl

15

53224

_, Novartis Pharma AG, Basel, Switzerland

Determination of the interaction with the human MDR1, MRP2 and BCRP
(MXR) transporters using the ATPase assay [4.2.2.7-1 BE]

[PCS(EU) R0400107]

REHIR (2!@1}1 )~20f = A e

53225

Novartls Pharma AG, Basel, Switzerland
Interaction potential of PSC833 on the ABC transporter level in Caco-2 cell
monolayers (42272 28]
[PCS(EU) R0400151]

e oigesy B Bl R Ed Bl E

15

5.32.2-6

—, Novartis Pharma AG, Basel, Switzerland

Interaction of SPP100 with organic cation transporter subtypes of rat (fOCT]1)
and human (hOCT1 and hOCT3) [42.2.7-3 ]

[DMPK R0400734]
avinrl G BN EReh G K

15

53.2.2-7

_, Novartis Pharma AG, Basel, Switzerland

Mechanistic transport studies across Caco-2 cell monolayers
[422.7-4 BIR]
[DMPK R0200734]

Ceuone: Ed BN Bt Bl B E

53.22-8
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- Novartis Pharma AG, Basel, Switzerland

Determination of the hepatic uptake clearance of SPP100 using primary human
and rat hepatocytes and identification of the involved transporters using cRNA-
injected Xenopus laevis oocytes [4.22.7-5 BR]

[DMPK R0500381]

ey ks Bl Ener Ed Bl E

532.2-9

5323 fhoe MEFEREERWARBRRE

15

5323

AR R L

5.3.3 BEEEZRWEIMEPK)ABRB L E

15

533

53.3.1 BEEHRFICBIT S PK RUUHEEERBRRES

15

5.3.3.1

B T A 77— ER S

SPP100 fEERE A B AR A B &5t 8 & L ERHARE ~ BEROR S
e —

[CSPP100A 1101]

evsi ey k4 Bl Rl Ed Bl I

15

5.33.1-1

N -

A randomized, open-label, four treatment, four period, crossover study to
evaluate the dose proportionality of aliskiren (75, 150, 300, 600 mg) capsule in
healthy subjects

[SPP100A 2205]
s - 20 = 1A

et Ed El K

16

53.3.1-2

B

An open, single dose study to investigate the absorption, distribution,
metabolism and elimination of 300 mg of [**C]SPP100 and its metabolites in
healthy male subjects

[SPP100A 2223]
Eeedioiey B Bl ERRY Ed B K

16

533.1-3

-

An open label exploratory study to determine the concentration of aliskiren in
feces, rectal mucosal biopsy specimens, and plasma at plasma steady state after
daily oral administration of 300 mg in healthy volunteers

{SPP100A 2105)
ek kd Bl BB Ed B

533.1-4

____E

Double-blind, placebo-controlled, randomized, parallel group, multi-center
study to assess the effects on the colon mucosa of a daily dose of aliskiren
300 mg administered orally for 8 weeks in healthy volunteers

{SPP100A 2103]
[Addendum report]

ey B Bl BB B Bl

17

5.33.1-5
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17
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5333 WERMEERZ RS L7z PK B BRRsE

5333

R

An open-label single dose study assessing the effect of age on the
pharmacokinetics of SPP100

[SPP100A 2217]

aurey kd Bl ERCN K3 B I

5.33.3-1

I - -

An open-label, single-dose, parallel-group study to assess the pharmacokinetics
of SPP100A in subjects with impaired hepatic function in comparison with
healthy controls

[SPP100A 22]0]
okl i LN Elel G B E

17

5.3.3.3-2

I -

An open label, non-randomized, parallel-group study to characterize and
compare the safety, tolerability and pharmacokinetics of multiple doses of
Aliskiren alone or in combination with Irbesartan in subjects with mild to severe
renal impairment with that in matched healthy control subjects

{SPP100A 2209]
esuiry Ed Bl ERel Ed El E

18

5.33.3-3

et al

An open label, parallel-group study to characterize the pharmacokinetics and
pharmacodynamics of single and multiple doses of SPP100 (Aliskiren) between
healthy male Japanese and Caucasian subjects

[SPP100A 2202]

UL GAEIEEY: 3 ik

53334

5.33.4 ARPEERE B L7 PK BRI &

5334

[

A study of the pharmacodynamic effects of single oral doses of aliskiren,
valsartan, their combination, and placebo in high and low sodium status in
healthy male volunteers

[SPP100A 2101]
ey Ed Bl ERRY Ed Bl K

19

5.3.34-1

-, et al

An open label, multiple dose study to evaluate the pharmacokinetic drug-drug
interaction between furosemide and aliskiren when given alone or in
combination to healthy volunteers

[SPP100A 2211]
H~20f = 5 [l B

19

53342

sanrn < 20| = 8

N

An open label study to evaluate the pharmacokinetic drug-drug interaction
between aliskiren and Lanoxin (digoxin) when given alone or in combination to
healthy volunteers

[SPP100A 2214]

cunmpy k3 Bl ERRt Ed Bl

20
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An open label, multiple dose study to evaluate the pharmacokinetic drug-drug
interaction between valsartan and aliskiren when given alone or in combination
in healthy volunteers

[SPP100A 2216)

accomey Ed B ERRD Ed BN K

20

53344

-, etal

An open label, multiple dose study to evaluate the pharmacokinetic drug-drug
interaction between amlodipine and aliskiren when given alone or in
combination to healthy volunteers

[SPP100A 2218]

stgn 2ol =10l E~2ol =15 B e

20

53.34-5

U

An open label, multiple dose study to evaluate the pharmacokinetic drug-drug
interaction between metformin and aliskiren when given alone or in
combination to healthy volunteers

[SPP100A 2220]
sy 2ol =l A B e~ w1 A0

21

53346

I

An open-label, multiple-dose study in normal healthy volunteers to evaluate the
pharmacokinetics, safety and tolerability of SPP100 (Aliskiren) and ramipril
(Altace®) administered alone and in combination

{SPP100A 2221]
e Bl Bl ERRl Ed El K

21

5.3.3.4-7

N -

An open label, multiple dose study to investigate the pharmacokinetic drug-drug
interaction between aliskiren and pioglitazone in healthy volunteers

[SPP100A 2222]
eeenpby B B EREY Ed Bl

21

5334-8

-, et al

An open label, multiple dose study to evaluate the pharmacokinetic drug-drug
interaction between hydrochlorothiazide and aliskiren when given alone or in
combination to healthy volunteers

[SPP100A 2228]

Ecaapry kd Bl B

22

53349

K
N - -

An open-label, multiple-dose study to evaluate the pharmacokinetics, safety and
tolerability of SPP100 (Aliskiren) and atenolol (Tenormin®) administered alone
and in combination in healthy subjects

[SPP100A 2230]
s : 20l =05 | A ~20l 1 W v

22

. -

An open-label, multiple-dose study to evaluate the steady-state
pharmacokinetics, safety and tolerability of aliskiren and isosorbide-5-
mononitrate (ISMO Retard®) administered alone and in combination in healthy
subjects

[SPP100A 2231]

s - 20l w01 BB ~2ofl 05 W A

22

5.3.3.4-11
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[ BN 23 5.3.3.4-12

An open label, multiple dose study to investigate the pharmacokinetic drug drug
interaction between aliskiren and allopurinol in healthy volunteers

[SPP100A 2232]
#en ol =1 B e ~oll=1 7 P e

B - 23 53.3.4-13

An open-label, multiple-dose study to evaluate the pharmacokinetics, safety and
tolerability of SPP100 (Aliskiren) and fenofibrate administered alone and in
combination in healthy subjects

[SPPI00A 2233]
aeeloppy Ed Bl BBl B3 El E

- 23 5.3.3.4-14

An open-label, multiple-dose study to evaluate the pharmacokinetics, safety and
tolerability of SPP100 (Aliskiren) and atorvastatin (Lipitor®) administered alone
and in combination in healthy subjects

[SPP100A 2234]
s : 2l 5 e~ el Al e

B - - 24 5.33.4-15

An open-label, multiple-dose study to evaluate the pharmacokinetics, safety and
tolerability of SPP100 (Aliskiren) and celecoxib (Celebrex) administered alone
and in combination in healthy subjects

[SPP100A 2235]
eesinies Ed Bl EReY Ed BN E
, et al 24 5.33.4-16

An open-label, multiple-dose study to evaluate the pharmacokinetics, safety and
tolerability of SPP100 (Aliskiren) administered alone or in combination with
cimetidine (Cimebeta®) in healthy subjects

[SPP100A 2236]
ey B Bl EREY E3d Bl B

I - - 24 53.3.4-17

An open-label, multiple-dose study to evaluate the pharmacokinetics, safety and
tolerability of SPP100 (Aliskiren) when given alone and in combination with
ketoconazole to healthy volunteers

[SPP100A 2334]
il Ed BN el Ed Bl E

[ ] 24 5.3.3.4-18

A phase I, single-blind, randomised, balanced, two-period crossover study to
investigate the pharmacodynamic and pharmacokinetic interaction between
multiple oral doses of aliskiren and a single oral dose of warfarin in healthy
male and female subjects

[SPP100A 0019]

sugusind - 2ofl = A B 5 ~2ofl w2 B ©

[ ] 24 533.4-19

Aliskiren - A phase I, open-label, randomised, balanced, three-period crossover
study to investigate the pharmacokinetic interaction between single oral doses of
aliskiren and lovastatin in healthy male subjects

[SPP100A 0022]
kel K3 Bl ERe Ed Bl E
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An open-label, one-period, one-treatment study to evaluate the time course of
the anti-proteinuric and blood pressure lowering effects after initiation of renin
inhibition with aliskiren in type 2 diabetes suffering from incipient and/or
established nephropathy

[SPP100A 2242]

Eoernmen Ed Bl EREY B3 B E

Supplemental Report: Analyses of Angiotensinogen, ACE Activity, Prorenin,
High Sensitivity Plasma Renin Activity (hsPRA) and Renin Specific Activity
[SPP100A2242- Supplemental Report]

® M BEH | RAEHES

[ BN 25 5.3.3.4-20

A single-center, randomized, double-blind, two-way crossover study to

investigate the effect of SPP100(Aliskiren) on the pharmacodynamics and

pharmacokinetics of acenocoumarol (Sintrom®) in healthy volunteers

[SPP100A 2212]

Ervcoien B Gl ER A

- 25 5.33.4-21

An open-label, single-dose study to evaluate the pharmacokinetics, safety and

tolerability of SPP100 (Aliskiren) when given alone and in combination with

cyclosporine to healthy volunteers

[SPP100A 21006]

Eesanpen B3 B ERZL Ed Bl K
5335 HtEal—ralr PKRBEBEE 25 5335

BAEB e L _ _
53.4 BEEEIRNZEDHBREE 25 5.3.4
5341 REERE RS PD REBRE U PK/PD Rl EH 25 534.1

[ B 25 (1/7) 5.3.4.1-1

A randomized, double blind, multiple oral dose study to evaluate the effects of 26 (2/7-3/7)

SPP100 on cardiac safety in healthy subject vs. placebo with positive control 27 (4/7-5/7)

(Avelox) 28 (6/7-7/7)

[SPPI00A 2208]

s opree B Bl ERel Ed Bl E
53.42 HWEICKT D PD R O PKPD RBRHEH 29 5.3.42

[ BN 29 5.3.42-1

A multiple center, randomized, double blind, parallel group, multiple oral dose

study to evaluate the pharmacokinetic and pharmacodynamic profiles of 150 mg

and 300 mg of SPP100 in Japanese patients with mild to moderate essential

hypertension

[CSPP100A 1104]

eecaien Bl Bl ERet Ed Bl E

[ En 29 53422

An open label, parallel-group study to compare the pharmacokinetics and

pharmacodynamic of a single dose of SPP100 (Aliskiren) between healthy

subjects and type 2 diabetic patients

[SPP100A 2229]
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30

535

5.3.5.01 WETA2EEICET A B BRBEEE

30

5.35.1

. o VT R T v HRRA

SPP100 DA KEM: 8 I EAE (2% 2 A B ERER
[CSPP100A 1201]

[Amendment report]

R B Ed Bl E

30

5.3.5.1-1

. i TR T RRA

BRAED & FEHE O @ M E BE X 5 SPP100 (Aliskiren) 150 mg & 5-
IR AFEDME, et BEHEEC oW I EREUa Ly
50mg XA E U TR 5 BIEAL, TEHER, VIR, £EXN
MR, ZHiEILE, WITRER el
[CSPP100A 1301]

g : 2006 £ 6 A e~ =] 7 I B

31

5.3.5.1-2

B

An eight-week, randomized, double-blind, placebo-controlled, parallel-group,
multicenter study comparing aliskiren 150 mg, 300 mg, and 600 mg to placebo
in patients with essential hypertension

[SPP100A 2308]
s 2004 48 11 A [ e~20ll =15 P 0

31

5.35.1-3

I

An 8-week, randomized, double-blind, parallel-group, multicenter study
assessing the efficacy and safety of aliskiren 75 mg, 150 mg, and 300 mg in
patients >= 65 years of age with essential hypertension, using 24-hour ABPM,
with lisinopril 10 mg as a reference

[SPP100A 2324]
A 2005 4 A n~20l =] 5 P =

32

53.5.1-4

|

A multicenter, randomized, double-blind, placebo-controlled, parallel-group
study comparing aliskiren 150 mg, 300 mg and 600 mg to placebo and
irbesartan 150 mg in patients with mild-to-moderate essential hypertension

[SPP100A 2201]

s < 204 12 W 5 ~20ll =l W

32

53.5.1-5

N - -

A randomized, double-blind, multicenter, multifactorial, placebo-controlled,
parallel-group study to confirm the efficacy and safety of aliskiren monotherapy,
and evaluate efficacy and safety of combinations of aliskiren and valsartan in
hypertensive patients

[SPP100A 2203]

[Addendum report No. 1, No. 2, No. 3]

R Ed Bl ERZ: B El K

33

53.5.1-6

-etal

An 8-week, double-blind, multicenter, randomized, multifactorial, placebo-
controlled, parallel-group study to evaluate the efficacy and safety of aliskiren
administered alone and in combination with hydrochlorothiazide in patients with
essential hypertension

[SPP100A 2204]

puiokel Ed Bl Bl K3 Bl E

33 (1/3)
34 (2/3-3/3)

5.35.1-7
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An eight-week, randomized, double-blind, multi-center, active controlled,
parallel group study to evaluate the safety and efficacy of an aliskiren based
regimen compared to a lisinopril based regimen in patients with uncomplicated
severe hypertension

[SPP100A 2303]

stnd 2ol =10 B e~ =02 B e

53.5.1-8

|____EE

A twelve-week, randomized, double-blind, parallel-group, multicenter, dose
escalation study to evaluate the efficacy and safety of aliskiren administered
alone and in combination with atenolol in patients with essential hypertension

[SPP100A 2304]
vy B3 Bl ERer Ed Bl

35

535.1-9

3

A six-week, randomized, double-blind, parallel-group, multicenter study to
evaluate the safety and efficacy of the combination of aliskiren 150 mg and
amlodipine 5 mg compared to amlodipine 5 mg and 10 mg in hypertensive
patients not adequately responsive to amlodipine 5 mg

[SPP100A 2305]
Eevinpen Bd B BB kS Bl K

35

5.3.5.1-10

-, etal

A 26 week, double-blind, randomized, multicenter, parallel group, active-
controlled study comparing aliskiren to ramipril with optional addition of
hydrochlorothiazide, followed by a 4 week double-blind, randomized, placebo-
controlled withdrawal in patients with essential hypertension

[SPP100A 2306]
By B Bl ERr K Bl E

5.3.5.1-11

-, et al

An eight-week, randomized, double-blind, parallel group, multicenter, dose
escalation study to evaluate the efficacy and safety of aliskiren administered
alone and in combination with ramipril in patients with hypertension and
diabetes mellitus

[SPP100A 2307]

e oEey B Bl BERRN Ed El E

36 (1/2)
37(2/2)

5.3.5.1-12

-, etal

A 12-week randomized double-blind parallel group study to evaluate the
efficacy and safety of the combination of aliskiren with HCTZ compared to
irbesartan or amlodipine with HCTZ or HCTZ alone in hypertensive patients
with BMI >= 30 kg/m2 not adequately responsive to HCTZ 25 mg

[SPP100A 2309]
R - 20.’:“{5'}'7} I E««z().qs.l;q . A

37

5.3.5.1-13

-, etal

A twelve-week, randomized, double-blind, multi-center, placebo controlled,
parallel group study to evaluate the safety and efficacy of aliskiren 150 mg when
added to standard therapy in patients with stable heart failure

{SPPI100A 2313]
peenegy B3 Bl ERRY Ed Bl EE

38
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A twenty six-week, randomized, double-blind, parallel group, multicenter,
active controlled, dose titration study to evaluate the efficacy and safety of
aliskiren compared to HCTZ with the optional addition of amlodipine, followed
by a second twenty six weeks of blinded treatment, in patients with essential
hypertension

[SPP100A 2323]
ey B El BB K3 Bl E

5.3.5.1-15

I -

A twenty six-week, randomized, double-blind, parallel group, multicenter,
active controlled, dose titration study to evaluate the efficacy and safety of
aliskiren compared to HCTZ with the optional addition of amlodipine, followed
by a second twenty six weeks of blinded treatment, in patients with essential
hypertension

[SPP100A 2323E]
iRl B Bl ERRY Ed B

39

5.3.5.1-16

-

An 8-week randomized, double-blind, parallel group, multi-center, placebo and
active controlled dose escalation study to evaluate the efficacy and safety of
aliskiren (150 mg and 300 mg) administered alone and in combination with
valsartan (160 mg and 320 mg) in patients with hypertension

[SPP100A 2327]
| swen 2ol =5 W e ~2oll =02 D

40 (1/3-2/3)
41 (3/3)

5.3.5.1-17

| et al

A randomized, double-blind, placebo-controlled, parallel-group, multicenter
study comparing an eight-week treatment of aliskiren 75 mg, 150 mg and

300 mg to placebo in patients with essential hypertension
[SPP100A 2328]

enorry B Bl EREY Ed El E

41(172)
42 (2/2)

535.1-18

-

An eight week, randomized, double-blind, parallel-group, multicenter study to
evaluate the efficacy and safety of the combination of aliskiren / valsartan /
HCTZ (300/320/25 mg), compared to the combinations of aliskiren / HCTZ
(300/25 mg) and valsartan / HCTZ (320/25 mg) in patients with essential
hypertension not adequately responsive to HCTZ 25 mg

[SPPI00A 2331]

[Amendment 1]

ol Ed Bl RN Ed Bl K

42 (1/2)
43 (2/2)

5.35.1-19

, et al

A multicenter, randomized, double-blind, placebo-controlled, parallel-group
study to evaluate the effects of aliskiren on proteinuria when added to
standardized losartan therapy and optimal antihypertensive therapy in patients
with hypertension and Type 2 diabetes mellitus

[SPP100C 2201]
EeoBEl Ed Bl ERRY Ed Bl E

43 (1/6)
44 (2/6-3/6)
45 (4/6-5/6)

46 (6/6)
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5352 IRBRBRBESE 46 53.5.2
[ RN vt 46 (1/3) 5.3.5.2-1
Long-term study with SPP100 in patients with essential hypertension 47 (2/3-3/3)
[SPP100A 1202]
[Amendment report]
wepsn 200448 11 A JJe~0ll=1 7 B F
N, i, ST A TR A 48 5352-2
BSHEREE & (8 5 i IUEAE B (2% % SPP100 (Aliskiren)? 8 M 5
kBt BOME, BWBIBICOWTHRMNT M® - AT T
V%
[CSPP100A 1303]
st < 20 =18 1 e~ =1 5 | B
B . TR 77— Gt 48 5.3.52-3
FPEE M F B 259D SPP100 (Aliskiren) 8 ME# 51 L 2 &Rk
UHDEC VTR 528 - A — 7 7~ 3R
[CSPP100OA 1304]
shasin - 200645 4 A | e~ = 7 B &8
- 48 (173) 5.3.5.2-4
A 12 month, randomized, open-label, multicenter, study to assess the long term 49 (2/3-3/3)
safety of aliskiren 150 mg alone and 300 mg alone or with the optional addition
of hydrochlorothiazide (12.5 mg or 25 mg) in patients with essential
hypertension
[SPP100A 2302]
ey G Bl ERE: B El E
[ R 50 53.52-5
A 4 month extension to a 12 month, randomized, open-label, multicenter, study
to assess the long term safety of aliskiren 150 mg alone and 300 mg alone or
with the optional addition of hydrochlorothiazide (12.5 mg or 25 mg) in patients
with essential hypertension
[SPP100A 2302E]
s 20l =10 e~ =17 B E
5353 BRORBRREE ORI LLRER 50 5353
P RALT 4R Ty — RS 50 5.3.5.3-1
5.3.5.3 SCE Appendix | (Japan)
[5.3.5.3-1]
VT 4 AT 7= & 50 (1/13) 53532
5.3.5.3 SCS Appendix 1 (Japan) 51 (2/13-3/13)
[5.3.5.3-2] 52(4/13-5/13)
53 (6/13-7/13)
54 (8/13-9/13)
55 (10/13-11/13)
56 (12/13-13/13)




CTD 1.12 HHEH—%

Page 42

= ® BEE | RN ES

Novartis Pharma AG, Basel, Switzerland 57 (1/12-2/12) 53.5.3-3
2.7.4 SCS Appendix 1 (EU) 58 (3/12-4/12)
[5.3.5.3-3] 59 (5/12-6/12)

60 (7/12-8/12)

61 (9/12-10/12)

62 (11/12-12/12)

_, Novartis Pharma AG, Basel, Switzerland 62 5.3.5.34
CTD 2.7.2 Summary of clinical pharmacology studies
[5.3.5.3-4]
_ et al, Novatrtis Pharma AG, Basel, Switzerland 62 5.3.5.3-5
Clinical assessment and modeling interpretation of aliskiren dose response
analysis
[5.3.5.3-5]
SINT 4 R T R A 62-1 5.35.3-6
5.3.5.3 SCS Appendix 2 (Japan)
[5.3.5.3-6]
- et al, Novartis Pharma AG, Basel, Switzerland 62-1 5.353-7
Clinical assessment and modeling interpretation of relationship between
aliskiren-induced PRA and BP changes
Modeling Report
[5.3.5.3-7]

5354 FOMOBEHKREEEE 63 53.5.4
- 63 5.3.5.4-1
Tolerability, pharmacokinetics and pharmacodynamics effects of SPP 100 in
healthy volunteers upon repeated once-a-day administration of 40, 80, 160 or
640 mg as an oral solution for 8 days
[SPP100A 0011]

e el B e~ 7B e
63 5354-2
The etfects of the renin inhibitor ALISKIREN (SPP 100) compared to Enalapril
on 24-hour urinary excretion of protein in patients with mild to moderate renal
disease
[SPP100A 0012]
[Addendum report 1]
ssomry Ed Bl ERe K3 Bl E
] 63 5354-3

The ettects of the renin inhibitor Aliskiren (SPP 100) compared to the ACE
inhibitor Ramipril on satety and tolerability in patients with congestive heart
failure

[SPP100A 0013]
[Addendum report 1]
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Effect of the combination of Aliskiren and Hydrochlorothiazide on daytime
systolic blood pressure measured by 24-hour ambulatory blood pressure
monitoring following once-a-day administration of 150 mg of Aliskiren alone
and in combination with 25 mg Hydrochlorothiazide in patients with mild to
moderate hypertension

[SPPI00A 0014]
[Addendum report 1]}

ke ke B ERSL Ed Bl B

63

53544

Pharmacodynamic-pharmacokinetic interaction of Aliskiren and Ramipril as
measured by 24-hour ambulatory blood pressure monitoring following once-a-
day administration of Smg Ramipril, 75 mg of Aliskiren + 5 mg Ramipril and
150 mg Aliskiren + 5 mg Ramipril for 3 weeks each in patients with mild to
moderate hypertension

[SPP100A 0015]
[Addendum report 1]

63

53545

s - 2o . B 5 ~2oll w0 ]
I

Pharmacodynamic-pharmacokinetic interaction of Aliskiren and Irbesartan as
measured by 24-hour ambulatory blood pressure monitoring following once-a-
day administration of 150 mg Irbesartan, 75mg of Aliskiren + 150mg Irbesartan
and 150mg Aliskiren + 150mg Irbesartan for 3 weeks each in patients with mild
to moderate hypertension

[SPP100A 0016]

[Addendum report 1]
e cauiry k3 Bl EREl Ed B

63

5.3.5.4-6

A phase I, open-label, randomised, balanced, two-period crossover study to
investigate the effect of cimetidine on the pharmacokinetics of a single oral dose
of aliskiren in healthy male subjects

[SPP100A 0018]
eesroen Ed Gl ER

63

53.54-7

=]a e
Aliskiren - A phase I, open label, randomized, balanced, three period crossover

study to investigate the pharmacokinetic interaction between single oral doses of
aliskiren and celecoxib in healthy male subjects

[SPP100A 0020]

53548

eeenmen B Bl R Ed Bl E
] '

Aliskiren — A phase I, open-label, randomised, balanced, three-period crossover
study to investigate the pharmacokinetic interaction between single oral doses of
aliskiren and atenolol in healthy male subjects

[SPP100A 0021]
eesoniey B3 Bl ERE Ed Bl E

53549
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N 63 5.3.5.4-10

A phase I, open-label study, to evaluate the absorption, metabolism, kinetics,
and excretion following a single oral dose of [**C]-aliskiren to healthy male
subjects

[SPP100A 0023]
e iiEl Ed Bl BBt Ed Bl E

64 5.3.54-11

Aliskiren - A phase I, double-blind, placebo-controlled, ascending multiple oral
dose, safety, tolerability and pharmacokinetic study in healthy male subjects

[SPPI00A 0024]

64 5.35.4-12

s 2ol =10 e ~—oll=R 5=
I

Aliskiren - A phase I, open label, randomized, balanced, three period crossover
study to investigate the relative bioavailability of single oral doses of five
different formulations in two groups of healthy male and female subjects

[SPP100A 0025]
kel Ed BN ERSY EJ Bl E

I 64 5.35.4-13

The effects of the renin Inhibitor SPP 100 on 24-hour ambulatory blood pressure
following once-a-day administration of 75 and 150 mg for 4 weeks each in
patients with mild to moderate hypertension

[SPP100A 0027]
[Addendum report 1]

s - ol B e ~2oll«=15 B e

A dose-ranging study of the effects of SPP100 on 24-hour ambulatory blood
pressure following once a day administration of 37.5, 75, 150 or 300 mg for 4
weeks compared to losartan at 100 mg in patients with mild to moderate
hypertension

[SPP100A 0028]
iy Ed Rl Ed K

J ST 4 R T kS 64 5.3.54-15
Japan original tables and figures
[SPP10OOA 2324-])

53.6 TR OB MKERICET HHE 64 5.3.6

- 64 53.6-1

PERIODIC SAFETY UPDATE REPORT | (PSUR 1)
Period covered : 20. iR I.J“—} I H ~20. e I A . A
[PSUR 1]

[ EN 64-1 5.3.6-2

PERIODIC SAFETY UPDATE REPORT 2 (PSUR 2)

Period covered : 20f] E A | e ~20l €1 7 B B

[PSUR 2]

I - - 64-1 53.6-3

PERIODIC SAFETY UPDATE REPORT 3 (PSUR 3)

Period covered : 20f] £ | B [ 2 ~20 = | A [ E!

[PSUR 3]
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D NVT 4 R T 7 —v RSt 65 (1/5-2/5) 5.3.7-1
FEG—Ba R 66 (3/5-4/5)
[Patients-lists] 67 (5/5)
D VT 4 A T 7 —< RS 67 53.7-2
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[Adverse events-lists]

D NVT 4 A T 7 —< RS 68 5.3.7-3
HELRFEFG—ER

[Serious adverse events-lists]

I NVT 4 R T 7 —v Rt 68 (1/7-2/7) 5.3.7-4
BRI A O S A E) — TR 69 (3/7-4/7)
[Lab-lists] 70 (5/7-6/7)

71 (7/7)
JINVT 4 AT 7=~ R A 71 5.3.7-5
IR R A HERE (X
[Lab-figs]

54 ZEIWK 72 5.4
[Alderman MH, Ooi WL, Cohen H, et al (1997)] Plasma renin activity: a risk 72 5.4-1
factor for myocardial infarction in hypertensive patients. Am J Hypertens; 10:1-

8.

[Asia Pacific Cohort Studies Collaboration (2003)] Blood pressure and 72 54-2
cardiovascular disease in the Asia Pacific region. J Hypertens; 21:707-16.

[Azizi M, Webb R, Nussberger J, et al (2006)] Renin inhibition with aliskiren: 72 5.4-3
where are we now, and where are we going?. J Hypertens; 24:243-56.

[Bakris GL, Weir MR (2000)] Angiotensin-converting enzyme inhibitor- 72 5.4-4
associated elevations in serum creatinine. Arch Intern Med; 160:685-93.

[Chobanian AV, Bakris GL, Black HR, et al (2003)] The seventh report of the 72 5.4-5

Joint National Committee on Prevention, Detection, Evaluation, and Treatment
of High Blood Pressure: The JNC 7 report. JAMA; 289:2560-72.

[Cohen MC, Ruhtla KM, Lavery CE, et al (1997)] Meta-analysis of the morning 72 5.4-6
excess of acute myocardial infarction and sudden cardiac death. Am J Cardiol;

79:1512-6.

[de Zeeuw D (2004)] Albuminuria, not only a cardiovascular/renal risk marker, 72 5.4-7

but also a target for treatment?. Kidney Int Suppl; 92:S2-6.

[Dykewicz MS (2004)] Cough and angioedema from angiotensin-converting 72 5.4-8
enzyme inhibitors: new insights into mechanisms and management. Curr Opin
Allergy Clin Immunol; 4:267-70.

[Elliott WJ (1998)] Circadian variation in the timing of stroke onset: A meta- 72 5.4-9
analysis. Stroke; 29:992-6.
[Elmfeldt D, Olofsson B, Meredith P (2002)] The relationships between dose 72 5.4-10

and antihypertensive effect of four AT;-receptor blockers. Differences in
potency and efficacy. Blood Pressure; 11:293-301.

[Frampton JE, Curran MP (2007)] Aliskiren: A review of its use in the 72 54-11
management of hypertension. Drugs; 67:1767-92.
[Gerstein HC, Mann JFE, Yi Q, et al (2001)] Albuminuria and risk of 72 5.4-12

cardiovascular events, death, and heart failure in diabetic and nondiabetic
individuals. JAMA; 286:421-6.

[Greenberg A (2000)] Diuretic complications. Am J Med Sci; 319:10-24. 72 5.4-13
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[Hozawa A, Ohkubo T, Kikuya M, et al (2002)] Blood pressure control assessed 72 5.4-14
by home, ambulatory and conventional blood pressure measurements in the
Japanese general population: the Ohasama study. Hypertens Res; 25:57-63.
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pressure as a predictor of silent and clinical cerebrovascular disease in elderly
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[Seeley E, Kanavos P (2007)] The impact of high blood pressure demographics 72 5.4-23
on healthcare system. High blood pressure and health policy:37-49.
[Staessen JA, Wang JG, Thijs L (2003)] Cardiovascular prevention and blood 72 5.4-24

pressure reduction: a quantitative overview updated until 1 March 2003, J
Hypertens; 21:1055-76.

[Stamler I, Rose G, Stamler R, et al (1989)] INTERSALT study findings. Public 72 5.4-25
health and medical care implications. Hypertension; 14:570-7.
[The Task Force for the Management of Arterial Hypertension (2007)] 2007 72 5.4-26
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