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Aliskiren J Rasilez® SESERYTHTERST » Ry CIIRIETE ~ JEBERK - S5 SR HIHIA] - Aliskiren DLHERIZR
1% (hemifumarate) FEAETE A7 Rasilez® 3 - Aliskiren hemifumarate H91L2244 15(2S,4S,5S,7S)-N-(2-
Carbamoyl-2-methylpropyl)-5-amino-4-hydroxy-2,7-diisopropyl-8-[4-methoxy-3-(3-methoxypropoxy)
phenyl]-octanamide hemifumarate > HffHE =0k
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Aliskiren hemifumarate £y |1 (B SHIR B LIRS KGR » 43Ty 609.8 (free-base- 551.8) » AIVAAHRE

PFREEARET ~ IE=-R#(n-Octanol) » HEEEVEA/K -

Rasilez® #2{iE IR ARSI ASEMITY - & 150 mg 1 300 mg 1 aliskiren BEREL LUK FFHIFEIGMER (7 © colloi-

dal silicon dioxide ~ crospovidone * hypromellose - iron oxide colorants * magnesium stearate ~ mi-

crocrystalline cellulose ~ polyethylene glycol ~ povidone -~ talc I titanium dioxide °
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B ST U - T I LA AR LR A Tk o B T SRR L Wi =R I U0 - TR
AL HIERRIME YCAE S | (Ang 1) © Ang | #SHIIIE G SR LER(ACE) LU ACE BSASIE BTG I
TERY\PEFRIAVE HCAESR 11 (Ang 11) = Ang 11 SZ5R IS G - Eralt e Rl i & LIRS B ARERERT
TSR SFR L o Ang |1 IR mT it P 1R b A B2 S PR o 38 SE MK (R Y T S i g
Ang || IR RARE - RS2 I RARRT R MR - 18 B SRS S KO SR B A 5 R
B HAHBHA 2 RIA RS - BRI - TR R (RAAS) o Aliskiren Ky ELEAE S HIH]
Pl BEREAIIM AT SRATIG T (PRA) DUR SR IMLAE G SR A Ang |« {EL T RIS 48 aliskiren /278
RES LAY RAAS 3848 » fil411 © ACE =iJE ACE 1K -

FITE I RAAS HYZEY) (LG AR - SREG] I ERPR e - S MAR B 2R i i - it
R TR e 28 EAELIA CERIGIAIFIARB (I ik 4 52 BEREL BT A AET TG RRINE - P PRARYER S
BRI > TELA aliskiren EFFIAFEYIN - R aliskiren j2 DA —REEa AT MY & OHEHRE - &
RERHENE & LIRS RRIEUE - FTLLPRA ~ Ang | UK Ang I ¥EIREAE » ZERRIR I > PRA IIRH
TEEIKT Ry 50%-80% - Bfl i AERY - BRI RGN AR - PRA S SRR PRI 28 H B M RN -

wEEh e

AIiské;gﬂ’ﬂ?ﬂﬁl?ﬂ?%(iﬁ%ﬁﬁﬁ%%%ZB%) » BARE IR 24/ N - FREREIMIRIRE R 7-8 RI%E ) -
AR LI B 5344

TELIR# aliskiren AT 15 3/NREPALE MR =R - B SRR RS OMHRAEE - aiskiren S AUC
1 Cmax 23 BIEIEAR 71% Fl1 85% - 7E aiskiren AUl EREET » WM E AR GIEAIRA -
151 B BB

L/ AR = DR SR U BRAE IR R - 2 DRI AR R RIPREA - ARSI MTSE » &%
aliskiren U F2EER (U Ey CYP3A4 -

bE37 9723
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MRS E 18 BRLUT R EETT aliskiren SEYIE)JJERIITSE -

ZEN

RIS (= 65 BK)MEIT aliskiren IVEEYENJJETT - B AR BB R AUC HIE)E
SEETAYRIN o SERESE AT N T B (2 AR Rk A )

it
S~ EISR AL H AR A 4B S R -
FURET 2

BTG EHER FRR 2 B IRER 2 FEET aliskiren SEWIB)JJERIATAS « BN EIRER R0 -
aliskiren AR ISCH EE RIS FEE (AUC FIT Cra) S5 DT REAS 2 i 8L PR8I0 A6 — BRI AERA M  SE2E00 EATHEE
D BN T S (2 B BRI 50

NFEIRET 2

RS R IR b - aliskiren SEV)B) ) SR 2SRRI 22 - KL - SEXER B AR =
T (2 AU R AR A ) -

o

ZHIEE aiskiren ¥L0FEEI(ECG) 2N EER AL ~ S5 ~ LRIBIFIE M E I (moxifloxacin) ~ 7 HE
AR EIINTSE - TEIRFHSEYIRT A DU R R 24 /)NFEE 0B [ (Hol ter-monitoring) FI1 12 3E0FE0, i ]
H - A EEEE) diskiren $f QT RIFEIIE -

T E1EA

HAhZEE aliskiren AYESE

RIBHEINRESRS R > aliskiren #86FH CYP3A4 X3 -

A B lovastatin, atenolol, warfarin, furosemide, digoxin, celecoxib, hydrochlorothiazide, ramipril,
valsartan, metformin, amlodipine, pioglitazone, isosorbide-5-mononitrate, fenofibrate #1 allopurinol R _E
AN HIBE N aliskiren AYSRER AL -

GO irbesartan » fEZHIEAE T T » KRL aliskiren Y Cmax 3 50% -

P ZYAEER F(P-glycoprotein) Z 32 G 1EFH

FEPRATRES B © MDRUMdrla/lb (Pgp)sz aliskiren WLUSCERLIE BRI £ BHEH AT - 1€ Pop LAE42EY)
REAFFBITTRENE » ATRERIARA S L A IR RR B -

Aliskiren Bil Pgp 2B 855 - F3diifi ] (B140: atenolol ~ digoxin ~ amlodipine & cimetidine) & ff i F
IRF o RBIEBHRAVER RS G -

Aliskiren £l atorvastatin 80mg(— Pop JESU NI El) A OF6EFIIRE » 285k T4 W 84 ali skirenfry Cmax
& AUC 3 50% -

Ketoconazole

Aliskiren il H#4F R K 7 ketoconazole 200 mg(—7E Pgp SR K CY P3A4 S&EIHIF) & ff
fEF > ATEE aliskiren YIRS T 80% - H il ks H A5 7> BL B & ketoconazole 400mg Z 3¢ »
AE AT TR SR IR S R AL aliskiren (ZEE -

Cyclosporine

Aliskiren 75 mg £ cyclosporine 200mg i cyclosporine 600 mg (—7& Pgp ssdIfI#]) & oFE A - i
aliskiren (Y Cmax B4HIHY 2.5 6% » AUC 89011 5 57545 » [KIbL - RERS HF0E T E RfRLEY) -
Aliskiren B fth3&),& 7/

Aliskiren SR &I CYP450 [ L EHEEI(CYP1A2 ~ 2C8 ~ 2C9 ~ 2C19 ~ 2D6 ~ 2E1 Al CYP3A)
HE% CYP3AS -

EOFH R aiskiren A EEE 2 |ovastatin, digoxin, valsartan, amlodipine, metformin, celecoxib,
atenolol, atorvastatin, ramipril, hydrochlorothiazide, pioglitazone, isosorbide-5- mononitrate, fenofibrate,
allopurinol 2% acenocoumarol &% -

Warfarin

EIRTG AR BRI 2 ERRER AT, aliskiren ¥t warfarin 4853802 #22% -

Furosemide

Aliskiren Eil furosemide s > furosemide %) AUC FI Cmax 43 BIREE T 30% F1 50% -
B R AR

Aliskiren B—#%

BT TR 2 v B S L RS FR Y 6 JERE ST ~ SE - ORISR ~ hodtH 8 SRR ER - 38
B Rasilez® (aliskiren) G MBI 2 12 HEUR DUBRRRAS IR0 & » AR A FE AN 2P I I
TR 25 22 |52 JE 7% (pl acebo-subtracted) (19 AL Z I BE U &t

=1 REEHRMES » LRSEBIRDERRD 2

Aliskiren 75 H %l & (mg)

F5e LR 75 150 300 600
. Placebo- Placebo- Placebo- Placebo-
R subtracted subtracted subtracted subtracted

1 2.9/33 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 2.2/11.7 2117 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" --

* 5t ANCOVA # B8 L Dunnett fE#E1 T2 B LLE » AHERIAZ2RF p < 0.05
T #EH ANCOVA # BB TiAMES THO BT LR  AHER LR p < 0.05

SELEWIE Y 2,730 fi %2 75-600 mg (1 aliskiren - T 1,231 fifis EBESZ2EHI - A1 1 R
F A W4 v 93 S RER 2 5 ST+ 4F 150-300 mg W B E] & FERUME » #F 600 mg HIIEREEATHE—
RN - LIRS REEH 2 2E(85%-900%0) HIRE I RE SR » FEBhIIEE N R ZeRivR - fElREER]
HARETE A SRR 5 A 1 H R RS B RRAY LLER IR AE 0.6 £ 0.9 -

TE L B IR BRI 5258 3 RS2 PR aliskiren P AEE —4F « R —TEBERE M BC T 92O
B0 R FASEY sl R » TR BURF RN RE INURRSOR - B WTSCHURRHENIR A ali skirenFIREHE 73
B2 2R AR S » BN LR e S - IR - IR EROE BORE B Wi R R A KL
HIRZEE « ERTARR 2SR PENER A m IR AR HE -

RN LI RIERET » aliskiren ¥AERBIREMRETECR - EATERA IR ARIRENA > BAREA L
IR R DT {E ACE HIGIEIR ARB Mg is s 1hBig: -

Aliskiren EREL{th 171 5 M BREEH 1 & HH AR

FIPRE

DLEEE I 75 ~ 150 Fi1 300 mg aliskiren 3 Aff 6.25 ~ 12.5 A1 25 mg hydrochlorothiazide Hf T —

T8 ~ 2,766 (i ~ BEMITIC - BE - LRI - VT4 - 15 MIERHK TS - S0

TR IR AR B A7 B — R R LR B~ 4% 2 s =

7 2 1 B Hydrochlorothiazide & f}f /&A% i 2 & B 5 FE#4 (placebo-subtracted) A AL Z R K
BRI BR R ) 2

Hydrochlorothiazide, mg
0 6.25 125 25
Aliskiren, LR Placebo- Placebo- Placebo- Placebo-
mg SEEEME 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

LU 150 FiT 300 mg aliskiren Sk A fif 160 1 320 mg val sartan #1710 —18 8 38 ~ 1,797 fiiRHE ~

BRI ~ BEE - RIS - ST~ 4RAREH - B S ERIER RGBT - AliskirenFl
valsartan LA 53Ry 150 mg A1 160 mg > {658 4 353 EEEE] 300 mg fi1 320 mg - AL ZmAKAR
MRS ~ 55 4 JARIEE 8 ERRAIRL « A OFFREIYRRINEERE AR B— Rk R NUBRTR S - 405k 3
i =

7 3 : B Valsartan &#/AERF R %% EIE 2 FE14 (placebo-subtracted) 89 4 22 & ARAS BRI

=1

==}
L LRI Valsartan, mg
Aliskiren, m -
sren. mg SeoE 119 0 160 320
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

* LRSS 4 ERER RO IMBRCE )y 5.2/4.8 - ILERFETEASZ AN & aliskiren 150 mg Bk valsartan

160 mg HIFHAT ©

ACE HI#IZE3 Amlodipine

EI RIS aliskiren 0 =il &Y ACE IR - aliskiren 25 &AL FHIMYREMEE(ER - 75

Hrp—IEWZEd B 150 mg 1Y aliskiren Bil amlodipine 5 mg & OFARAIR o aliskiren ATR{EEESMEEIL

JEEVERR - (EIL A BHEFIA B LR E 7 amlodipine 10 mg

FEHAMEST 2 —TE R 838 ~ FAENAT 30 4385 75 mg ~ 150 mg Kz 300 mg aliskiren 7] 35§ (dose-

finding) sk E& T » CLiE H Rasilez® IEIIRETE ] © AHHRHY 2RI - [ = AEA RS 55 v B o (I i

JEREREFHRIEE - RRIEE(EFICEEE 2 ERH R BARE - {52 1% 8 AR A FRHE FBE - iAE 15809k

A (withdrawal period)f&2I[EIF » NG A SE 212 B HARF I L0 RA (L (200 1) - [RRF2E] (<140/<90 mm Hg)

R BRI ORI B HERI AR » 75 mg ~ 150 mg Kz 300 mg Fl & & IR 3R 43 Ry 23.5% ~

28.6% Hil 41.6% o SRS 2 BB R FERAN -

1 SMEEBAREBIEFER aliskiren ZEEHAEIH(E 0 BESE 8 B)K 1 BMEEA(E 9:8).2
BRBRETEREE(ER ©

T
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0 v 1 L L L L L L L ]
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22 2INCF g
g E
w E -6
=Y 8
S -
ﬁm -10
iﬁ% -127 - Placebo
ooy -144 —=—Aliskiren 75 mg
~16- ——Aliskiren 150 mg
_1g- ——Aliskiren 300 mg

S —WFFeEH e 761 7 FEATEEE 25 ch S LR H A 28~ LR AR IR R R IR Rasilez® 150 mg
LR EY losartan 50 mg MYEEE ERER © 152 4 AR > AHBHNZEE > Rasilez® 150 mg 1ERHEAF IR
FUCHEE A B9 763 > Rasilez® 150 mg Wi ALk losartan 50 mg #6374 - Rasilez® 150 mg #ir
SEF MM (<140 F1<90 mm Ho) I3 A B 4 LERASE e R LR Bl - HLBR losartan 50 mg #HTY
WHEATE o TR R SOME 2 s A RGBTy 3 RHZEYIAEL -

= 4. HEREEFEBLLER

B LT Aliskiren 150mg Losartan 50 mg
N=156 N=302 N=303

AL PRI 0 mmHg -3.0 -8.9* -8.7*

S AR ZHE R - mmHg -2.0 -10.4* -10.6*

IMEEFZEHISE » n/N (%) 21/156 (13.5) 119/302 (39.4)* 107/303 (35.3)*
MR AR Z G IRE (MmsSBP) I 2 <140 mmHg H P46 247 IR EE (msDBP) [ <90 mmHg 1ty
I3 FE EL B
* p <0. 0001 FEEHAZRIHIHH




BFESE © AEE MER
U : Rasilez® (aliskiren) PG FEEI LR - 7T LS 6 F sl BR LA SRS LR SE ) &5 OF BE T
i il ACE SIIRIIRY & R 60 M AR FE 53 TS

e

A5 /A AR EMEIER

5 B A B R B R - IS G 2 R AR SIS i i ST 28 SR B IZE
U = {ERBRIYSTER T » T2 0 A U S SR LB B 2 s s - TR - R T
#UE A Rasilez® (aliskiren) ©

TETEZAER — S B = I B T BB A B 32 - I A SR R AR Y IR L R 4 5l
HE o ASERIEE ~ B4 S E B E AR ~ R ~ WEE SR ] EHEN B 28 - DURIEL - IR
M GRS o FTREE BRI RE SUE IIRE TR ¢ BRI T 2 2GR - R G g
Hi ~ AR AR TR AR - R E FE - TENA BRI BRI E RS > #EA
AN A8 L B EAISEYH R -

BEAh > FERIME R BRI 2 — B B o PR I G S LA (A B 32
kSRR R B SEYE) - RIVEEHT R SRR E R - DAY B PR B - A S 3 R
ZEEYIRRIER A S SR A TTRE L M - GRS L gE Y 1 AR i T A
Iﬁ.\: o

TR A B ZE 91 (3 A FRAANEIA T — T 2 — ) AT R B A SR A Y 32111
ISR AR » AE3E L2 AR » FERG LSEY G SATB e fE S 5 AR - 1T —
RYINREE WARE - FEALFEAERET -

AR FE/K D » HERK 1L Rasilez® » BRIES & Rasilez® s RRBRN Py - fRIZ20058
W o R AT TYCHEIRE )5 BR (contraction stress test) ~ JERE 73R (Nonstress test)BZJi i AR BT
BRPAt o SR S EAIBEEHFE S > FTREE BIRASLR AR R AT S S 1k - A BBk
AR -

MR R BRI 5 - FER TSR & BURIMREE ~ A PREERTSE ST o 405 H
BUDPRIE - FEMERFIMUBRRIE M FRAET: - PTABTR BRI BEUE B (F Ry R AR IMLBRR / s B rhE
FEEREE) 73k -

EI A 12705 2 F Rasilez® RIBGIAHCES - Aliskiren hemifumarate ZEFE #:MEF4E » B RAF 1
ZiA: B IR 452 600 mg aliskiren/kg/day (LA mg/m2 ks BEdE ™ A % i A3 41 B (MRHD) 300 mg/
day 9 20 %) B0 AE 184 0 IR 5% 100 mg aliskiren/kg/day (BL mg/m? JFE%E S MRHD 19 7 £%)
EERIE IR NI B BE 13598 - BT %1 50 mg/kg/day (L mg/m? B #E S MRHD [ 3.2 %)
P FEHPRG R B B R4 o Aliskiren @ TER A TIIENE ~ E/KRIIEE. -
SRSAERIM & MoK AE

EIRTEA #2532 aliskiren IGHHR BIGED ~ DU - BEE ~ HUE ~ BEFIRT/ sivR BRI E /K S
SEHGEB - PLEARTTAE & R LR AR VAR RIS BY - ERTEA ACE HIHIBIRA B AR B A
A M KL BERm A IR AR R - (B2 B RN A A EREGE A aliskirenf& 5 A= 18 147K
AR RBE TS IR o MENTHIIrP Rasi | eZ® U2 (15 R ARG 1 B30 7S A DR AT IR 5
fiFEb - £ ACE IR (o FAARBEAS 1 > R —BRAA A T SR NEAR i TR 2550 > () T e Rl
GHRA > KR R P HUAR AR N B S R R v REAS & DURE SR SGEEAR - EI AT ACE #1235
BRI 7 R A W 8 7 ek o B/ e SRR BRI s 22 W, = AT T ~ AR MR
IR BCFTREREA-ITUGERAZE » R M TR IPUOE TR R - — BT - BT
FEAR o 7B HEGOR RIS 1:1000 B LR3E(0.3 mL ZE 0.5 mL )Ry HEk R - DARERRIA
FEITIR B (2 AR RKE) -

{E I /&

IR DR At BB RE N 28 LR A XU Rasilez® TAJRIE - INLRE T I B IG ARE IR 8 42 R(0.1%)
TEELH M N B EE ) T DR AR - (RIMEAY 3 2R IR A (< 1%) © B3R - B IGHE 2R/
PRI TEALAR B R+ 15 BV S RE 2 (AR = SURDRA]) » {E Rasilez® IGH#BRIGZ
BATREE B A AR AR IR © 766 Rasilez® Bl » MESEEREZILIRIL - B0 FHI%k Rasilez® 2 itk
SRy 75mg  AFEAEEE I BEREEET - BHIAETTIGHE -

ARFEA R NREEAR - AN R R DRSS 5 H 0T - 18 PRIk T ek (2 R =
B 1) o ERFIAE R RR S » UG REE AR AE SE - BE— B EIR » J % R
MG -

ABEIE

1. i3 aliskiren F1 p-glycoprotein %7 - 411 cyclosporin — A -

2. AR —E IR » DO B YIRS BB, -

3. BHRA/K S BRI B DFBE FIRI R B2 978 A BRAG B F Rasilez®Hs > TTAE S 4 (R IMBSTER -
RIS TEAEBRAAE I Rasilez® Z BiE T » Sl Rasilez® AT R 75mg » FIRGEL A8k
FZ R -

4. ASHERFIPRFIOF FHIRE - ZEERHTAATI Sy 75mg -

254

ERThBERERE

95 R KA T RS R O RERERRE (ZC PEUEEHET 1.7 mo/dL - SBYENIEEET 2.0 mg/dL - SRS E RRERE

JEHEE(GFR) < 30 mL/min) ~ fE FIIMREANTIG S ~ B REMG SR IS M LR - R A

Rasilez® (aliskiren) &l G ERPR AR ES - S 1A RZERE IR > (KR Z H i Rasilez® £HE 4

SR AR - B R B 58 - NV O S ey 2 T RE & A B DL 75 F LT R LI

PRERZE -

F=iiik:: 73

B Rasilez® LB SIHE TN > 5.5 meg/L IY1EM > Hohyd Fl(Rasilez® #lky 0.9% -

LT RS 0.6%) « RIMT » TR R h & DFBE R ACEHIHI - 115 ST M ISR

(5.5%) ° 8 K7 HU B 28 U S PR A ET AN UTHE © Rasilez® BB BRI FIDRA ~ BRAHFCH ~ & o

W EER A B AR ISR AT S S DR IR PTRE @S R S D - BE LGP

BEYRGE - FREEBA -

BB
HI RV Rasilez™ {i I BRL{H o S {1 5 IR 22 sl LA i Y B IR e s FEL O 0
femBRIE

JESFRIEE A BRI A TR, - B ZREE R FIAE B - S AR R L SR FTRE R . -

7 BE T E IR AR 2 M FEE TR AR A AR o DR B BT A AR S A -

MEEKE

17 Rasilez® {EHEHR - IV 7K NG (L FS W E /A ) TR (A RS A o Ml 2 s R

BTN M7k B R SR (B ~ PUREAHS ~ HRA ~ DS ~ L UEMEAR ~ Auali g RS - 25

ST - AT IR EEY) - MR TR -

B E1ER

i AMEHE AT B aliskiren — [l FIIEEY) -

Furosemide

‘& aliskiren Eil furosemide [AIREARAIE > furosemide I & HAME R - ARFH furosemide M99

e > PLEARA aiskiren £ 0 furosemide HYMRUL

Cyclosporine

H; aliskiren il cyclosporine [FIRFARFIRY - aliskiren MR eriARE EFF - #OREEE aliskiren B

cyclosporine & Bt A -

BURIER | BZRE(ER | ST TNRERERR

TE—TEEGE e > 25K BERI6ME H AR ELKIESE /N B (rasH2) [T fizal iskiren hemifumarate

| 5:3% 1500 mg aliskiren/kg/day » BESRIFIRE R4 3R BT aliskiren 1Y ZR MR LRI > (HAE

FREEA SR B YR H 750 mo/kg/day B LA AT SIS - AEIGEEN T S IS B RIS R AR (B

BB - Hh—SKEHBINBIE - S—SREHBEIBIYE - RIS LR

D RRIIERT o LLan 5 MR i (AUCO-24hr) Ry 56 HE » 5T KB 1500 mo/kg/day 7l AR E [ A i

rEnfdR ) #(300 mg aliskiren/day) iy 4 % » #5777\ 1500 molkg/day FiFAHE Y AR i e iR A

(300 mg aliskiren/day)y 1.5 £% o 1E4G T AEL 250 mo/kg/day (e 3B Hk) DU R s s 1 IR

o] 4 SEAT 13 FEEFTE A BB BRI R GRS -

Aliskiren hemifumarate 7£LL S. typhimurium Fll E. coli 1T Ames ZE[KIZe8# 5347 ~ thg & BEUNY

HHTRERS S RS IE AT - TREDE BV TORTIRRTS SMERIZEE AT ~ DURIERS A/ NS B DI R

ERETEAE TR - WA BRI R T REME -

TE PRI A B AR B A0 18 5532 250 mg aliskiren/kg/day (mg/m?2hy B FE A S i s At 4 5300

mg Rasilez® /60 kg 1 8 %) R3ZEHE -

(222

1R FIZERR IRy C (IE224THA 3 8 H)FO D (2 b ARINGSA 3 8 H) (2 REEE - 165 1 Bk siss

AL ) -

BILSH

H ARG LS aliskiren 2 A& /0B NS LT« EIFLIHAEL - aiskiren @3B AT H -

%”fgﬁﬂ%?%ﬁ@ﬁ$ﬂﬁﬁ§  JHEE S B R B B B AR E R A5 R AL B P )
EHEA

MIARAET. aliskiren {5 A G B B AR 22 R PERIFERK

ZFEANER

TEFTE 2 BERRITFEE Bk - 17 1,275 7(19%) Ky 65 kLl L - 231 £7(3.4%) Ky 75 kLl L < Il

JRE J5Z JREFIIAR L IS JFE — ikt £ BRAF s FE AR -

TRERE

HRTT M8 6,460 {1795 31T Rasilez® (aliskiren)Z2 2 MEaTAd » HH#EE 1,740 73149 6 {8 H
PIE o DU 1,250 RiiafE 14EDIE - fELRIBEHIBERRERT » B 2.2% Ll Rasilez® A1
PR 3.5% B LTG0 R A HH B B R AR J5L IS I (‘B 955 A i 1 s LR ) T 455 1 v o
gﬁ o

TEERPRAER T 5 2 (6 i aliskiren S AR IS MK B AEA WEIRGEHE ARV BISE 3 « 5341 2 PRIRAE
JE B A A 1A R BR3P RE SR A IS /K - G hBaHR - fEEsekiftget - &
2B PR I 1 LBy 0.06% -

A > H 26 AT aliskiren AR HABAGER ~ T ~ iR B/KEREIEIRE - H 4 A0 ERR
HEREH -

SR > AE 2B T TE R - aliskiren EAVRRED ~ T8 - SR B/KIEREAESRE 0.4% - LRIEIHE
T4 0.5% - 7F aliskiren fl HCTZ WIAHAYRIAEEEL IRIFSEh - RIRARAHAIISES ~ F56 ~ 3ia
BKIERE ARy 0.4% -

Aliskiren &7 4= 71 s AHBEAY S 15 (Gl A R IE < iR 300 mg Y9 FEE 2.3% SEFRISENEIR - LRt
PR Ry 1.2% « MR A (= 65 3R)F - IEEZA=REREH 150 mg BRAARTErRG I - ik
RIERAAET Ry 150 mg (19 HEE B =2 B O e A i (R 7T Ry 300 mg RS VRS B R S AR RINY (1
Hhy 2.0%-2.3%) - HAt GIAEREIERE - AR R E BB - HEBBI AR R AAE
5 Ry H 600 mg REA BLZ R 72 5 o BEVERIELAM GI FtASE i AR - A e p g
BRI -

AELRITRIET AT > aliskiren BRI 2 AE SRECHH B AT BG4 (T a1 62 aliskiren ks 1.1% >

LBy 0.6%) © AEHE ACE HIFIE(ramipril ~ lisinopril)3EFTHA RS A 3RER T > aliskiren #
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Rasilez  (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, Rasilez should be discontinued as soon as
possible. See WARNINGS: Fetal/Neonatal Morbidity and Mortality.

DESCRIPTION it

Aliskiren, the active compenent of Rasilez Tablets, is an orally active,
nonpeptide, potent renin inhibitor. Aliskiren is present in Rasilez Tablets as its
hemifumarate salt. Aliskiren hemifumarate is chemically described as
(25,45,55,75)-N-{2-Carbamayl-2-methyipropyl}-5-
amino-4-hydroxy-2,7-diiscpropyl-8-[4-methoxy-3-(3-methoxypropoxy)phenyl}-o
ctanamide hemifumarate and its structural formula is

OH H
Ha, '\%,N \><8,NH2
/O \/“vo Sy )/ :

~0 P .
COOH

(Hooc—/’_ )

2

Molecular formula: C30H53N30E - 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.

Rasilez is available for oral administration as film-coated tablets containing 150
mg, and 300 mg of aliskiren base and the fellowing inactive ingredients:
colloidal silicon dioxide, crospovidone, hypromellose, iron oxide colorants,
magnesium stearate, microcrystalline cellulose, polyethylene glycol, povidone,
tale, 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 angiotensinegen to form the inactive
decapeplide angiotensin | (Ang 1). Ang | is converted to the active octapeptide
angiotensin 1l (Ang II) by angiotensin-converting enzyme (ACE) and non-ACE
pathways. Ang |l 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 sedium reabsorption. Together, these
effects Increase blood pressure. Ang I} also inhibits renin refease, thus
providing a negative feedback to the system. This cyele, from renin through
angiotensin to aldosterone and its asscciated negative feedback loop, is known
as the renin-angiolensin-aldosterone system (RAAS). Aliskiren is a direct renin
inhibitor, decreasing plasma renin activity (PRA) and inhibiting the conversion of
angiotensinegen to Ang |. 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 | and
Ang |l are all reduced, whether aliskiren is used as monotherapy or in
combination with other anfihypertensive 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
Cmax of aliskiren are decreased by 71% and 85%, respectively. In the clinical
triats 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 respansible for aliskiren metabolism appears
to be CYP 3A4.

Special Populations

Pedialric

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

Gerialric

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 Cmax)
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 Electfrophysiology

Aliskiren’s effects on ECG intervals were studied in a randomized, double-blind,
placebo and active-controllad (moxifloxacin}, 7-day repeat dosing study with
Holter-manitoring and 12lead 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 nont result in ¢linically significant increases in aliskiren exposure.
Co-administration of irbesartan reduced aliskiren Cmax up to 50% after multiple
dosing.

P-glycoprotein Effects

Pgp (MDR1/Mdr1a/1b) was found to be the major efflux system involved in
absorption and disposition of aliskiren in preclinical siudies. The potential for
drug interactions af the Pgp site will likely depend on the degree of inhibition of
this fransporter.

Co-administration of aliskiren with Pgp substrates or weak to moderate
Inhibitors such as atenolal, digoxin, and amlodipine did not result in

clinically relevant interactions.

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

Kefoconazole

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 furiner.

Cyclosporine

Ca-administration of 200 mg and 600 mg cyclosporine, a highly patent Pgp
inhibitor, with 75 my aliskiren resulted in an approximately 2.5 fold increase in
Cmax and 5 fold increase in AUC of aliskiren. Concomitant use of aliskiren with
cyclosperine is not recommended.

Effects of Aliskiren on Other Drugs

Aliskiren does not inhibit the CYP450 isoenzymes (CYP1A2, 2C8, 2C9, 2C19,
2086, 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 Cmax of
furosemide were reduced by about 30% and 50%, respectively.

CLINICAL TRIALS

Aliskiren Monotherapy

The antihyperiensive effects of Rasilez (aliskiren) have been demonstrated in
six randomized, double-blind, placebo-controlled &-week clinical trials in
patients with mild-tomoderate hypertension. The placebo response and
placebo-subtracted changes from baseline in seated trough cuff blocd 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 | subiracted subtracted subtracted subtracted
1 2.9/3.3 5.7/14* 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 2.21.7 2.411.7 51/3.7*
4 7.5/6.9 1.9/1.8 4.8/2* 8.3/3.3"
5 3.8/49 9.3/5.4* 10.9/6.2* 12.1/7.6
6 4.6/4.1 8.4/4.91

*p<0.05 vs. placebo by ANCOVA with Dunnett’s procedure for multiple
$0mparison5.

p<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 reascnable
effects seen at 150-300 mg, and no clear further increase at 600 mg. A
substantial proportion {B5%-20%}) of the blocd pressure lowering effect was
observed within 2 weeks of treatment. Studies with ambulatory blood pressure
monitoring showed reasonable contral throughout the interdosing interval; the
ratios of mean daytime to mean nighitime ambulatory BP ranged from 0.6 to
0.9.

Patients in the placebo-contrelled trials continued open-label aliskiren for up to
one year. A persistent blood pressure lowering effect was demoenstrated 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
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several weeks. There was no evidence of rebound hypertension after abrupt
cessation of therapy.

Aliskiren lowered blood pressure in all demographic subgroups, althcugh
Black patients tended to have smaller reductions than Caucasians and
Aslans, 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
0 6.25 12.5 25

Aliskiren, Placebo Placebo- Placebo- Placebo- Placebo-

mg mean change| subiracted | subiracted | subtracted | subtracted

0 7.5/6.9 3.5/2.1 6.4/3.2 6.8/2.4

75 1.9M1.8 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 12.317 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-contrclled, parallel-group, 4-arm, dose-escalation study. The
dosages of aliskiren and valsartan were started at 150 and 160 my,
respectively, and increased at four weeks to 300 mg and 320 mg,
respectively. Seated trough cuff blood pressure was measured at baseline,
4, and B weeks. Blood pressure reductions with the combinations were
greater than the reductions with the maonotherapies as shown in Table 3.
Table 3: Placebo-Subtracted Reductions in Seated Trough Cuff Blood
Pressure in Combination with Valsartan

Placebo Valsartan, mg
Aliskiren, mg | mean change 0 160 320
0 4.6/4.1* 5.6/3.9 8.2i5.6
150 5427 10.0/5.7
300 B.4/4.9 12.6/8.1

* The placebo change is 5.2/4.8 for week 4 endpeint which was used

for the dose groups containing Aliskiren 15¢ mg or Valsartan 160 mg.

ACE inhibitors and Amlodipine

Aligkiren has not been studied when added to maximal doses of ACE inhibiters
to determine whether aliskiren produces additional bleod pressure reduction
with a maximal dose of an ACE inhibitor. Aliskiren 150 mg provided additional
blocd pressure reduction when coadministered with amlodipine 5 mg in one
study, but the combination was not siatistically significantly better than
amledipine 10 ma.

INDICATIONS AND USAGE

Rasilez (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,
Rasilez {aliskiren) should be discontinued as soon as possible.

The use of drugs that act directly on the renin-angiotensin system during the
secand and third trimesters of pregnancy has been associated with fetal and
neonatal injury, including hypetension, neonatal skull hypoplasia, anuria,
reversible or imeversible renal failure, and death. Oligohydramnios has also

been reported, presumably resulting from decreased fetal renal function;
cligohydramnios 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
reperted, 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 asting 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 aligohydramnios is observed, Rasilez should be discontinued unless itis
considered lifesaving for the mother. Contraction stress testing (CST), a
nonstress test (NST), or biophysical profiling (BPP) may be appropriate,
depanding upon the week of pregnancy. Patients and physicians should be
aware, howaver, that oligohydramnics 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 Rasilez in pregnant women,
Reproductive toxicity studies of aliskiren hemifumarate did not reveal any
evidence of {eratogenicity 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/kglday (seven times
the MRHD on a mg/m” basis} in pregnant rabbits. Fetal hirth 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

Angicedema 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 angicedema rates
are higher in Blacks with aliskiren is not known. Rasilez 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 anly swelling of the
tongue is seen initially, without respiratory distress, patients may require
prolonged observation since treatment with antihistamines and corticosteroids
may nat be sufficient to prevent respiratory involvement. Very rarely, fatalities
have been reported in patients with angioederna associated with laryngeal
edema or tongue edema with ACE inhibiters. Patients with involvement of the
tongue, glottis or larnynx 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., subcutanecus
epinephrine selution 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 Rasilez alone. Hypotension was also
infrequent dering 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 Rasilez.
This condition should be corrected prior to administration of Rasilez, 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 infusien of narmal 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 ma/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 Rasilez (aliskiren} in hypertension. Caution should be exercised in
these patients because of the paucity of safety information with Rasilez in
these patients and the potential for other drugs acting on the renin-angictensin
system to increase serum creatinine and blood urea nitrogen.

Hyperkalemia

Increases in serum potassium >5.5 meg/L were infrequent with Rasilez 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 Rasilez 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 Rasilez in patients with unilateral or bilateral
renal artery stenosis or stenosis of the artery to a solitary kidney.

Information for Patlents

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 o their physicians as soon

as possible.

Angioedema

Angicedema, including laryngeal edema, may occur at any time during
treatment with Rasilez. Patients should be so advised and fold to report
Immediately any signs or symptoms suggesting angioedema {swelling of face,
extremities, eyes, lips, longue, difficulty in swallowing or breathing) and to take
no moare drug until they have consuited with the prescribing physician.

Drug Interactions

Patients should report any maedications 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 afer starting aliskiren.

Cyclosporine

When aliskiren was given with cyclosporine, the blood concentrations of
aliskiren were significantly increased. Concomitant use of aliskiren with
cyclosparine 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 eresion/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 {AUCO-24hr) 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
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-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. {yphimurium 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 unaifected at doses of up o 250 mg
aliskiren/kg/day (8 times the maximum recommended human dose of 300

my Rasilez/60 kg on a mg/m? basis.

Pregnancy

Pregnancy Categories C {first trimester) and D {second

and third frimesters) (see WARNINGS, Fetal/Neonatal

Marbidity 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 nuesing or discontinue the drug, taking inte 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

Rasilez(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
oceurred in 2.2% of patients treated with Rasitez, 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 angicedema 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 whale body was 0.4% with aliskiren compared
with 0.5% with placebo. In a long term active contral 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 (Gl) 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 265) 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 Gl symptoms included
abdominal pain, dyspepsia, and gastroesophageal refiux, aithough
increased rates for abdominal pain and dyspepsia were distinguished from
placebo only at 600 my daily. Diarrhea and other G| 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, isincprit) 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 fwo patients treated with aliskiren in the clinical trials. One of these
patients did have predisposing causes for seizures and had a negative
electroencephalagram (EEG) and cerebral imaging following the seizures (for
the other patient EEG and imaging resuits 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 Laboratery Findings

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

Biood 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
Rasilez alane vs. 6% on placebo.

Hemoglobin and Hematocrit

Small decreases in hemoglobin and hematocrit {mean decreases of
approximately 0.08 g/dL and G.16 volume percent, respectively, for all aliskiren
monatherapy} were observed. The decreases were dose-related and were 0.24
g/dL and 0.79 volume percent for 630 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 Il 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 800 mg daily, vs. 0% for placebo). No patients discontinued therapy
due fo anemia.

Serum Potassium

Increases in serum potassium >5.5 meg/L were infrequent in patients with
essential hypertension treated with Rasilez alone (0.9% compared to 0.6%
with placebo). However, when used in combination with an
angictensin-converting enzyme inhibiter (ACELI) in a diabetic population
increases in serum potassium were more frequent (5.5%} and routine
menitoring 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 & pmol/L) while HCTZ produced larger increases (about 30
pmoliL). The combination of aliskiren with HCTZ appears to be additive
(about a 40 pmoliL inc . The incr 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
monatherapy patients vs. 0.5% of placebo patients. Five cases of creatine
kinase rises, three leading to disconfinuation 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 symptematic hypotension
should occur, supportive treatment should be initiated.

DOSAGE AND ADMINISTRATION

The usual recommended starting dose of Rasilez (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.

Rasilez may be administered with other antihypertensive agents. Most
exposure ta date is with diuretics and an angtotensin receptor blocker
(valsartan) and the drugs together have a greater effect at their maximum
recommended doses than either drug alone. 1t is not known whether

additive effects are present when aliskiren is used with
angiotensin-converting enzyme inhibitors ar beta blockers.

Mg initial dosage adjustment is required in elderly patients, for patients with
mitd-to-severe renal impairment, or for patients with mild-to-severe hepatic
insufficiency. Care should be exercised when dosing Rasilez in patients

with severe renal impairment, as clinical experience with such patients is
limited.

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

HOW SUPPLIED

Rasilez (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, 1U, 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 fablets) as described below in Table 4.

Table 4: Rasilez Tablets Supply

Takblet [Color Imprint|lmprint|]NDC 0078-XCXXX-XX
Side 1 |Side 2 |Bottle of 30 |Bottle of 90 |Blister Packages
of 100
150
mg Light-pink|NVR__[IL 0485-156 0485-24 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].

Pratect from moisture.

Dispense in tight container (USP).

Manufacturer
Novartis Pharma Stein AG
Schaffhauserstrasse, CH-4332 Stein, Switzerland
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