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Table 2. Phase Ill randomised, double-blind, controlied clinical trials evaluating the efficacy of azilsartan

No. of patients

Ref inclusion criteria Dose, titration, power calculation Results : Primary endpoint Results: other parameters (BP measured in mmHg)
1285 pts ( age 56) with . dtitrati fter 2 weeks o Hourly reductions in ambulatory SBP were lower than those of placebo at
pts (mean age 56) wi orced titration after e . i
clinic SBP 2150 to <180mmHg Placebo Mean change in 24-hour mean SBP (mmHg) by ABPM at week 6 all time-points with all 4 active treatments.
and 24-hour mean SBP 2130 to | AZL 20mg or 40mg titrated to 40mg
<170mmHg. or 80mg OD Placebo AZL AZL VAL OoLM Change AZL 40mg AZL 80mg VAL 320mg OLM 40mg
VAL 160mg titrated to 320mg OD 40mg 80mg 320mg 40mg Clinic SBP -16.4 *1 -16.7 *t -11.3 -13.2
White™? Exclusion criteria: secondary OLM 20mg titrated to 40mg OD .03 “13.4%F _14.5%tt | -10.2% -12.0* 24 hour DBP | 8.7 §+ 045t o1 S5
hypertension, seated DBP . : . .
>114mmHg, renal, metabolic, >90% power to detect a difference Differences VAL-3.2 | VAL-43 Clinic DBP -7.0 6% -8.3 8% -5.1 -6.1
hepatic or psychiatric disorder, | of 5.5mmHg between AZL and OM-14 | OLM-2.5 Responders Not stated | 58% 49% 49%
CV disease, type 1 or poorly placebo and of 4mmHg between *p<0.001 vs. placebo tp<0.001 vs. VAL  $p=0.009 vs. OLM m
controlled type 2 diabetes. AZL and VAL/OLM, in 24hr ABPM. p<0.001 vs. VAL 1p<0.02 vs. OLM §p<0.02 vs. VAL $p<0.001 vs. OLM
° Adverse events occurred to similar extents between groups.
Mean change in trough SBP by ABPM (mmHg) week 8
1714 pts (mean age 57) with e Combination therapy reduced SBP and DBP to a significantly greater
clinic SBP 2160 to <190mmHg. ,C\li; ign;i" 42':‘55?; 80mg OD AZL20mg AZL20/CLD12.5 AZL20/CLD25 extent than either monotherapy.
Combir;atign of thegabove' 20me or -12.1 -22.9% -26.3% o Target BP (SBP<140 and DBP<90mmHg) achieved in significantly more
Exclusion criteria: secondary 40mg or 80mg /12.5mg or.20m € AZLAOmMg AZLA0/CLD12.5 AZL40/CLD25 treated with AZL/CLD (70-85%) than with AZL or CLD alone {30-52% and
Sica®® hypertension, advanced renal & ’ g 128 244% 29.8* 34-51%) {p<0.05, AZL/CLD vs. both monotherapies).
disease, major CV events . - - - o Adverse events including dizziness and raised serum creatinine were
L 90% power to detect a difference 8 ) X
within 6 months of enrolment, of Sor:mHg between fixed dose AzL80mg AZLSS/CLDH 5 AZLfO/CLDZS higher with AZL/CLD than CLD monotherapy and may reflect the direct
poorly controlled diabetes, combinations and highest doses of -15.1 -26.3 28 randomisation to higher doses, rather than slow titration (as would occur
hepatic abnormalities, each monotherapy CLD12.5mg | CLD 25mg in clinical practice). Hypotension occurred in 0.6-3.1% of patients on the
abnormal K levels. ’ -12.7 -15.9 combination.
*p<0.05 vs. ALZ monotherapy and vs. CLD
1071 pts (mean age 57) with Mean change in clinic SBP (mmHg) at week 12 (difference from
clinic SBP 160-190mmHg. OLM/HCZ) Change AZL40mg/ CLD | AZL80mg/CLD | OLM/HCZ
Forced titration at weeks 4 and 8. N N
Exclusion criteria: secondary AZL40mg/ CLD AZL 80mg/ CLD OLM/HCZ 24 hour SBP 339 363 275
hypertension, SBP>119mmHg, | AZL/CLD 20/12.5 to 40/12.5 to Clinic DBP -18.8*% -20.5% -16.4%
Cushman | severe renal impairment, renal | 40/25mg or -42.5% (-5.3) -44.0* {-6.9) -37.1 . "
° artery stenosis, clinically AZL/CLD 40/12.5 to 80/12.5 to #*p<0.001 vs. OLM/HCZ 24 hour DBP -19.4 -20.7 -16.2

relevant or unstable CV disease
within 6 months of enrolment,
poorly controlled diabetes,
hepatic abnormalities or
abnormal K levels.

80/25mg OD or
OLM/HCZ 20/12.5 to 40/12.5 to
40/25mg OD

these results.®

Hydrochlorothiazide has traditionally been the thiazide used in
combination products. Chlorthalidone has a longer half-life and
can lower BP more effectively, which may partly account for

*p<0.001 vs. OLM/HCZ

e More AEs occurred in the AZL groups >Most common AEs included
increased serum creatinine (may be due to volume reduction) and

dizziness.

AML: amlodipine

AZL: azilsartan

ABPM: ambulatory blood pressure monitoring

CLD: chlorthalidone

SBP: systolic blood pressure

HCZ: hydrochlorothiazide

DBP: diastolic blood pressure

OLM: olmesartan

RAM: ramipril

VAL: valsartan

Responder = reduction in SBP to <140mmHg and/or reduction of 220mmHg
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EEE 5tGDP A& xR
Fou % Fv %
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AXYA 3,979 9.8 369" 11.8Y
KA 4,225 11.7 640 14.9
TR 3,930 11.7 635 16.1
XU ¥ 3,106 10.6 6777 24.8”
SWE 2 BEE 72 (US $ Purchasing power parity)
E: 1):20084F

2):20074E

H 8. OECD Health Data 2012 — October 2012
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7 TEXVVV) ITT T TAEME 13.7
8 7R FpR 3K 13.4
9 Yl =e74=% MR 3K 13.3
10 NaxgF HoHk 11.2

H B ANSM, Médicaments génériques : des médicaments a part entiére, Décembre 2012
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8 PUNT T =) IR 2 43.1
9 By an— L T I JEfE 3 37.7
10 TYIAT TS =) TH LRI 37.1

Hii ANSM, Médicaments génériques : des médicaments & part entiére, Décembre 2012

—196—




B R AR T AR, (00 s EILARD |

(k=) N
35 ¢ | -1ooR@ERARS R AT BTN (+25%%)
BRIy, St R - SO 2 U B T ooTARI D a0
¥
il "} DEMEMEEA K (r14%)
% 4 B TVORR = (+24%) e

50

45

40

35

30

25

20

Vv ¢ 2L

R e 17
. (+31%)
B (+34%) 128 |
(+30%)
10 | 58
51
0 | . , ' (

2000 2001 2002 2003 2004 2005 2006 2007

LERC )RIHFIFR®
B 1 75 ATy VERESTHHRESE~<—2A)

He: P mvmﬁmxamza«nmvﬂuwmmm m&ZJV‘))
ACHESRETIFRR FAURRR SN SUEERTR. TH20FsA,

%)
F 47
74 45
r 42 TS5 Z(IMS)
39 e
B 7 (JGA) ;fw
12 12
11 P . .
T g A A
i 6 7 . (20114E94)
S5 22.8%
| 4 /v/ (Leem/GERS) e
P

1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012
sakitgg oAI012A

2 T A BERC 2RV EREGSEER—A =T HRE
Hig: 752:1999-20114E X Leem/GERS. 20124F}XGENERICS bulletin 281 H %-,12(2013) /GERS,

IMS Health MIDAS
B A BARY = R 7 IR £ (JGA)

{5 7IAMGERS (7 5 AFE EERAE I N—T) OV XYy 7 EH G =T, IMS Health MIDASO

T (I 20114E47%) L B2 >T WD, GERSDHE, {8 W1 48 B 5 T 5 0> 1 TReépertoire (4
FEEIELE) TSN TV BV =RV EERED LA RIS =T 2FHL TS,

—7J5, IMS Health MIDASIZH A—F 5= FY v I DEFEHP RV | A—— HEHH - FE_N— AT =
TEFHL TV,

(%)
80
74
71 7
69 69
70 o V
57 % b
€0 752 A(Leem/GERS)
53 //’//
50
)
41,/ 47
g 40 - e
Fa 34 P g 40 CERRT B
= 3 g - o 38)
30 - zz/ I 35
B (B34
20 -
10
WEA—RSTT
1999 ‘ 2000 ‘ 2001 4 2002 2003 2004 2005 2006 ) 2007 ‘ 2008 ) 2009 2010 2011 2012 ‘ 2013 ‘
[€:3]
3 HLOEHBLETHEFOCoR)yI/EREMT =T (B HR)

g
1%

75 A Leem/GERS ([ BEIRDIL PGEL =7)

AR R E W (B4R 09 A B AR

T RO BRGSOV = R v/ EHS (GE) V=T [GE/(GE+Z DR &) ] (BIRZ )%,
B ASDRIEE N, 7T A TIE 20064 1T Z 5260%. 20124R1271%, AANTIE20114F 40%,

—197—



ansm :
- REPERTOIRE

ANSM ~ Avril 2013 BES GR(}UPES GéNéRIQUES

Répericire des médicaments génériques

oo men ey T Ems me e WS TR ESM  MNR SSGR MOW GSD LoD LR NSW GON OUR BT DGR MR MY Gmn LSO MM AEX RSG ONN MAR NOR GON MW MR USROG WS AW 0

Dénemination commune : LANSOPRAZOLE
Yoie grale

2. Groupes génériques LANZOR
Groupe générique : LANSOPRA

RAZOLE 15 me - LANZOR 15 mg, gélule gastro-résistante ~OGAST 15 mg, gélule

gastro-résistante
Hpocialités pharnmovutigues - i Loicini Bxelpfents doeffet notoire o H

E LANZOR 15 myp,
BANOFT AV
BAMOQFT AVENTIS

pélule gnsm»m&iu.mm Sucehuross.

R OGAST 15 mg, gille gastro- Eys ey
Labaratolres TAKED.

LABORATOIRE

[ LANBERPRAL Sacuhirose,
Labaratoires DELBE
LABORATOIRE:

foxploitant),

[ LANSOPRAZOLE ACTAVIS 15 myg, gdhile gos # “ i
Actaviz Grougs P ehy]
L PLESSIS SOHMNSON gcxg!onmn!);

ACTAVIS PRANCE

(< LANSOPRAZOLE ADS PHARMA 15 myg, gdfule g
ADE FHARMA,
Nog disiené (exploftangy,

o LANSOPRAZOLE ADS PHARMA GENERICS VS myg. géinle gastro~ 1 Sacchurose.
réskatants,

ADS PHARMA,

siend {exploitant

ANSOPRAZOLE ALMLUS 13 mg, gélule gostro-résistante, Succhwrose,
BEIGARAN,
£ NEVILLIERS (enploitant).

ALMUS FRAMC
[&3 LAN\UPRA OQLE ARRUW 15 mg, pelude gastro-résistante, Saccharone,

Saecharose.

BES (exploitantt,
15 mg, glule gastro-nbastante, Saecharos,
erver
UROGENERICS « BOLILOG

1311 N(,N(){ERT { Qk‘m"ﬂ[

G LANSOPRAZOLS WVOLAIC
EVOLUPHARM,

15 oy, gdlule p

EVOLUPIIARM « AUNBELIY. (exploitant).
4 LANSOPRAZOLE BOMED {35 o gélute

NBE {exploitenty,

v,
(&3 FPANSOPRAXZOLE KRKA 135 my. pélule pastroréstante, Saccharose.
srka, did. Navo mesto.

G 1.ANS YPRAJ( SLE MYLAN 15 mp gélule gastro-résistaniz, Jonne orangd 5 {E11D),
MYLAN S, Sacchaross.
MYLAN QA SAIT PRIEST fenploitant),

@ LANSOPRAZOLE MYLAN PHARMA 15 my, géhide gasiro- Succharose.
régistime,

MYLAN SAS,

MYLAN SAS - SAINT PRIEST texploitant).

G LANSOPRAZOLE PHR LAR 15 mg, gélule gastro-résistine, Saccharose.
TEWVA SANY
PHB LAB {fexplolang.

G LANSOPRAZOLE QUALIMED L5 mg. gélule-gastro résistmme, Juune orangé S (1,

CHIALIMED, [uccharose.
EHIALIMELD - SAINT PRIE (‘:?‘E‘Oiu\n%t.

&G LANSUPRAZOLE QUALIMED GEMERIQUES 15 mg. gdiule gastro~ | Saccharoge.
réaistante,
UALIMED,
CHIAL TN - SAINT PRIEST {explofam),

€ LANSOPRAZOLE RANBAXY 15 my, ({duln 5
HANBAXY PHARMACTE NERMLE
RAMBAXY PHARMAL ENERIQUES - PUTEAUX (cxnftwitdr-‘}

L
i LANSOPRAZOLE RATIOPHARM 15 mg. pélule gus
RATHOPHARM Gmbl,
FEVA BANTE - COURBEVOIE (exploitant),

G LANSOPRAZOLE REGULATORY PEHARMA NET 15 mg, gdiule Saechurase,
astro-rdaistante,
REGULATORY PHARMA NE f,

BREGULATORY PEHARMA N FTALIEY (cxglolmnﬂ

[§) LANSOPRAZOLE SANDOZ 15 my. géhde gast

BANINIZ,
€ 2
G LA RAZ ¥ Suweh
sANOI‘f AVENTE
SANORL AVENTE
(s LANSOPRAZOLE ZYDUS }5 g, gél Kuk, gm(m«m&munw. Saccharose.

ZY DS FRAN
AN FRAN

2 NANTERRE (exploitang.

B 4 %3EEIKLERepertoire) I LANSOPRAZOLE BF D5 (kke)

#%: (OB HEES LANSOPRAZOLE OI® FIoflip, &8 T LIC R 2 A — 7 (groupe) ST Tr5
L., B FCHE Sanofi 0 LANZOR 15 mg B 77 &

@

SO R HRHEATChD RS
Takeda 92 OGAST 15 mg B 7 A3
G AR TRA =Ry 7 ERAERL, 23 MATRIRERT05,

(34235 2410 Sanofil H3A~hi

(DR 'J’éﬁfﬁt%:ﬁ"}'/\dﬁﬁbﬂﬁi}f)mﬁm9‘2‘1 s,

(5)Lansoprazole 15mg H7A@ GE 14 23 5 H IBZ%&

—198—

AV 2 EREND Y = R v VIR OBTTARL AL 0L 8BS

e




14
12
10
8
6

DOBBIA—P—

B

. (PFHT/ 78w %)
2
oL bmmmmmy . B PSR

HHUhEERR B CEBARERSR GE

5 BLiA/NEEPPTTC)DER E(20124E)
(1397 =555 A OBIRI A — HFFHiFE (PFHT) 23102— 2D 4]

% OBLBIA—D — KT (PFHT)
DEFMIN, V=R s EEE (GB) BB T IIEERAOPFHTA 205810 FiFbh s,
EB\Z, 184 A HBICPFHTANEFE fh12.5%, GEIX7%5| Fifbns (126:80E) .
2)GEDPFHTIL SE 58 S DR FF I BIPFHT D40 % 1Z5R ESI S (124 E) .
@f~— %D X 6.68% (PFHT4.49~4502—12) | 0.302—1 (4,492—0LLF)
GEZ o7 B & DGR e~ — P BEDOMIEIT04FITBE L,
@ F~—VrH DX 26.1%, ZBMAERRIIGEICHREL I FHIT LR LTI O~ — LB (094F0:0) .,
@EBAFNFEAR 320,531~ DEHE,
@FHIMEESL (VAT) 132.10%,
@®FLIA/NFEAMHE (PPTTC) ( B ADRBIEMEHE Y) 12O 0@ETEME

GEDPPTTCHAEFE R D62%FH 4,
AT —PLE B ~EROBA ThEl~— MBS T D, ZOSEERORRLR2D,

OB RR Sl v —Un
BRMBRERAMEIE Y-k

20

\

2&)6$1H~ 20074E1H ~ 20083’—15~ 20064F1H ~
DRy I ERE SEFR

K6 AHFEEBRKESE -IR—FERyT-w—Tr

5 A—H—F i ENLE IR TEAMEF & -V~ A= —DbIHEF/ITHR
ftxh ANy DU BAMICHRSN TS, V=X v B (GE) D
BB & U_—NZ. 20084E1 A LLATIZ10.74%, ZHLABIF17%25] EFbi
Tro BEBEEIE2. 5% D B (TFRE A FiE17%), GED/ Sy 7= — U 432006451 A
23520%. 2007451 H A H16%, 20084E1 AITITFEIL ST, Fe38 STtk
BEIEXN TV,

—199—






