‘Annex 29 ﬂ.
to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-|
Registration) and for Expert Evaluation
of Materials about Introduction of
Changes to Registration Materials during
the Validity Period of Registration
Certificate (item 4 section IV)

Preclinical study report

1. Name of medicinal product (registration
certificate No, if any):

ATTENTO® PLUS 40/10/25

1) type of medicinal product according to
which registration has been conducted or is
planned to be conducted

Medicinal product with fixed combination

2) studies conducted

yes

2. Pharmacology:

1) Primary pharmacodynamics

Not required for products where there is
sufficiently documented human experience of their
individual and combined use, according to the
Guideline on the non-clinical development of
fixed combinations of medicinal products,
EMEA/CHMP/SWP/258498/2005, 24-Jan-2008

2) Secondary pharmacodynamics

As above

3) Safety pharmacology

As above

4) Pharmacodynamic interactions

As above

3. Pharmacokinetics:

1) Analytical Methods and validation reports

Method Validation for the quantitation of
RNH-6270 (research code of olmesartan, the
active metabolite of olmesartan medoxomil),
amlodipine, and hydrochlorothiazide in rat
plasma by turbo ion spray LC/MS/MS. The
method has been validated in the calibration
range 10 to 10000 ng/mL for RNH-6270 and
hydrochlorothiazide and 1 to 1000 ng/mL for
amlodipine, with acceptable values of intra-
and inter-assay precision and accuracy.

2) Absorption

J/individual and combined use and without

Not required for products where there is
sufficiently documented human experience of their

pharmacokinetics interactions, according to
the Guideline on the non-clinical development
of fixed combinations of medicinal products,
EMEA/CHMP/SWP/258498/2005, 24-Jan-2008

3) Distribution

As above

4) Metabolism

As above

5) Excretion

As above

6) Pharmacokinetic Interactions (preclinical)

A
As aboveq R HU E



7) Other Pharmacokinetic Studies

|As above

4. Toxicology:

1) Single-Dose Toxicity

INot required according to the Questions and
Answers on the withdrawal of the “Note for
guidance on single dose toxicity”,
EMA/CHMP/SWP/81714/2010, 24-Jun-2010

2) Repeat-Dose Toxicity

-Study ANO7-C0154-R01 (C-B394) with
toxicokinetics (Study: AN07-C0169-R01
(080137)): 28-day repeat doses (OM/HCTZ/AML:
0/0/0 (Control), 100/62.5/0, 100/62.5/10,
100/62.5/20, 50/31.25/20, and 0/0/20 administered
by gavage in male and female rats.

The main aim of this study was the selection of
adequate doses to be used in the pivotal 3-month
repeat dose study (see below).

INo death occurred in any group. Body weight gain
and food intake were reduced in all groups treated
with OM/HCTZ/AML as well as in the 100/62.5/0
group (OM/HCTZ), although with milder effects.
Likewise, most of urinalysis, hematological,
clinical chemistry findings, and histopathological
findings observed in OM/HCTZ/AML-treated
groups were also observed in the OM/HCTZ group
and in a few cases in the AML group (0/0/20).
Some changes seemed to be intensified in

the OM/HCTZ groups as compared with
OM/HCTZ group, but these changes were
mostly related to the severity of suppressed
body weight gain. Indeed, toxicokinetic results
indicate the exposures to RNH-6270 and
HCTZ were increased by co-administration
with AM as a consequence of exaggerated
pharmacological effects of AML (enhanced
absorption of OM and HCTZ due to the
delayed gastrointestinal transit) explaining the
greater reduction of body weight gain
observed in OM/HCTZ/AML.-treated groups.
This enhanced absorption of OM and HCTZ
induced by AML has not been observed in the
clinical setting.

-Study AN08-C0045-R01 (B-6493) with
toxicokinetics (Study: AN08-C0093-R01
(080761)): 3-month repeat doses
(OM/HCTZ/AML: 0/0/0 (Control), 100/62.5/0,
100/62.5/10, 100/62.5/20, 30/18.75/20, and 0/0/20
administered by gavage in male and female rats.
No treatment-related deaths occurred and no
abnormal clinical signs or ophthalmology
findings were observed in any dose group. A
greater reduction of body weight gain was
observed in all OM/HCTZ/AML-treated groups,
as compared with OM/HCTZ (100/62.5/0) and
AML (0/0/20) groups. In urinalysis an increase in
urinary volume and water intake, and a
decrease of osmotic pressure, pH and changes
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Annex 30

to the Procedure for Conducting Expert
!Evaluation of Registration Materials

Pertinent to Medicinal Products

ubmitted for the State Registration (Re-
egistration) and for Expert Evaluation

f Materials about Introduction of

Changes to Registration Materjals during|

the Validity Period of Registration
(Certificate (item 4 section I'V)

Clinical study report 1

1. Name of medicinal
product (registration
certificate No, if available )

ATTENTO ® PLUS 40/10/25 mg

2. Applicant

IMenarim' International Operations Luxembourg S.A.,
Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing “in
bulk™, packaging, batch control and release)

Berlin-Chemie AG, Germany (Packaging, batch control and
release)

Menarini - Von Heyden GmbH, Germany (Batch control and
release)

4. Studies conducted:

yes

1) type of medicinal
product, which has been or
will be registered

Medicinal product with fixed combination

5. Title of clinical trial,
code number of clinical
trial

CS8635-A-E105

An open label, phase I, four-period crossover study in healthy
subjects to assess the bioequivalence of the highest and the
lowest dose CS-8635 market image formulations to reference
trial formulations and dose proportionality of CS-8635 market
image formulations

6. Phase of clinical trial

Phase |

7. Period of clinical trial

from 29 Sep 2008 till 03 Mar 2009

8. Countries, where clinical
trial has been conducted

Northern Ireland

9. Number of trial subjects

planned: 72
actual: 57 (completed)

10. Objective and
secondary endpoints of
clinical trial

Primary: To compare the pharmacokinetics (PK) of olmesartan
(OM), amlodipine (AML) and hydrochlorothiazide (HCT) when
administered as market image formulations (MIF) versus the
two reference clinical formulations at the strengths of 40/10/25
(OM/AML/HCT) and 20/5/12.5 mg.

Secondary: To determine the dose proportionality of 2 dose
levels of CS-8635 MIF; to compare the PK of HCT when
administered as a component in Reference Clinical Formulation
I (Benicar HCT®) and Reference Clinical Formulation II
(HCT); to evaluate the safety and tolerability of the CS-8635




MIF at its highest and lowest strengths dose (HD and LD)
combinations

11. Clinical trial design

Phase I, open-label, 4-period crossover study

12. Main inclusion criteria

Subjects were healthy males and females, 18 to 45 years of age.
Female subjects were sterile, post-menopausal or using
acceptable contraception.

13. Investigational
medicinal product, mode of
administration and strength

Treatment A HD-MIF: CS-8635 40 mg/10 mg/ 25 mg p.o. once
daily

Treatment B: LD-MIF: CS-8635 20 mg/5 mg/12.5 mg p.o. once
daily

14. Reference product,
dose, mode of
administration and strength

Treatment C: HD-RFI: Benicar® HCT 40/25 mg, Antacal® 10
mg p.o. once daily

Treatment D: LD-RFT Benicar® HCT 20/12.5 mg, Antacal® 5
mg p.o. once daily

Treatment: E: HD-RFII Azor ® 40/10 mg; Hydrochlorothiazide
25 mg

Treatment F: LD-RFII Azor® 20/5 mg, hydrochlorothiazide
12.5 mg

15. Concomitant therapy

None

16. Criteria for evaluation
efficacy

The 90% Confidence Interval (CI) of the ratios of geometric
least square means for the PK parameters AUC 1, AUCq.inrand
Cmax for each analyte (OM/AML/HCT) of the CS-8635 MIF to
the reference clinical formulations at each strength.

17. Criteria for evaluation
safety

Safety assessments included Adverse Events, clinical laboratory
measurements, vital signs, physical examinations and ECGs

18. Statistical methods

Analysis of Variance (ANOV A) with sequence, treatment,
period as factors. Each ANOVA included calculation of least
square means (LSM), the difference between treatment L.SM,
and the standard error associated with the difference.

19. Demographic indices of]
studied population (sex,

age, race, etc.)

Cahort 1 Cohart 2 Overnlk
I hic Trait
b s Overall Overall

Gender | Male 27 (75.07%) 26 (72.2%) 53 (73.6%)
N (%) Female S (25.0%) 10 (27.8%) 19 (26.4%)
';“(‘;:)“‘"y Not Hispanic/Latine | 36 (100.0%) 36 (100.0%) 72 (100.0%)
Race Black 1 (2.8%) 0 (0.0%) 1 (1.4%)
N {%) Caucasian 35 (972%) 36 (100.0%) 71 (9R6%) |
Age Mecan + SD 2894 6.62 2R6+7.80 287+ 7.19
yr) Median (Min — Max) 27.0 (19 — 45) 28.5(18 - 44) 275 (18— 45)
Height Mean + SD 175.4 £ 8.49 17234 9.44 1738 £9.08
(cmn) Median (Min— Max) | 176.5 (157 — 194) 174.0 (151 — 191) 175.0 (151 - 194)
Weight | Mean +SD 76.84 £ 11.431 74.60 + 12.930 7572+ 12,160
tkg) Median (Min — Max) | 7820 (56.8 - 108.6) | 76.95 (44.0—95.4) | 77.75 (440 108.6)
BMI Mean + SD 24944  2.0188 24955+ 2 /389 24,9494 2. 8588

; 25.045 (18.55 - 25.260 (1930 - 25.090(18.55 —
kg/m’} | Median (Min — Max) 26.40) 2992) “20.02)

gl



20. Efficacy results

Statistical Comparisony of the PK Parameters of HCT between the High Dase
CS-8635 MIF and Reference Fornmlations - Cobort 1

Ratlo of Geametrie | SM
» Ceameirie LEM and 90% C1 (%)
Treatraent A | Treatment€ | Treatment E AIC AE
Test Reference ] | Reference I

AUCy 10366 96.50
{ng-h/mL}) a s 1h (96.83, 106.73) (91.83, 101.40)

AUG, ., 101.57 9638
(ogchimi) HE i RS (9686, 10651) | (9202, 101.37)

G 103.11 10325
(gL 1836 17 ns (94.13, 112.95) | (9401, 113.39)

T Je— T I

Statistical Comparisons of the PK Parmmeters of HCT between the Low Dose
CS-8635 MIF and Reference Formulations - Cohort 2

Ratls of Geometric LSM
. Geomeiric LSM and 90% CT (%)
. Trestuent B | Teeatnaent D | Treatment F RD i
Test Refereoce | | Relerence 1
AlCr, 9153 10037
(ngh/mL) s s a3 (93.53, 101.69) {9630, 104.61)
AUCq e o789 1075
(nghimL) s L %05 OLIL10184) | (9639, 10476)
Co 10632 [JEET)
{agnl) b i) il (0733, L& l4) | (10403, 12301)

Statistical Comparisons of the PK Parameters of HCT between the High Dose
Reference Formulations of 25 mg HCT and 40/25 mg Benicar HCT” - Cohort 1

T
Test Reference

( ;;-lfn?f. ) H»n 1M mg;?o.ss)

(;?&mf) 1159 219 m;:‘;:.ﬂ‘l)

wcﬁ i 178.1 1779 m_::%ﬁ}.m

Statistical Comparisons of the PK Parameters of HCT between the Low Dase
Reference Formulations 12.5 mg HCT and 20/12.5 mg Benicar HCT® - Cohort 2

R m—— S —T o ———
Test Reference
ir‘:ruhfn:‘ll.a e s m;g,zi:?rm
(gﬁ-ﬁ) 5974 5805 (ﬂ&gﬂ}
(g o o ors s

21. Safety results

There were no deaths or SAEs during the study. Overall, a total
of 263 TEAEs were reported by 59 subjects. 31 Subjects in
cohort 1 reported 137 adverse events and a total of 28 subjects
from cohort 2. The most frequently reported TEAES were
headache (37.5%), followed by dizziness (33.3%),

oropharyngeal pain (20.8%), nausea (16.7%) cough (15.3%) and
nasal congestion (12.5%)

22. Conclusion (summary)

The high dose CS-8635 MIF was bioequivalent to the reference
formulations of 40/25 mg Benicar HCT® coadministered with
10 mg Antacal® and 40/10 mg Azor® coadministered with 25
mg HCT.

The low dose CS-6835 MIF was bioequivalent to the reference
formulation of 20/12.5 mg Benicar HCT® coadministered with
5 mg Antacal® and 20/5 mg Azor® coadministered with 12.5
mg HCT:

Applicant (registration




certificate holder)

_ (tull name)

) =
T(signaturé)' n (—‘—.{t%zm

_Dr. Kai Schumachgf




Clinical study report 2

1. Name of medicinal product
(registration certificate Ne, if available

)

ATTENTO ® PLUS 40/10/25 mg

5—|

2. Applicant

Menarini International Operations Luxembourg S.A., Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing “in
bulk™, packaging, batch control and release)

Berlin-Chemie AG, Germany (Packaging, batch control and
release)
Menarini - Von Heyden GmbH, Germany (Batch control and
release)

4. Studies conducted:

yes

1) type of medicinal product, which
has been or will be registered

Medicinal product with fixed combination

5. Title of clinical trial, code number of]
clinical trial

CS-8635-A-U103

A randomized, open-label, single-dose crossover study to
determine the bioavailability of olmesartan, amlodipine and
hydrochlorothiazide administered together as CS-8635 pilot
formulation A or separately as Benicar HCT® (olmesartan and
hydrochlorothiazide) plus Antacal® (amlodipine) in healthy

subjects.
6. Phase of clinical trial Phase I
7. Period of clinical trial 10 Jan 2008 to 03 Apr 2008
8. Countries, where clinical trial has  [USA
been conducted
9. Number of trial subjects planned: 41

actual:28 (completed)

10. Objective and secondary endpoints
of clinical trial

‘Secondary: to assess the safety and tolerability of CS-8635 pilot
formulation A).

Primary: to determine the relative bioavailability of olmesartan,
amlodipine and hydrochlorothiazide when administered as a fixed |
dose formulation (CS-8635 pilot formulation A) and as two-tablet
regime (Benicar HCT® plus Antacal®).

11. Clinical trial design

Open-label, randomized, 2-way crossover study

12. Main inclusion criteria

Subjects enrolled were healthy adult men and women aged 18-45
years (inclusive) who satisfied all inclusion/exclusion criteria

13. Investigational medicinal product,
mode of administration and strength

Treatment A: CS-8635 (olmesartan medoxomil 40 mg/amlodipine
besylate 10 mg/HCT 25 mg) pilot formulation A

14. Reference product, dose, mode of
administration and strength

Benicar HCT® 40/25 mg tablets

Antacal ® 10 mg tablets

15. Cbncomitant therapy None
16. Criteria for evaluation efficacy AUCO-t, AUC, 0-Inf, AUC%extr, Cmax, Tmax, Lambda Z, t1/2
and CL/F

17. Criteria for evaluation safety

Number and severity of TEAES, physical examination, vital signéj
12-lead ECGs and laboratory

> 4
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'18. Statistical methods

|
i

19. Demographic indices of studied
population (sex, age, race, etc.)

20. Efﬁcé&y results

Jmeasurements

‘An analysis of variance (ANOVA) was péi‘fonneﬁ on

;the In-transformed AUCOQ-last, AUCO-Inf and Cmax
for olmesartan, amlodipine and hydrochlorothiazide.
The ANOVA model included sequence, treatment and
period as fixed effects. :

Treats Saquenes
Tralt AR BA Crorall
=2 N=29 N=41)
Gendor Msic IR (RS9 18 (90.0%) 36 (%1.6%)
Il M%) Female A(143%) 2¢10.0%) S (12.2%)
I American Indian/
} Alsskan Native ) (@E) o 1 1024%)
e Asian o 2(100%) 2049%)
Black or Afirican American 10(e7.6%) Is@oa) | 26¢834%)
White 10 (47.6%) 2(10.0%) 12(29.3%)
Exbnicity Hispanic ar Latino 7013%) 4(20.6°%) 11 {26 2%2)
%) Not Hispanic or 1ating 14 {66.7%) 16 (80.0%) 20(73.2%)
Maan us 300 323
A | 80 797 £636 £T49
{yn) Maodian 380 285 1340
(Min ~ Max) (21-44) (22-42) 21-44)
Mcan 1762 171 1776
Height L850 +10.30 £8.57 =949
(em) Modi 1780 1795 1780
Min— Max) (156-198) {261-193) (156-198)
Moxa £4.08 () 2403
Weight ol SN Lo o
(g Madian =70 1550 8400
(Min — Max) (63.4-1082) (6).2-106.5) (61.2-108.2)
Maan 7708 2616 2663
BMI 5D 23.88% + 31384 £36M
2881 2668 2728
(Min - Max) (19.1-32.0) (19.7-31.2) (19.1-32.0)
e S e s ~
| Toadaat Trestment B
(mesarisa Xt Nuld
AUC,., (sgdimL)
Avithaeto Mean 480 82134 {1348 61442 2 1916.63
Geometric Maan {CV%) G239 (24.%) 5300 (24,5%)
ALC, g (g WL
Asihmetic Meas 350 81064 = 179862 6914 = (0187
| Geometic Mesa (CV%) 6493.7 (M%) 3007 (24.3%)
Cos (ag/mb)
Arihmetic Maaa £8D 9861 £ 11634 LS L)
Geametric Mean (CV%) H431.48% §38.1 (24.6%)
| ] T i
|| Madian (Min, Mux) 19430 (0.541, 4.04) 1742 (.08, 3.00)
ta(mt
1] Avitsancde Meam 150 1437 - 102834 17208 £ 13481
|| i am
| | Arimetic beas 53D £330 £ 13786 6237+ 131
Geometric LSMEANS
Ratie of latrs-Subject
Trestment A | TrestmentB | LSMEANS (%) | %0% C.Lfor Ratio (a7
PK Parasacter (Teat) {Reference) e (%) %)
AUCaur 6457 6393 10100 (95,51, 106.80) 122
AUC., 6405 6341 L0 {95.70, 106.61) 126
B ML 920.1 10138 (04.05, 109.22) 167
Amsdacinl Treatment A Treatmest B
I N=3 N=30
|| AUC,, (agiiml)
|| Avithmetic Mean 8D 310500460 3LE49092
‘ Geometric Mean (CV¥) 34TA (28.1%) 3194 (29.1%) [
i AUC, ,, {og- /L)
| Arithinatic Mean 25D 4065 114.61 700 ¢ 110.16
Gieomietric Mean (CV%) 389.7 (31.2%) 3568 (31.7%)
Cony (ay/mL)
|| Asithnetic Mean +8D 117+ 18022 67971 17252
||_Geometric Mean (CV3) GR0G (264%) 6,601 (24.8%)
|| Tan )
|| Mhean (Min, Max) B0I7 (598, 120 250 (600, 16.9) |
|| & )
||_Arithmetic Mean 8D 4357+ 1097) 4115 £ 8853
([ cLiF @w)
|L_Adifhmetic Mcan 55D 26.92 = 9289 2939 £9.566
I Geomstric LSMEANS
| Ratla of Totru-Subject
‘ Trestowal A | Trestmest® | LSMEANS (%) | 90% A for Ratla cv
Il ¥K Parameier (Tes) {Kefereuce) (A7) (%) %)
| AUC,. 3976 3624 16696 10293, 111.13) 1s
AUC,., 1460 32 10704 {10297, 111.30) 28
Cou 6878 6399 10423 (99.59, 109.06) 100

N



21. Saféiy results

22. Conclusion (summary)

.‘Applicanf (registraﬁbh certificate
Pnolder)

| Hydrechlorathiasid Treatment A Trestzsent B
| Ne=3g N=311
| [ AUC i (ag Wiy
Arithmetic Mean £50 U7+ 24 M6 +£229.05
Geometric Mean (CV%)} 11830 (32.1%) 1 147.0 (21.4%)
AUCsus (ghful)
Anithmetic Mean 480 12028423350 11952 +229.33
Gieomelric Mean (CV%) 1178.7(21.3%) 1172.0(21.0%)
Cau i‘yﬂl‘}
Arithmetic Mean 48D 185.48 4 53.543 177.05 £ 40.209

Geometric bean (CV3) 178,48 (31.9%) 172,04 5 8%) |
Median (Min. Max) 14830 (6,983, 3.00) 15000 (0.983, 3.00) |

hydrochlorothiazide 25 mg was safe and well

two. fonnulatiqnwere observed.

_ (full name)

tolerated in this group of healthy subjects and no
differences in the frequency of TEAEs between the

plus Antacal® regimen. -
3

| ""/ // i - : / i

i éc_fstf&(. %{L’Wm/w

(signatu o

__Dr. Kai Schumacher

tw (h)
Arithmetic Mean 45D 10843 4: 1.7363 10457+ 1.2373
CLF (L)
Arithretic Mﬂn*ﬂb 21.76+ 5,130 21.81 £5.126
Geametrlc LSMEANS
Rafla of Tntra-Sohject
Trealment A | Treatment B | LSMEANS (%) |90% C.L for Ratio cv
PK Parameter| (Test) | (Reference) (AB) (%) (%)
AUCoor 1158 1169 ®.03 (91.69, 104.67) 124
AUC,, 1132 1145 9887 (93.29, 104.78) 13.0
G 176.0 1724 102.09 (92,50, 112.69) 225

medoxomil 40 mg, amlodipine besylate 10 mg, and

The triple fixed dose combination (CS-8635 pilot
formulation A) is bioequivalent to the Benicar HOCT®

|



Clinical study report 3

1. Name of medicinal product
(registration certificate No, if available )

ATTENTO ® PLUS 40/10/25 mg

;

2. Applicant

Menarini International Operations Luxembourg S.A.,
Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing
“in bulk”, packaging, batch control and release)
Berlin-Chemie AG, Germany (Packaging, batch control
and release)

Menarini - Von Heyden GmbH, Germany (Batch control
and release)

4. Studies conducted:

yes

1) type of medicinal product, which has
been or will be registered

Medicinal product with fixed combination

5. Title of clinical trial, code number of
clinical trial

CS-8635-A-U104

A randomized, open-label, single-dose crossover study to
determine the bioavailability of olmesartan, amlodipine
and hydrochlorothiazide administered together as CS-
8635 pilot formulation B or separately as Benicar HCT®
(olmesartan and hydrochlorothiazide) plus Antacal®
(amlodipine) in healthy subjects.

6. Phase of clinical trial Phase 1

7. Period of clinical trial 17 Jan 2008 to 14 Feb 2008
8. Countries, where clinical trial has been|[USA

conducted

9. Number of trial subjects planned: 32

actual: 28 (completed)

10. Objective and secondary endpoints of]
clinical trial

Primary: to determine the relative bioavailability of
olmesartan, amlodipine and hydrochlorothiazide when
administered as a fixed dose triple component formulation
(CS-8635 pilot formulation B) and as two tablet regimen
(Benicar HCT® plus Antacal®).

Secondary: to assess the safety and tolerability of CS-
8635 pilot formulation B

11. Clinical trial design

Open-label, randomized, 2-way crossover study

12. Main inclusion criteria

Subjects enrolled were healthy adult men and women
aged 18-45 years (inclusive) who satisfied all
inclusion/exclusion criteria

13. Investigational medicinal product,
mode of administration and strength

Treatment A: A single dose of CS-8635 pilot formulation
B tablet (olmesartan medoxomil 40 mg/amlodipine
besylate 10 mg/hydrochlorothiazide 25 mg)

14. Reference product, dose, mode of
administration and strength

Treatment B: a single oral dose of Benicar HCT®
(olmesartan medoxomil 40 mg/hydrochlorothiazide 25
mg) plus Antacal® (amlodipine besylate 10 mg)

15. Concomitant therapy

None

16. Criteria for evaluation efficacy

AUC.t, AUC, ¢np, AUC%extr, Crax, Tmax, Lambda Z, tin
and CL/F

17. Criteria for evaluation safety

Number and severity of TEAESs, physical examination,

vital signs, 12-lead ECGs and laboratory measurements

/
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18. Statistical methods

An analysis of variance (ANOVA) was

performed on the In-transformed AUC1gst.
AUCq.neand Crax for olmesartan, amlodipine and
hydrochlorothiazide. The ANOVA model

included sequence, treatment and period as fixed
effects.

- - - - — — — i =
19. Demographic indices of studied " = g —
: N=1§ = 3]
population (sex, age, race, etc.) i . —f"——'-‘l—-—,mm, _—J“—!-—_ g
N%) 4R50%) I{IEE%) im’_
1{6.3%) 2{125%) 1(94%)
hind 1 S !
(4% iy | e
(5.0%) 4(50%) B (25.0%]
G — @
Ne) 6%} 9(563%) 18(8637%)
I 1 18
Aw +783 2181 762
) 25
@4y 2348 o)
20. Efficacy results Toese Triaats
AUCi: (mghiml)
Arithmetic Mean +5D 61054177720 60433+ 145581
Geametric Mean (CV?5) #4938 (26.4%) 3T (24.5%)
ADCyur (sgh/mLy*
Arithmetic Mes +50) E58R.04 178222 60928 4 148337
Geosoctric Mean (CVY%) 63840(35.7%) 5919.1 (25.0%)
Anithmetic Mean 250 1006.5 £ 3373 B991 227748
Geometric Mean {CV%) 9574 (32.5%) 8560 (12.9%)
.0
Mslion (Min, Marx) 2000(1.00, 460) L992(1.00.400)
b (b)*
Arithmetic Mean 18D L0224 142767 ZLRM & 145826
CLF* (L)
Arithnetic Mean £5D 6456+ 15728 6961 4 17548
|_Geometcic LSMEANS | e
] | i Intra-
| [ Ratioof Subject
| Treatment A | Treatment Il | LSMEANS (%) | 90% C.. for Ratio | CV
| PKParameter  (Fost) | (Referemee) | (A/B) (%) (% |
AUC, 6418 3903 1 108.73 { (100.78, 117.30) 16.2
AUC,. 6496 5849 | I_I_li__ (Iq:i.(-!. II?EI)L_ 159
L 9527 8585 11097 99.86, 12337 239
‘Treatment A ‘Treatment B
Amlodipue N=3 N=3
AUC,, (mgh/ml.) )
Arithmesic Mean 35D 3256+ 8274 308917903
ermelrk Mean (CY®) 315.5 (25.6%) 300.1 {24.6%)
" AUC4 (ng-bimL)
Arithrsetic Mcan 25D 3858+ 10219 338320637
Gicomeiric Mean (CY3 27145} 06AQIIR)
. [R2/ml) !
Arithmetic Mean 28D 7.035+£2.0205 6,199 = 15532
Geometric Mean {CV) 6TOISE) | 6631 230%) Y
T_.(ll!
_Median (Min, Max) (09 (6.00, 12.00) 7.050 (4.00, 12.00) I
by ()
Asithmotie Mean 15D | 384346728 B4L£7517
CLF (L)
iihmetic Mean 25D ) RERA. - I S |, B3 S
| Geometric LSMEANS I
Intra-
Sabject
Treatment A m.un wuxmmsmumm cv
PK Paramter | (Test) ) (%)
AUCqr 346.5 324.6 lOﬁ.‘M + (IU’M[, [11.48) 96
AUCe, 3186 282 W88 | w3, sy | 95 |
Ci 6.867 6523 1059 | (100,77, 110.00) 9.7




= #
Treadment A Tresiment B
Rydrochlncotldazide e op
AUG,. (nghimbs) T 1
Aribrietic Me3n 25D 11716423123 11884+ 267.64
| Geomewlc Mean @CV4) | 11499205%) 1609 (22.1%)
AUCy o (oL}
Avichametic Mean 250 11988 £136.04 121202 267.40
| Geomeiric Mean (V) | 1196, 02%) | _ L1852 216%)
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21. Safety results

The concomitant oral administration of
olmesartan medoxomil 40 mg, amlodipine
besylate 10 mg, and hydrochlorothiazide 25 mg
was safe and well tolerated in this group of
healthy subjects, and no differences in the
frequency of TEAEs between the two
formulations were observed.

22, Conclusion (summary)

The triple fixed dose combination (CS-8635 pilot
formulation B) is bioequivalent to the Benicar
HCT® plus Antacal@ ) regimen

‘Applicant (registration certificate holder)

N 4 720 (gm 4/‘
(mgnatué) 7
_Dr. Kai Schumacher

(fullname) ]
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Clinical study report 4

1. Name of medicinal product
(registration certificate Ne, if
available )

ATTENTO ® PLUS 40/10/25 mg

11

2. Applicant

Menarini International Operations Luxembourg S.A., Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing “in bulk”,
packaging, batch control and release)

Berlin-Chemie AG, Germany (Packaging, batch control and release)
Menarini - Von Heyden GmbH, Germany (Batch control and release)

4. Studies conducted:

yes

1) type of medicinal product,
which has been or will be
registered

Medicinal product with fixed combination

5. Title of clinical trial, code
number of clinical trial

CS-8663-A-E102

A randomized, open-label, single-dose, three-way crossover study to determine
the bioequivalence of 10 mg amlodipine besylate, Istin® (UK) vs. 10 mg
amlodipine besylate, Norvasc® (US) and amlodipine besylate, Antacal®
(Italy).

6. Phase of clinical trial Phase |

7. Period of clinical trial 17 Dec 2004 to 28 Feb 2005
8. Countries, where clinical  |Germany

trial has been conducted

9. Number of trial subjects  |planned:18

actual: 18 (completed)

10. Objective and secondary
endpoints of clinical trial

Primary: to determine the bioequivalence of three marketed amlodipine
besylate formulations: Istin® 10 mg (Pfizer, UK), Norvasc® 10 mg (Pfizer
US) and Antacal® 10 mg (Pfizer Italy), each equivalent to 10 mg amlodipine.

Secondary: to assess the safety and tolerability of a single dose of amlodipine
besylate equivalent to 10 mg amlodipine, Istin® 10 mg (Pfizer, UK),
Norvasc® 10 mg (Pfizer US) and Antacal® 10 mg (Pfizer Italy).

11. Clinical trial design

Randomised, open-label, single center study with a three way crossover
design.

12. Main inclusion criteria

Subjects enrolled were healthy adult men and women aged 18-45 years
(inclusive) who satisfied all inclusion/exclusion criteria

13. Investigational medicinal
product, mode of
administration and strength

Treatment A: Istin® 10 mg (amlodipine besylate equivalent to 10 mg
amlodipine) tablets (UK formulation)

14. Reference product, dose,
mode of administration and
strength

Treatment B. Norvasc® 10 mg (amlodipine besylate equivalent to 10 mg
amlodipine) tablets (US formulation)

Treatment C. Antacal® 10 mg (amlodipine besylate equivalent to 10 mg
amlodipine) tablets (Italian formulation)

15. Concomitant therapy

None

16. Criteria for evaluation

IAUCo.1nf, AUCo.t, Crmaxs Tmax» ti2, CL/F and Vss/F

efficacy
17. Criteria for evaluation Physical examination, vital signs, 12-lead ECGs, adverse events (AE),
safety laboratory parameters

18. Statistical methods

90% CIs for the difference between treatment LSMs were derived from the
Analysis of Variance (ANOVA) on the In-

L2

/
/



transformed PK parameters AUCy,, AU Co-mrand Cpay for
amlodipine.
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i:iim:ﬁeMmtSD 416{11.0) 419(13% £24(624)
CLA [mLimin]
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Treatment B ys. 995 {943, 105.0)
AUCsur[mgb/mL) Treatment A' ve, B 98.9 (940, 104.2)
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21. Safety results Nine (50.0%) and 8 (44.4%) subjects experienced at least one
TEAE after receiving the UK formulation (Istin® 10 mg) and
the US formulation (Norvasc® 10 mg), respectively, and 6
subjects (33.3%) after the administration of the Italian
formulation (Antacal® 10 mg). TEAEs were most frequently
related to the nervous system such as headache and dizziness.
One subject had a TEAE (headache) classified as severe, all
other AEs were of mild to moderate severity.

22. Conclusion (summary) |The three different formulations of amlodipine besylate 10 mg
(equivalent to 10 mg amlodipine) were bioequivalent. Single.
oral doses of amlodipine besylate equivalent to 10 mg of
amlodipine appeared to be well tolerated by the healthy
subjects in this stydy.

Applicant (registration /'Z A7 Lw

icertificate holder) - 6{ €Ll Ui
(si gnaturg/

__Kﬁlll name)

. Dr. Kai Schumacher
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Clinical study report 5

1. Name of medicinal product
(registration certificate Ne, if
available )

ATTENTO ® PLUS 40/10/25 mg

13

2. Applicant

Menarini International Operations Luxembourg S.A.,
Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing “in
bulk™, packaging, batch control and release)

Berlin-Chemie AG, Germany (Packaging, batch control and
release)

Menarini - Von Heyden GmbH, Germany (Batch control and
release)

4. Studies conducted:

yes

1) type of medicinal product
which has been or will be
registered

>

Medicinal product with fixed combination

5. Title of clinical trial, code
number of clinical trial

CS8663-A-U109

A randomized, single-dose, open-label, 2-way crossover study
to determine the bioavailability of olmesartan and amlodipine
from a fifth fixed-dose combination formulation relative to
Olmetec® and Antacal® in healthy subjects

6. Phase of clinical trial Phase |

7. Period of clinical trial 10 Oct 2005 to 31 Oct 2005
8. Countries, where clinical trial |[USA

has been conducted

9. Number of trial subjects planned: 28

actual:26 (completed)

10. Objective and secondary
endpoints of clinical trial

To determine the bioavailability of olmesartan and amlodipine
from a fixed-dose combination relative to co-administration
(free combination) of separate entities as their marketed
formulations (Olmetec® and Antacal®, respectively).

11. Clinical trial design

Single-center, single-dose, randomized, open-label, 2-way
crossover study.

12. Main inclusion criteria

Subjects enrolled were healthy adult men and women aged 18-
45 years (inclusive) who satisfied all inclusion/exclusion criteria

13. Investigational medicinal
product, mode of administration
and strength

Treatment A: CS-8663 40/10 mg (olmesartan medoxomil 40
mg/amlodipine besylate 10 mg) oral tablet.

14, Reference product, dose, mode
of administration and strength

Treatment B: Olmetec® (olmesartan medoxomil) 40 mg oral
tablets and Antacal® (amlodipine besylate) 10 mg oral tablets.

15. Concomitant therapy

None

16. Criteria for evaluation efficacy

AUC ., AUC).inf, Crnax, Tmax, kel and t;

17. Criteria for evaluation safety

Adverse events, clinical laboratory measurements, vital signs,
physical examinations and 12-lead ECGs.

18. Statistical methods

90% Cis for the difference between treatments LSM were
derived from the Analysis of Variance (ANOVA) on the In-
transformed PK parameters AUC ., AUCq.prand Cpgy for

olmesartan and amlodipine.
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21. Safety results

One subject was withdrawn due to pregnancy and later
experienced a spontaneous abortion that was captured as
SAE. A total of 30 TEAEs occurred in 11 subjects
(39.3%). The frequency of subjects reporting AEs was
roughly equal between treatments with 6 subjects
(22.2%) with AEs after receiving CS-8663 tablets and 5
(18.5%) after receiving Olmetec® 40 mg and Antacal®
10 mg tablets.

22. Conclusion (summary)

The fixed dose combination of olmesartan medoxomil
40 mg and amlodipine besylate tablet (CS-8663

14




formulation G) is bioequivalent to the co-administration
of Olmetec® 40 mg and Antacal® 10 mg tablets.

Single, oral doses of CS-8663 oral tablets appeared to be
safe and well tolerated by the healthy male and female
subjects in this study.

Applicant (registration certificate
holder)

> F—
£ S =

(signature) - /
_Dr. Kai S¢humacher
.[(?ul_l name)
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Clinical study report 6

1. Name of medicinal product
(registration certificate Ne, if available

)

ATTENTO ® PLUS 40/10/25 mg

16

2. Applicant

Menarini International Operations Luxembourg S.A., Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing “in
bulk”, packaging, batch control and release)

Berlin-Chemie AG, Germany (Packaging, batch control and
release)

Menarini - Von Heyden GmbH, Germany (Batch control and
release)

4. Studies conducted:

yes

1) type of medicinal product, which
has been or will be registered

Medicinal product with fixed combination

5. Title of clinical trial, code number of]
clinical trial

CS-8663-A-Ul11

A parallel-group, open-label, randomized, crossover study to
determine the bioavailability of a fixed-dose combination tablet of
olmesartan medoxomil and amlodipine besylate relative to
Olmetec® and Antacal® in healthy subjects.

6. Phase of clinical trial Phase I

7. Period of clinical trial 23 Jan 2006 to 22 Mar 2006
8. Countries, where clinical trial has [USA

been conducted

9. Number of trial subjects planned: 60

actual:58 (completed)

10. Objective and secondary endpoints
of clinical trial

To determine the bioavailability of olmesartan and amlodipine
from a fixed-dose combination formulation intended for
commercial use relative to combination of the separate entities as
their marketed formulations. The bioavailability was determined
for two strengths: Olmesartan 10 mg and amlodipine 5 mg;
olmesartan 40 mg and amlodipine 10 mg.

11. Clinical trial design

Single-center, single-dose, randomized, open-label, 2-way
crossover study

12. Main inclusion criteria

Subjects enrolled were healthy adult men and women aged 18-45
years (inclusive) who satisfied all inclusion/exclusion criteria.

13. Investigational medicinal product,
mode of administration and strength

Treatment A: CS-8663 oral tablet (fixed-dose combination of
olmesartan medoxomil 10 mg and amlodipine besylate 5 mg)

Treatment C: CS-8663 oral tablet (fixed-dose combination of
olmesartan medoxomil 40 mg and amlodipine besylate 10 mg)

14. Reference product, dose, mode of
administration and strength

Treatment B: Olmesartan medoxomil 10 mg (Olmetec®) in
combination with amlodipine besylate 5 mg (Antacal®)

Treatment D: Olmesartan medoxomil 40 mg (Olmetec®) in
combination with amlodipine besylate 10 mg (Antacal®)

15. Concomitant therapy

INone

16. Criteria for evaluation efficacy

IAUCy.t, AUCo.inf, Cmaxs Tmax, kel, tip

17. Criteria for evaluation safety

Adverse events, clinical laboratory measurements,




vital signs, physical examinations and 12-lead
ECGs.

18. Statistical methods 90% Cls for the difference between treatment
LSMs were derived from the Analysis of Variance
(ANOVA) on the In transformed PK parameters
AUCq., AUCqmrand Crgy for olmesartan and
amlodipine in each cohort.
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21. Safety results

No serious or severe TEAES occurred in the study.
Most TEAEs were mild, and no moderate TEAEs
were related to the study treatments. One subject
was withdrawn due to a TEAE (swelling to left
lower jaw/parotitis) and moderate eosinophilia;
these TEAEs were considered unrelated to
treatment. No TEAE was considered definitely or
probably related to the study treatments.

22. Conclusion (summary)

The lower strength of CS-8663 oral tablet (fixed
dose combination of olmesartan medoxomil 10 mg
and amlodipine besylate 5 mg) was bioequivalent
to co-administered Olmetec® 10 mg and Antacal®
> mg under fasting conditions.

The higher strength of CS-8663 oral tablet (fixed

dose combination of olmesartan medoxomil 40 mg
and amlodipine besylate 10 mg) was bioequivalent
to co-administered Olmetec® 40 mg and Antacal®

\Applicant (registration certificate holder)

_ |(full name)

10 mg under fasting conditions.

=3 »
(L/acémbm ber

(signature),” A

Py

__Dr. Kaf Schumacher
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Clinical study report 7

1. Name of medicinal product
(registration certificate Ne, if available )

ATTENTO ® PLUS 40/10/25 mg

19

2. Applicant

Menarini International Operations Luxembourg S.A.,
Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing “in
bulk”, packaging, batch control and release)

Berlin-Chemie AG, Germany (Packaging, batch control and
release)

Menarini - Von Heyden GmbH, Germany (Batch control and
release)

4. Studies conducted:

yes

1) type of medicinal product, which has
been or will be registered

Medicinal product with fixed combination

5. Title of clinical trial, code number of
clinical trial

CS-8635-A-U301

A randomized, double-blind, parallel group study evaluating
the efficacy and safety of co-administration of a triple
combination therapy of olmesartan medoxomil (OM),
amlodipine besylate (AML) and hydrochlorothiazide (HCT) in
subjects with hypertension

6. Phase of clinical trial Phase I1I

7. Period of clinical trial 12 May 2008 to 27 Feb 2009
8. Countries, where clinical trial has been [USA (317 study sites)
conducted

9. Number of trial subjects planned: 2492

actual:2116 (completed Period II)

10. Objective and secondary endpoints of
clinical trial

The main objective of this trial was to determine if co-
administration of OM, AML, and HCT had a clinical
significant benefit versus respective dual therapy components
in controlling blood pressure in subjects with hypertension.

11. Clinical trial design

This was a 52-week, multi-center, randomized, double-blind,
parallel group trial consisting of 3 periods as follows:

Washout — Period I (maximum 3 weeks): to be eligible for
randomization, all subjects had to have a SeDBP>140 mmHg
and SeSBP>100 mmHg or SeSBP>160 mmHg and SeDBP>90
mmllg at two consecutive visits during Period 1 and the
difference in mean SeSBP/SeDBP must have been <20/10
mmHg between the 2 qualifying visits.

Double-blind treatment — Period II (Day 1 to week 12):
Period II consisted of a 12-week treatment period. On day 1,
subjects who met all inclusion criteria and none of the
exclusion criteria were randomized to 1 of the 4 treatment
groups (OM 40 mg + AML 10 mg, OM 40 mg + HCT 25 mg,
AML 10 mg + HCT 25 mg, or OM 40 mg + AML 10 mg +
HCT 25 mg), which reflected the treatment they received from
week 4 to week 12.

Open-label Treatment — Period III (week 12 to week 52):
Period 11 consisted of a 40-week open-label treatment per10d
to assess long-term safety




and efficacy of the triple combination. After
completing period I, all subjects were switched to
the combination of OM 40 mg + AML 5 mg +
HCT 12.5 mg. After week 14, subjects who did not
achieve the BP goal had their dosage adjusted to
OM 40 mg + AML 10 mg + HCT 25 mg at the
discretion of the investigator.

12. Main inclusion criteria

This study enrolled male and female subjects 18
years or older with hypertension (defined as mean
sitting trough cuff blood pressure [BP] >140/100
mmHg or mean sitting trough cuff BP >160/90
mmHg). Newly diagnosed hypertensive subjects
(naive subjects) as well as subjects on
antihypertensive therapy could be included in the
study.

13. Investigational medicinal product,
mode of administration and strength

Olmesartan medoxomil (OM) 40 mg + amlodipine
besylate (AML 10 mg) + hydrochlorothiazide
(HCT) 25 mg

14. Reference product, dose, mode of
administration and strength

¢ OM 40 mg+ AML 10 mg
e OM 40 mg+HCT 25 mg,
e AML 10 mg + HCT 25 mg

15. Concomitant therapy

Standard antihypertensive therapy was allowed at
study start and discontinued during the washout
period.

16. Criteria for evaluation efficacy

Primary:

Change from baseline in sitting diastolic blood
ipressure (SeDBP) at week 12 with the last
observation carried forward (LOCF)

Secondary:

e Change from baseline in sitting systolic
blood pressure (SeSBP) at week 12 with
LOCF

e Change from baseline in SeDBP and
SeSBP at weeks 6, 8, 10 and 12

e Change in SeDBP and SeSBP from
baseline at week 2 (to compare the placebo
and each dual combination treatment)

* Proportion of subjects who reached the BP
goal (<140/90 mmHg, <130/80 mmHg in
subjects with diabetes, chronic renal
disease, or chronic cardiovascular disease)

e Proportion of subjects who reached BP
targets at weeks 6, 8, 10 and 12 with LOCF
(i.e. <130/85 mmHg, <130/80 mmHg,
<120/80 mmHg, SeDBP <90 mmHg and
SeSBP<140 mmHg.

e Change from baseline in 24-hour ABPM
following 12 weeks of treatment in a subset

(60 subjects per treatment arm) with both
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baseline and end of week 12 ABPM.

17. Criteria for evaluation safety

Safety assessments included TEAES, clinical
laboratory test results, vital signs, physical
examinations and 12-lead ECGs

18. Statistical methods

The primary efficacy analysis (period II) consisted
of comparisons between treatment groups for
change from baseline to week 12 in SeDBP. The
treatment comparisons were performed using an
Analysis of Covariance (ANCOV A) model with
fixed effects of treatment. Diabetic status, age

19. Demographic indices of studied
population (sex, age. race, etc.)

group, race and baseline SeDPB as covariates.
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20. Efficacy results
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21. Safety results

There did not appear to be a new or unexpected
safety issues relative to each dual component
therapy that were caused by the concomitant use of}
OM 40 mg + AML 10 mg + HCT 10 mg. There
were no meaningful differences in the number of
subjects experiencing drug-related TEAEs, SAEs,
or in the number of subjects that needed to be
withdrawn due to TEAEs across the different
treatment groups. In total, 585 (25.4%) subjects
had a drug-related TEAE. The percentage of
subjects with a drug-related TEAE ranged from
20.9% to 29.7%. In total, 35 subjects had an SAE:
only 1 subject (on OM 40 mg + AML10 mg) had
an SAE that was considered treatment-related.
This was a case of angina pectoris which was
considered probably treatment-related.

22. Conclusion (summary)

The combination of OM, AML and HCT reduced
both mean SeDBP and mean SeSBP to a
significantly greater extend compared to each of
the possible dual therapy components that made up

the triple combination. The combination of OM 40

it .
e
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mg + AML 10 mg + HCT 25 mg resulted in the
greatest mean reductions in both SeDBP and
SeSBP. The greater blood pressure reduction with
triple combination therapy compared to the
component dual combination therapies observed
with the cuff BP measurement was confirmed by
the analysis of the 24-hour ambulatory BP
measurements. The comparisons of the mean
reductions in SeDBP and SeSBP, and both
diastolic and systolic 24-hours ABPM between the
triple combination therapy and the component dual
combination therapies were all statistically
significant as well as clinically meaningful.

|

JApplicant (registration certificate holder)

| C;J%JL-%M&M /n/

(signatm“?f
| Dr. Kaf Schumacher
(full name)
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Clinical study report 8

1. Name of medicinal product (registration
certificate Ne, if available )

ATTENTO ® PLUS 40/10/25 mg
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2. Applicant

Menarini International Operations Luxembourg S.A.,
Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing
“in bulk”, packaging, batch control and release)
Berlin-Chemie AG, Germany (Packaging, batch control and
release)

Menarini - Von Heyden GmbH, Germany (Batch control
and release)

4. Studies conducted:

yes

1) type of medicinal product, which has been
or will be registered

Medicinal product with fixed combination

5. Title of clinical trial, code number of
clinical trial

(CS-8663-A-U301

A randomized, double-blind. placebo-controlled factorial
study evaluating the efficacy and safety of co-
administration of olmesartan medoxomil plus amlodipine
compared to monotherapy in patients with mild to severe
hypertension.

Results of the open-label treatment period — week 8 to week
52,

6. Phase of clinical trial

Phase 111

7. Period of clinical trial

02 May 2005 to 09 Jan 2007

8. Countries, where clinical trial has been
conducted

USA (172 study sites)

9. Number of trial subjects

planned:1684
actual:1400 (completed)

10. Objective and secondary endpoints of
clinical trial

Period I1I (open-label extension period):
e To gain long-term efficacy and safety experience
with the co-administration of OM + AML (plus the
addition of HCT, if needed).

To evaluate the number (%) of patients achieving
BP control (defined as BP < 140/90 mmHg, <
130/80 in diabetic patients).

11. Clinical trial design

A 52-week, multi-center, randomized, double-blind,
placebo-controlled, parallel group factorial trial consisting
of 3 periods as follows:

Washout — Period I (approx. 2 weeks): Period I consisted
of a single screening visit for patients not on
antihypertensive medication and a washout period for
patients on antihypertensive medication(s). To be eligible
for randomization, all patients had to have a mean SeDBP
>95 mmHg and <120 mmHg at the randomization visit 3.

Double-blind treatment — Period II (day 1 to ,

7
A
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eek 8): Period II consisted of an 8-week
treatment period. Patients who met all the
inclusion criteria and none of the exclusion
criteria were randomized equally to 1 of the 12
treatment arms as follows: Placebo;
Olmesartan medoxomil (OM) 10 mg, OM 20
mg, OM 40 mg, Amlodipine besylate (AML) 5
mg, AML 10 mg, OM 10 mg + AML 5 mg,
OM 20 mg + AML 5 mg, OM 10 mg + AML
10 mg, OM 20 mg + AML 10 mg, or OM 40
mg + AML 10 mg.

LOpc.au label treatment — Period III (week 8
through week 52): Period III consisted of a 44-
week, open-label treatment period. After
completing Period II, all patients were
switched to the combination of OM 40 mg +
AML 5 mg. Those patients whose BP was not
adequately controlled were titrated to OM 40
mg + AML 10 mg. Patients whose BP was still
not adequately controlled were offered HCT
12.5 mg and subsequently 25 mg as required to
reach BP control.

25

12. Main inclusion criteria

This study enrolled male and female subjects
18 years or older with hypertension (defined as
mean sitting trough cuff blood pressure [BP]
>140/100 mmHg or mean sitting trough cuff
BP >160/90 mmHg). Newly diagnosed
hypertensive subjects (naive subjects) as well
as subjects on antihypertensive therapy could
be included in the study.

13. Investigational medicinal product, mode
of administration and strength

¢ Olmesartan medoxomil (OM) 40 mg +
amlodipine besylate (AML) 5 mg

14. Reference product, dose, mode of
administration and strength

» OM40mg+ AML 10 mg

e OM40mg+ AML) 10 mg +
hydrochlorothiazide (HCT) 12.5 mg

e OM 40 mg + AML 10 mg + HCT 25
mg

15. Concomitant therapy

Standard antihypertensive therapy was allowed
at study start and discontinued during the
washout period.

16. Criteria for evaluation efficacy

e Mean SeDBP following 44 weeks of
titration treatment from OM 40 + AML
5 mg to OM 40 mg -+ AML 10 mg and
to OM 40 + AML 10 mg + HCT
12.5/25 mg, respectively.

e Number (%) of patients achieving BP
control (defined as BP < 140/90
mmHg, < 130/80 in diabetic patients).

17. Criteria for evaluation safety

Frequency, seriousness and severity of TEAEs




18. Statistical methods

Efficacy evaluations consisted of summary
statistics presented for SeDBP and SeSBP by
dosing regimen at each open-label visit.
Summary statistics were also presented for the
titration effect corresponding to changes in the
dosing regimen for SeDBP and SeSBP. The
titration effect was calculated as the BP value
at the last visit on the new dosing regimen
minus the BP value at the last visit of the
previous dosing regimen. Additionally, the
number and percentage of patients achieving
BP treatment goal were summarized for each
dosing regimen.
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20. Efficacy results

Table7: Seated Diastolle Blood Pressure (mmHg) by Week and Dosing
Reglmen - All Patlents Entering Period 1M
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e A total of 525 patients remained on OM
40 mg + AML 5 mg and had a mean

SeDBP of 81 0 mmHg and a mean
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SeSBP of 127 mmHg. 80.0% of these
patients reached their BP goal

¢ A total of 378 patients were on OM 40
mg + AML 10 mg and had a mean
SeDPB of 82.4 mmHg and a mean
SeSBP of 130.9 mmHg. 70.6% of these
patients reached their BP goal.

* Atotal of 287 patients were on OM 40
mg + AML 10 mg + HCT 12.5 mg and
had a mean SeDBP of 130.7 mmHg.
66.6% of these patients reached their
BP goal.

* A total of 419 patients were on OM 40
mg + AML 10 mg + HCT 25 mg and
had a mean SeDBP of 83.4 mmHg and
a mean SeSBP of 136.8. 46.3% of these
patients reached their BP goal.

21. Safety results

No new safety issues were identified during the
course of this study with any of the
combination therapies. During the open-label
extension phase TEAEs were experienced by
622 (37.0%) patients on OM 40 mg + AML 5
mg, 455 (40,5%) patients on OM 40 mg +
AML 10 mg, 312 (42.2%) patients on OM 40
mg + AML 10 mg + HCT 12.5 mg, and 248
(56.4%) patients on OM 40 mg + AML 10 mg
+ HCT 25 mg.

22. Conclusion (summary)

From the mean baseline blood pressure of
163.6/101.5 mmHg, BP reductions were
observed across all combination treatment
regimens to week 52, with 66.7% of the study
icohort achieving treatment goal. The mean BP
for the total patient cohort at week 52 was
131.2/81.9 mmIIg. At this time point, the
lowest mean BP (127.6/81.0 mmHg) and the
greatest percentage of patients reaching goal
BP were in the group still receiving OM 40 mg
+ AML 5 mg, whose amlodipine dose had not
been increased and who did not receive
hydrochlorothiazide. The groups of patients
who required titration of the AML dose or the
addition of HCT were more severe
hypertensive patients and/or were more
resistant to antihypertensive effects of
treatment.

Applicant (registration certificate holder)

- 7 /
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Clinical study report 9

1. Name of medicinal product
(registration certificate No, if available )

ATTENTO ® PLUS 40/10/25 mg
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2. Applicant

Menarini International Operations Luxembourg S.A.,
[Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing
“in bulk”, packaging, batch control and release)
Berlin-Chemie AG, Germany (Packaging, batch control and
release)

Menarini - Von Heyden GmbH, Germany (Batch control and
release)

4. Studies conducted:

yes

1) type of medicinal product, which has
been or will be registered

Medicinal product with fixed combination

5. Title of clinical trial, code number of
clinical trial

CS-8663 —A-E303

Add-on study of olmesartan medoxomil in patients with
moderate to severe hypertension not achieving target blood
pressure on Amlodipine 5 mg alone. Results of the open-
label treatment period — period 1V

6. Phase of clinical trial

Phase 111

7. Period of clinical trial

03 Oct 2005 to 08 May 2007

8. Countries, where clinical trial has been
conducted

Belgium, Finland, Germany, Italy, the Netherlands, Poland,
Russia, the United Kingdom, Ukraine (75 study sites)

9. Number of trial subjects

planned:692
actual:673 (completed)

10. Objective and secondary endpoints of
clinical trial

To demonstrate the additional antihypertensive efficacy in
lowering SeDBP gained by adding olmesartan medoxomil
(OM) 10 mg, 20 mg, or 40 mg to the treatment regimen in
patients with moderate to severe hypertension not adequately
controlled on amlodipine (AML) 5 mg alone assessed by
conventional BP measurements after 8 weeks of double-blind|
treatment.

11. Clinical trial design

A 52-week, phase III, randomised, parallel-group, multi-
center, multi-national trial consisting of 4 periods:

Period I: an 8-week, open-label treatment period with AML
5 mg monotherapy

Period II: an 8-week, double-blind treatment period with
randomization to a fixed combination of OM and AML

Period III: an 8 week, double-blind treatment period with
dose up-titration if needed.

Period 1V: a 28-week, open-label, long-term extension
period with possible dose titration.

12. Main inclusion criteria

Patients enrolled into the study were male and female
patients >18 years with moderate to severe hypertension. To
enter period I, patients must have had a mead SeDBP=100

mmHg and &




a mean SeSBP>160 mmHg. To enter period II,
patients must have had a mean SeDBP>90
mmkHg and a mean SeSBP>140 mmHg. To
enter Period III, patients must not have reached
their BP goal of 140/90 mmHg (130/80 in
diabetic patients) in Period II. To enter Period
[V, patients must not have reached their BP
goal of 140/90 mmHg (130/80 in diabetic
patients) in Period II1.

of administration and strength

13. Investigational medicinal product, mode

Period I. AML 5 mg

[Period II: Placebo + AML 5 mg

Period I11: Placebo + AML 5 mg, OM 10 mg +
AML 5 mg, OM 20 mg + AML 5 mg, OM 40
mg + AML 5 mg

Period IV: OM 40 mg + AML 5 mg

14, Reference product, dose, mode of
administration and strength

Period I: none

[Period II: , OM 10 mg + AML 5 mg, OM 20
mg + AML 5 mg, OM 40 mg + AML 5 mg

Period I1I: OM 20 mg + AML 5 mg, OM 40
mg + AML 5 mg, OM 40 + AML 5 mg

Period IV: OM 40 mg + AML 10 mg; OM 40
mg + AML 10 mg + HCT 12.5 mg; OM 40 mg
+ AML 10 mg + HCT 25 mg

15. Concomitant therapy

Standard antihypertensive therapy was allowed
at study start and discontinued during the
washout period.

16. Criteria for evaluation efficacy

o Mean SeDBP at weeks 28, 34, 43 and
32

o Mean SeSBP at weeks 28, 34, 43 and
52

e Mean changes in SeDBP and SeSBP
during period I'V with titration from
one dose regimen to the next.

e Number (%) of patients achieving BP
goal (140/90 mmHg; 130/80 mmHg in
diabetic patients)

e Number (%) of patients reaching BP
thresholds (<120/80 mmHg, <130/80
mmHg, <130/85 mmHg and 140/90
mmHg) during Period IV

17. Criteria for evaluation safety

Safety assessments included TEAES, clinical
laboratory test results, vital signs, physical
examinations and 12-lead ECGs

18. Statistical methods

Mean SeDBP and SeSBP values were
summarised at weeks 28, 34, 43 and 52 by

treatment regimen for patients who entered
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Period [V. Descriptive statistics were
computed for the titration effect, quantifying
the mean change in SeDBP and SeSBP when
the dose regimen was titrated from OM 40 mg
+ AML mg to OM 40 mg + AML 10 mg, from
OM 40 mg + AML 10 mg to OM 40 mg +
AML 10 mg + HCT 12.5 mg and from OM 40
mg + AML 10 mg + HCT 12.5 mg to OM 40
mg + AML 10 mg + HCT 25 mg,.

19. Demographic indices of studied
population (sex, age, race, etc.)

20. Efficacy results
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Of the 691 patients exposed to OM 40
mg + AML 5 mg, 537 (77.7%) reached
the <140/90 mmHg threshold, 361
(52.2%) reached the <130/85mmHg
threshold. 229 (33.1%9 reached the
<130/80 mmHg threshold and 91
(13.2%) reached the <120/80 mg
threshold.

Of the 243 patients exposed to OM 40
mg + AML 10 mg, 131 (53.9%)
reached the <140/90 mmHg threshold,
50 (20.6%) reached the <130/85 mmHg
threshold: 20 (8.2%) reached the
<130/80 mmHg threshold and 6 (2.5%)
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reached the <120/80 mmHg threshold.

e Of'the 93 patients exposed to OM 40
mg + AML 10 mg + HCT 12.5 mg, 47
(50.5%) reached the <140/90 mmHg
threshold, 10 (10.8%) reached the
<130/85 mmHg threshold; 5 (5.4%)
reached the <130/80 mmHg threshold
and 1 (1.1%) reached the <120/80
mmHg threshold.

e Of the 28 patients exposed to OM 40
mg + AML 10 mg + HCT 25 mg, 11
(39.3%) reached the <140/90 mmHg
threshold, 1 (3.6%) reached the
<130/85 mmHg threshold; none
reached the lower BP thresholds.

21. Safety results

In total, 228 (33.0%) patients on Om 40 mg +
AML 5 mg, 60 (24.7%) patients on OM 40 mg
+ AML 10 mg, 17 (18.3%) patients on OM 40
mg + AML 10 mg + HCT 12.5 mg, and 7
(25.0%) patients on OM 40 mg + AML 10 mg
+ HCT 25 mg had a TEAE during Period TV,
42 (6.1%) patients on OM 40 mg + AML 5
mg, 11 (4.5%) patients on OM 40 mg + AML
10 mg, 3 (3.2%) patients on OM 40 mg +
AML 10 mg + HCT 12.5 mg and 1 (3.6%)
patient on OM 40 mg + AML 10 mg + HCT 25
mg had a TEAE that was considered to be
related to the study medication. Most TEAEs
were mild to moderate in severity.

22. Conclusion (summary)

Long term treatment with OM + AML
demonstrated maintenance of BP-lowering
effects observed in earlier periods of the study.
No new safety concerns with combination
treatment with OM + AML with the possible
addition of HCT were identified that were
unexpected for these classes of drugs. Overall,
the incidence of adverse events was low with
all of the evaluated treatment regimens. Long-
term treatment with OM + AML or the triple
combination of OM + AML + HCT was safe
and well tolerated.

Applicant (registration certificate holder)

7 7 '

| b (:C"(":}{ﬁﬁﬁw 2t
(signatufe)

_Dr. Kai Schumacher
(full name)
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Clinical study report 10

1. Name of medicinal
product (registration
certificate Ne, if available )

ATTENTO ® PLUS 40/10/25 mg

3R

2. Applicant

Menarini International Operations Luxembourg S.A., Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing “in bulk”,
packaging, batch control and release)

Berlin-Chemie AG, Germany (Packaging, batch control and release)
Menarini - Von Heyden GmbH, Germany (Batch control and
release)

4. Studies conducted:

yes

1) type of medicinal product,
which has been or will be
registered

Medicinal product with fixed combination

5. Title of clinical trial, code
number of clinical trial

CS-8635-A-U101

A randomized, open-label, single dose, crossover study of
olmesartan, amlodipine, and hydrochlorothiazide, to determine the
bioavailability when administered as Benicar HCT® plus Norvasc®
together versus separately in healthy volunteers

6. Phase of clinical trial Phase [

7. Period of clinical trial 25 Jun 2007 to 03 Sep 2007
8. Countries, where clinical |[USA

trial has been conducted

9. Number of trial subjects |planned: 36

actual:32 (completed)

10. Objective and secondary
endpoints of clinical trial

Primary; to determine bioavailability of olmesartan, amlodipine and
hydrochlorothiazide when administered together as Benicar HCT®
and Norvasc® and when administered alone.

Secondary: to evaluate the safety and tolerability when Benicar® is
coadministered with Norvasc®.

11. Clinical trial design

Open-label, randomised, single-dose 3 way crossover study.

12. Main inclusion criteria

Subjects enrolled were healthy men and women, aged 18-45 years
(inclusive), who satisfied all inclusion/exclusion criteria

13. Investigational medicinal
product, mode of
administration and strength

Benicar HCT® (olmesartan medoxomil/hydrochlorothiazide)

14. Reference product, dose,
mode of administration and
strength

Norvasc® (amlodipine besylate)

15. Concomitant therapy

INone

16. Criteria for evaluation
efficacy

The following PK parameters were calculated for olmesartan,
amlodipine and hydrochlorothiazide: AUCq., AUCq.mr. AUC%extr,

17. Criteria for evaluation
safety

Number and severity of TEAEs, physical examinations, vital signs,
12-lead ECGs, laboratory measurements.

18. Statistical methods

An analysis of variance (ANOVA) was performed on the In-
transformed AUC., AUCy.prand Crax for OM, AML and HCT. The
ANOVA model included sequence, treatment and period as fixed

effects. 7
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19. Demographic indices of -
. . Trait
studied population (sex, age, (s =36}
race, etc.) Gender Male R (T7.8%)
I IN%4) Female B (22.2%)
Ethnicity Hispanic or Latino 11 (30.6%)
(N%) Net ic or Lating 25 (9.4%)
Amenican Indian/Alasksn Native 2{5.6%)
Race Asian 12.8%)
(G0)] Dinck o Afilesn Amcricen
While
Apge Mean £ SD .
(1) Median (Min — Max) 30.5 (19 43)
Height Mesmn + SD 176.5 £ 985
{em) Median (Min - Max) 177.0 (156 - 193)
Weight Mean & 8D 80.83+ 12550
(kg) Median (Min — Max) 79.25 {53.6 - 107.6)
BMI Moan 50 25,86 +2.829
(kg/m’) Median (Min — Max) 2643 (19.4 - 31.0)
20. Efficacy results Treatiment A Treatment B
Olmesartan
N=~34 N =35
AUC,, (ng-h/mL)
Asithmetic Mcan £5D 6134.4 + 167674 6399.5 + 181681
Goometrie Mean (CV%) 5938.7 (25.8%) 6068.9 (38.3%)
AUCq ., (ng'h/ml.)
Arithmetic Mean £8D 6249.8 + 1678.98 6501.9+ 1837.56
Geometric Mean (CV%) 60S5.8 (25.5%) 6189.9 (35.8%)
C... (ng/mL)
Arithmetic Mcan £§D 9125+ 305.57 10163 4 317.94
Geometric Mean (CV%) §71.2 (30.7%) 957.4 (40.2%)
Tas (1)
Median (Min, Max) 1.983 (1.0, 4.00) 1.983 (1.00, 3.00)
t, (h)
Aritmetio Mean £SD 17,304 4 7.8206 16,257 + 8.6458
CLIF (L/h)
Arithmetic Mean +5D 6.804 & 16651 6.958 + 3.6439
Geomelric LSMEANS
Ratlo of
Treatment A | TreatmentB | LSMEANS (%) 90% C.L for Ratio
PK Parameter (Test) (Reference) (A/B) (%)
AUCpar 5989 6184 96,84 (89.14, 105.20)
AUCs. 5876 6068 96.83 (88.49, 105.96)
[ 866.2 954.1 90.19 (83.24, 99.01)
Treatment A Treamment C
Amiadipine N=23 N=34
AUC,, (ogh/mi)
Arithmetic Mean 8D 330.1 £.89.12 334749538
Geometric Mean (CV%) 3277 27.5%) 3213 (30.1%)
AUCyuu (ng.h/mL)
Arithmetic Mcan +SD 3819511201 3783 & 126.45
Geametric Mean (CV%) 365.8 (31.0%) 358.6 (34.2%)
Coons (ng/ml)
Arithmetic Mean 43D 7.456 £1.9622 7.013 £ 2.0320
Geometric Mean (CV%) 7224 (25.7%) 6.747 (287%)
s (h)
Median (Min, Max) 7.017 (5.98, 12.0) 7.000 (597, 12.0)
ty; (i)
Arithmetic Mcan +SD 45.18£12.802 44,11+ 12.909
CL/F (L)
Arithmetic Mean 28D 28.63 +9.356 20.43 £ 10,022
Geometric LSMEANS
Ratio of
Treatment A | TreatmentC | LSMEANS (%) 90% C.1. for Ratlo
PK Parameter (Test) (Reference) (AIC) {%)
KO 165.6 1618 101.05 (95.89, 106.49)
AUC, 328.4 1246 101.19 (967, 10587)
Cor 7.186 6.768 106.18 (101,97, 110.56)
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Treatiment A Freaiment B
Hydrochlorathlazide N=14 N 3%
AUCy, (ng.h/mL) E o
Arithmetic Mean 8D 10434 4224 %0 1052.7+231.13
Geometric Mean (CV%) 1020.7 (21.6%) 1021.8 (27.4%)
AUC o (ng.WmL)
Atithietic Mean £8D 1069.3 +224.78 1079.8 £ 229,12
Geometric Mean (CV%) 1047.1 (21.0%5) 1050.9 (25.8%)
Conx (ng/mlL)
Arithmetic Mcan +SD 161.51 £53.714 164.78 = 57.837
Geometric Mcan (CV%) 153.90 (31.8%) 155.34 (37.0%)
Tunne (1)
Median (Min, Max) 1.5000 (0.983, 4.00) 1.5000 (0.983, 4.00)
t; (b}
Acithmetic Mean +8D 10.800 = 1.4435 10.866 = 2.0647
(LMm)
Arithmetic Mecan +8D 2438 +5.164 24,70+ 8,513
Geometrte LSMEANS
Ratio of
Treatment A | Treatment B | LSMEANS (%) 90% C.L for Ratio
PK Parameter (Test) {Reference) (A/B) (%)
AUCyur 1051 1050 100.06 (95.01, 105.39)
AUC, 1025 1021 10033 (94.93, 106.05)
Cons 1549 155.1 99,89 (91.97, 108.48)

21. Safety results

[No serious or severe TEAEs occurred during the study.
Overall, 16 subjects (44.4%) reported 62 TEAEs. No TEAE
was considered definitely or probably drug-related. Overall,
there was no clear difference for TEAEs between treatments
A, B, and C.

22. Conclusion (summary)

The pharmacokinetics of olmesartan in the fixed dose
combination (Benicar HCT®) are not affected by the co-
administration of amlodipine. The PK of amlodipine are not
affected by the fixed dose combination (Benicar HCT®). The
PK of hydrochlorothiazide in the fixed dose combination
(Benicar HCT®) are not affected by the co-administration of
amlodipine.

The concomitant administration of amlodipine besylate 10 mg.
olmesartan medoxomil 40 mg and hydrochlorothiazide 25 mg
was safe and well tolerated in this group of healthy male and
female subjects.

Applicant (registration
certificate holder)

3 - o

(signature) / g
er

| Dr. Kai Schumac
(full name)
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Clinical study report 11

1. Name of medicinal
product (registration
certificate No, if available

)

ATTENTO ® PLUS 40/10/25 mg

2. Applicant

Menarini International Operations Luxembourg S.A., Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing “in bulk”,
packaging, batch control and release)

Berlin-Chemie AG, Germany (Packaging, batch control and release)
Menarini - Von Heyden GmbH, Germany (Batch control and release)

4. Studies conducted:

yes

1) type of medicinal
product, which has been
or will be registered

Medicinal product with fixed combination

5. Title of clinical trial,
code number of clinical
trial

866-126

A randomized, open-label, three-way crossover bioequivalence study of
CS-866 tablets plus hydrochlorothiazide capsules or tablets and CS-
866/hydrochlorothiazide combination tablets in healthy adult volunteers.

6. Phase of clinical trial

Phase [

7. Period of clinical trial

10 Aug 2001 to 28 Aug 2001

subjects

8. Countries, where USA
clinical trial has been

conducted

0. Number of trial planned: 33

actual:30(completed)

10. Objective and
secondary endpoints of
clinical trial

To determine the bioequivalence of the clinical trial supply of CS-866
tablets and hydrochlorothiazide (HCT) capsules or tablets administered
orally in combination versus oral administration of the market-image
single-tablet formulation of CS-866/HCT.

11. Clinical trial design

A randomized, open-label, 3-way crossover comparison of single oral
doses of CS-866 (20 mg) in combination with HCT (12.5 mg)
administered to healthy male and female volunteers.

12. Main inclusion
criteria

Volunteers for the study were healthy male and non-pregnant female
subjects between 18-45 years (inclusive) who were practicing an
acceptable form of birth control (females only), were within acceptable
body weights and height ranges, had not used tobacco products in the
last 12 months, had a negative urine drug/alcohol screen, and signed an
informed consent form.

13. Investigational
medicinal product, mode
of administration and
strength

20 mg CS-866/12.5 mg HCT market image combination tablet, single-
dose, p.o. (formulation C)

14. Reference product,
dose, mode of
administration and
strength

20 mg CS-866 investigational tablet + 12.5 mg HCT capsule, single-
dose, p.o. (formulation A)

20 mg CS-866 investigational tablet + 12.5 mg NCT tablet, single-dose,
p.o. (formulation B)

15. Concomitant therapy

INone
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16. Criteria for
evaluation efficacy

AUCq.1ng, AUCq.16, Conax, ket and ty» for the CS-866 metabolite RNH-
6270 and HCT

17. Criteria for
evaluation safety

Physical examinations, vital signs, clinical adverse events and
hematology, blood chemistry and urinalysis test results.

18. Statistical methods

[.n-transformed AUCq.q0, AUCp.pprand Cpay Were analysed by
ANOVA: The formulation differences and their corresponding 90%
CIs were obtained from the analysis and were exponentiated to

obtain the formulation bioequivalence ratios and their corresponding
90% Cls.

19. Demographic
indices of studied
population (sex, age.
race, etc.)

ALL SUBJECTS

TOTAL

N (%) as  (100%)
GERDER N {%)

MALE 17 (52%)

FEMALE 18 (48%)
RACE N {%)

CALCARIAN ” (3e%)

BLAGK 14 {42%)

ASTAN 1 (8%)

HESPANIC 5 (15%)

OTHER 1 (3%)
PRAME SIZE N [%}

SUALL 2 (€%)

wEDILM 28 (70%)

LARGE s (16%)
AGE (yr)

MEAN {80) 28.5 ( 7.87)

RANGE 18.0 - 44.0
HEIGNT (4in}

MEAN (30) 65.0 ( 4.07)

RANGE 89.0 - 73.0
WEIGHT (1h)

MEAN (8D) 158.1 (28.98)

RANGE 114.0 -212.0

20. Efficacy results

The CS-866/HCT market image combination tablet (formulation C)
and the investigational CS-866 tablet in combination with marketed
HCT capsule (formulation A: US) or tablet (formulation B; Europe)
were bioequivalent. The ratio point estimates for RNH-6270 were
1.04, 1.04 and 1.08 for AUCq.1c, AUCq.1prand Cpnax respectively,
between formulations C and A. The 90% CI for all 3 ratios were
contained within the standard bounds for bioequivalence.

Similarly, RNH-6270 ratio point estimates were 1.07, 1.07 and 1.08
for AUCg.1qc, AUCq.1nf and Crnaxs respectively between formulations C
and B, and the 90% CI for all 3 ratios were contained well within the
bounds for bioequivalence. Please see the summary PK for RNH-
6270 below:

TRELE 7.2.5.1 SUBILN OF FLASHA PHARUCOIRETIC MARIETERS FOR WE-S270

Fovi YO PR A FoRS G TO FOR B

FOMERATION A FORBMLATION B FCRALATION € CORMRINN  FONCIUFOA  COWMINN  FOMGC TD MR
(L] 1628 (=D RAMG st BEPANTION PATIO POINT CORF RIS
Briwe L] EATIUATE s et

PARMETER BN 4 NEAW {sa) M {8D) {10} ) {#=30) 1)
AV D-Mee (PQimt) b 3400,08 (THOMN) QOTLIT (TE1.0M) L8N (MIT.46) 1.0 - L (K] [E IO -1
R D407 (ogre)*hr 355040 (840.00) S453.31 (BOE.1F) BNSA.ED (672.8) 1o (X ] 1,07 101 - 908
Caax gy ELET (R8N 8947 10,09 6RO (136.41) 108 .02 148 108 101 118
Thax (1) 2,000 150+ 2,000 - ’
02 (b} AU DN 13AT M D

Bioequivalence also was observed for HCT, with ratio point
estimates and 90% CI of the ratios between formulations similar to
those observed for RNH-6270. Please see the summary PK for HCT
below:
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FARLE 7.2,3.2 ELSMART OF PLASKA FWASKACINTNETIE PARACTERS FOR NITAGMUMOTMDIZILY (H1Z)

vl C TO FORU 4 muuml'

FERMILATION A FOPMIATION B FOWULATION © CIPARIEN FN G O FOW A COMARTION FOR% C 1O rosa
e3dy (L]l ] AT POINT CORPAALI RATIO POV oY
ETRTE % Ll ERTINATE o]

Rl TER LARE ) HERN (30} = (50} (H3) (=33 {u=o@) (hedn)
AE 0-Toz (opfel|he 407,33 {196.53) &34.67 (137.35] §22.00 (120,304 .04 aoxr. 1,99 1,37 T8 13
AR B-Inf [53foLi%he $08.09 (140.16] E48.50 [134,78) 5B4.55 (117.54} 1.8 097« 1.9 1,08 192 144
fmar (ngrat) 90.54 (R.8Y] LM (7.8 8430 (L8N (K3 o.em 1.46 1.08 058 . .8
Tedx (e .00 1.007 1.80¢
T 1/E (hr) .08 (132 1038 (24 11,02 2.8

21. Safety results

10 TEAEs were reported by 7 (21.9%) subjects who received 20 mg
CS-866+12.5 mg HCT (formulation A), 23 TEAEs were reported by
6 (19.4%) subjects who received 20 mg CS-866+12.5 mg HCT
tablet (formulation B) and 17 TEAEs were reported by 12 subjects
who received the market image combination tablet (formulation C)
Headache, dizziness and nausea were the most common TEAEs
overall. One subject who experienced 14 of the 23 TEAEs after
receiving formulation B was withdrawn due to nausea and vomiting,
No serious TEAEs were reported.

22. Conclusion
(summary)

The study demonstrated that the market-image combination tablet
formulation of CS-866/HCT was bioequivalent to the clinical
supplies used in US clinical studies (CS-866 + HCT capsules) and
Furopean clinical studies (CS-866 investigational tablets + HCT
tablets). The 90% CI surrounding the ratio point estimates for AUC,.
iqe; AUChprand Cay for RNH-6270 and for HCT all were within the

standard bounds (0.80, 1.25) for bioequivalence.

Applicant (registration

certificate holder)

¢ glea @Qﬂdmm@

(signature) ,
_Dr. Kai Sc{umacher
(full name)
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Clinical study report 12

1. Name of medicinal product
(registration certificate Ne, if
available )

ATTENTO ® PLUS 40/10/25 mg

38

2. Applicant

Menarini International Operations Luxembourg S.A., Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing “in bulk”,
packaging, batch control and release)

Berlin-Chemie AG, Germany (Packaging, batch control and release)
Menarini - Von Heyden GmbH, Germany (Batch control and release)

4. Studies conducted:

yes

1) type of medicinal product,
which has been or will be
registered

Medicinal product with fixed combination

5. Title of clinical trial, code
number of clinical trial

866-138

A randomized, open-label, three-way crossover bioequivalence study
of 40 mg CS-866 tablets plus 12.5 mg hydrochlorothiazide capsules or
tablets and 40/12.5 mg CS-866/hydrochlorothiazide combination
tablets in healthy adult volunteers.

6. Phase of clinical trial Phase 1

7. Period of clinical trial 18 Dec 2002 to 07 Jan 2003
8. Countries, where clinical trial [USA

has been conducted

9. Number of trial subjects planned: 42

actual: 38 (completed)

10. Objective and secondary
endpoints of clinical trial

To determine the bioequivalence of the market-image, single tablet
treatment of CS-866-hydrochlorothiazide (Test, treatment C) to the
clinical supply of CS-866 (olmesartan medoxomil) tablets +
hydrochlorothiazide capsules (Reference, treatment A) and the clinical
supply of CS-866 + hydrochlorothiazide tablets (Reference, treatment
B).

11. Clinical trial design

A randomized, open-label, 3-way crossover comparison of single oral
doses of CS-866 (40 mg) in combination with HCT (12.5 mg)
administered to healthy male and female volunteers.

12. Main inclusion criteria

Volunteers for this study were healthy male and non-pregnant female
subjects between 19-45 years (inclusive) who were practicing an
acceptable form of birth control (females only), were within
acceptable body weight and height ranges, had not used tobacco
products in the last 12 months, had a negative urine drug/alcohol
screen and signed an informed consent.

13. Investigational medicinal
product, mode of administration
and strength

Treatment C: 40/12.5 mg CS-866/HCT market-image combination
tablet, single dose, p.o.

14. Reference product, dose,
mode of administration and
strength

Treatment A: 40 mg CS-866 investigational tablet + 12.5 mg HCT
capsules, single dose, p.o.

Treatment B: CS-866 Investigational tablet + 12.5 mg HCT tablet,
single dose, p.o.

15. Concomitant therapy

None

16. Criteria for evaluation
efficacy

AUCq.1nf, AUC0_|qc, Chaxs Tmaxs Ket, t12 of RNH-6270 (the active
metabolite of CS-866).
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17. Criteria for evaluation safety

Physical examination findings, vital sig
easurement, clinical adverse events and serum
chemistry test results.

18. Statistical methods

[.n-transformed AUCq.1q¢, AUCjpf and Cipex Were

analyzed by ANOVA. The treatment differences and
their corresponding 90%Cls were obtained from the
analyses and were exponentiated to obtain treatment
bioequivalence ratios and their corresponding 90%
Cls.
19. Demographic indices of studied AL sussects
population (sex, age, race, etc.) b pre .
QENSER N (%)
BALE 27 (Sd%y
FENAL " 5 {aeny
RACE N (%)
CALCA EXAR 32 Lot
HLack 2 (™
AGTeM 2 (5%}
HISPARIGC 3 )
OTHER~ 2 &%}
PRAMS BIZE N (%)
SWALL 10w}
WEDEUM aa LE4L ]
LARGE 3 (15%]
AGE {yry
NEAR (809 20.4 (7.80)
nANAE 12.0 - 44.0
HELGHT (4in)
wAN (aD) BE.1 {4.17]
RAKG E .0 - .4
WEICHTY (1bs
WEAN (BD) 184.1 (2B.BY)
RAKGE 116.0 -318.0
Pl = .
20. Efficacy results Ty i s L,
Farameter (n=d0)’ (n=40)' (awd0)'
Mean (50} Mean (SD) Mean (5t3)
Geomean (%LCV) Geomeas (%CV) {icomenn (%4CY)
Median Medisn .
AUCpuqe G632.70 (1704.33) 660134 (2056.43) 636225 (1524.58)
(rg.Wml.} 6408.51 (28.04) 6312.44(30.75) &188.20(24.21)
= 6628.99 6311.93 5137.50
AUC,., 475862 (1698.51) 674266 (2090.74) 6569.04 (1587.33)
(ngWmL) 6539.03 (27.22) 6443.71 (30.99) §384.67 (24.62)
s 4,36 660946 6342.00
1043.08 (259.24) 1050,03 {331 47} 107066 (269.76)
(og/mL) 1010.07 (26.39) 100603 (29.6N 1938.95 (25.12)
989.36 97720 1
Con/AUC.. (1) 0.16 (0.03) 0.16 (0.01) 0.17(0.03)
Taays (hi9) 2.00° 2,00 1.50%
) 1931 (1597 1903 (13.39) 2144 (21.02)
1344 13.87 14,30
Patameter Treatrient C vs. Treatoient A | Treatment C vi. Treatment B
i ! | Ratia Fuint Estimate (9% CF)
Mo Lol AL S URE
AUCy., 0.98(091,1.05) OO0 |
e Cas | Lo3(ess, 11 1,03 (4.9, 1.11)
CanfAUC,a 105 (100, 117} 1.04(0.9%, 1.10) 'j
e ML ey T
(m=til)} (n=dt)! (o=d0)
Mean (SD) Mesn (SD) Mean (SD)
Geomesn (%CV) Cieamesn (%CV) Ceomesn (%CV)
AUCq, 49341 (160.13) 48925 (121.77) ATL11 (10848)
(ngvml) 483.51 (20.74) 47507 (24.36) 460.60 (22.71)
481.93 47122 A56.24
AlLC, . 54188 (95.%4) 541.54 (120.95) 52179 (104.98)
(ngIvml) 53354 (18.11) 53008 (21.92) 31202 (19.74)
5319 52444 $08.59
[ 80.39 {21.71) 7998 (29.71) 78.18Q2.12)
{ng/ml) TI4T{21.64) 74.76 (31.09) T5.24 (28.63)
.29 7146 76.01
[ Cu/AUC,_ (1M} 0.15 0,14 (0.03) 015 (003)
[ Teeibrs) 1757 1754 1507
Typlhrs) 063 (1.43) 10.18{1.72) 10.01 (1.96)
9.60 1007 b.98
Parameter 't‘rmc'ﬂmhuml 'nuhnlt:vs.’n'msl
Ratlo Poiot Estioste (90% CI' | Ratio 0%
 AUC, 095 (090, 130) 057{052, 103)
alc,., 096 092,1.00) 096(052, 1.01)
o 037 (090, 104) 18T (093, L38)
"l 191035, 147} 194 (099, 110)
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21. Safety results

A total of 16 TEAEs were experienced by 11
(27.5%) subjects who received 40 mg CS-866 +
12.5 mg HCT capsules (treatment A), 15 TEAEs
were experienced by 10 (23.8%) subjects who
received 40 mg CS-866 + 12.5 HCT tablets
(treatment B), and 11 TEAESs were experienced by 8
(20.6%) subjects who received 40/12.5 market-
image combination tablet (treatment C). No TEAE
was judged to be severe in severity. The most
common TEAEs were dizziness and headache. Only
one subject was withdrawn from the study due to an
adverse event (tachycardia), and no serious adverse
event occurred.

22. Conclusion (summary)

The total exposure and peak exposure of RNII-6270
were bioequivalent between the 40/12.5 mg CS-
866/HCT market image tablet (treatment C), the 40
mg CS-866 + 12.5 mg HCT capsule US clinical
supplies (treatment A) and the 40 mg CS-866 + 12.5
mg HCT tablet European clinical supply (treatment
B).

The total exposure and peak exposure to HCT were
bioequivalent between the 40/12.5 mg CS-866/HCT
market image tablet (treatment C), the 40 mg CS-
866 + 12.5 mg HCT capsule US clinical supplies
(treatment A) and the 40 mg CS-866 + 12.5 mg
HCT tablet Eurppean glinical supply (treatment B).

Applicant (registration certificate
holder)

C*{é&c’%@%/n/
(signaturg} 4
Dr, Kaf Schumacher
(full name)
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Clinical study report 13

1. Name of medicinal product
(registration certificate No, if
available )

ATTENTO ® PLUS 40/10/25 mg

41

2. Applicant

Menarini International Operations Luxembourg S.A., Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing “in
bulk”, packaging, batch control and release)

Berlin-Chemie AG, Germany (Packaging, batch control and
release)

Menarini - Von Heyden GmbH, Germany (Batch control and
release)

4. Studies conducted:

yes

1) type of medicinal product,
which has been or will be
registered

Medicinal product with fixed combination

5. Title of clinical trial, code
number of clinical trial

CS8635-A-U102

A randomized, open-label, single-dose crossover study to determine
the bioavailability of olmesartan, amlodipine and
hydrochlorothiazide when administered as CS-8663 plus
Hydrochlorothiazide together versus separately in healthy subjects

6. Phase of clinical trial

Phase |

7. Period of clinical trial

21 June 2007 to 09 Aug 2007

8. Countries, where clinical USA
trial has been conducted
9. Number of trial subjects planned: 36

actual:29 (completed)

10. Objective and secondary
endpoints of clinical trial

Primary: to determine the bioavailability of olmesartan, amlodipine
and hydrochlorothiazide when administered together as CS-8663
(olmesartan plus amlodipine besylate) and hydrochlorothiazide, and
when administered alone

Secondary: to evaluate the safety and tolerability when CS-8663 is
co-administered with hydrochlorothiazide

11. Clinical trial design

Open label, randomized, single-dose, 3-way crossover study

12. Main inclusion criteria

Subjects enrolled were healthy adult men and women, aged 19-45
years (inclusive) who satisfied all inclusion/exclusion criteria

13. Investigational medicinal
product, mode of
administration and strength

CS-8663 (olmesartan medoxomil and amlodipine besylate) 40
mg/10 mg oral tablet

14. Reference product, dose,
mode of administration and
strength

Hydrochlorothiazide 25 mg oral tablet

15. Concomitant therapy

None

16. Criteria for evaluation

AUCy., AUC, g.nf, AUC%extr, Ciaxs Tmaxs Lambda Z, t;» and CL/F

efficacy
17. Criteria for evaluation Number and severity of TEAES, physical examination, vital signs,
safety 12-lead ECGs and laboratory measurements

18. Statistical methods

An analysis of variance (ANOVA) was performed on In-
transformed AUC., AUCqqnr and Cpay. The ANOVA model
included sequence, treatment and period as fixed effects Y




19. Demographic indices of i Overal
. . {n=36)
studied population (sex, age, [ —— i o
(N%) Fernal G{16.75)
race, etc.) Tibnichy e s e
(N%) ; 28 (T7.8%)
Yiice 1(28%)
(N%) 27 (75.0%)
R (22.29]
Age Mesn £ SO 3114778
om) Medinn (Min — Max) 18519 45)
sfeight {icn 4 S0y 173.3 : k47
{om) Median (Min — Max) 1735 (156 - 188)
Weight .. Mean +3D L TRA 12578
(k) Madian (Min -~ Max) 765 (54.0 - 164.8)
BMI Momn 2 8D 26.03 + 3.628
Ckgim’) Median (Min - Max) 2622 (19.0 - 31.8)
0. cacy res G Treatment A Treatment B
Efﬁ Cy UltS imesartan N=33* N=33
AUC,, (ngvml)
Arithmetic Mean $SD 69769 & 170989 6776.1 + 1501 53
Geametrie Mean (CV¥%) 67508 (26.8%) 66173 (22.5%)
ALC, ., (ogh/ml)
Arithmetic Mean 8D T34 £ 174865 6R79.1 = 13063
Geamotric Mean (CV%) 68051 (26.3%) 6721.5(223%)
Coun (og/ml)
Mean 10701 + 304.01 10351 + 306,40
Geometric Mean (CY) 10286 (20.6%) 10136 (29.6%)
T (b)
Median {Mia, Max 1.9830 (0.983, 3.98) 2.000(1.00, 4.00}
L ()
Arithmetiec Mean 8D 15.835 +6,1931 15.560 + 6.1679
CLF (L)
A001 + 1.6977 £.003 = 1.3700
Geometric LSMEANS
Ratle of
TrestmentA | TreatmentB | LSMEANS (%) 90% C.L far Ratlo
PK Parameter (Test) {Refevence) {Am) (%)
AUCy 6912 6537 105.74 (99.15, 112.77)
AUCs, 763 6395 105.76 (99.01, F1297)
o 1020 9758 104.56 (9684, 112.90)
Tresimeoat A Treatment B
Amislipies N=33 N=3
AUGs., (sg.h/mL)
Asithmctic Mean 480 3504+ 127.09 36472 11024
Geometrk Mean (CV54 18,0 (37.0%) 347.2 (32.9%)
AUC, , {rg.WmE)
Arithmetic Mian 5D 4100 = 170.39 4160 1930
| _Geometric Mean (CV5) 3TAT (2.0%) 392.1 37.2%)
C... (agmL}
Arithmtic Mem 2SD 7.301 £2.0067 TIRY + 24615
G ic Meaa (CV3) 7027 (29.19%) 7.426 (31.9%)
Toss ()
Median (Min, Max) 7.017 (598, 16.0y 7.943 (5.98, 120)
¢ (b)
Arithmctic Mean S0 4436+ 10.765 46361 11213
CL/F (L)
Arithmetle Mcan 15D IRS1+11.213 2733 1 10559
Geometric LSMEANS
Ratlo of
Treatment A | TreatmentB | LSMEANS (%) 50% C.1. for Ratle
PK Parameter (Test) (Reference) (A/R) (%)
AUC, o 183.3 3864 99.18 {95.50, 103.00)
AUC,, 3437 3414 100.68 {97.37, 104.11)
e 7269 7.359 98.25 (93.62, 103.11) |
Hydracklorathlazide Treatment A Treatment C
N=32 N=13
AUC,, (rg.t/mL)
Avithitic Mean £SD 1054.7 + 202.52 11278 £ 25141
Geometric Mean (CV) 1036.4 (19.1%) 1102.0(21.9%)
AUCq 1 (g W/mL)
Arithmctic Mcan +5D 1081.4 = 202.63 1153.5.+249.21
Meau (CV) 1063.5 (18.7%) 1128.7 (21.3%)
Cunn (ng/mlL)
Arithmetic Mean 48D ISR46 + 50.355 162,92 + 45,449
Geomelric Mean (CV36) 150.38 (34.9%) 156,92 (28.3%)
To.. ()
|_Madian (Min, Max) 1.742 (1.00, h97) 1.9830(0.983, 403)
h)
"i&mmm 11151 & 1.6693 J0.E39 + 14502
CL/F (L)
Arithmetic Mo +5D 23.90 2 4426 2262 +4.718
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Geometric LSMEANS
Ratis al
Trestment A | TreatmentC | LSMEANS (%) 50% C.L for Ratio
PK Parameter (Teit) (Reference) {AIC) (%)
AUCquq 1083 1131 05.74 (92.79, 98.79)
AUCy 1056 104 95.64 92.64, 98.74)
Can 152.7 158.7 96.24 (8885, 104.24)

21. Safety results

No serious TEAESs or deaths occurred during the study.
Overall, 20 subjects reported 60 TEAEs. No TEAE was
considered definitely or probably drug-related. Differences
were noted between Treatments A, B and C with respect to
the overall number of subjects with at least 1 TEAE, with a
slight increase apparent in Treatment B (olmesartan and
amlodipine combination therapy): Within each treatment, 8
(24.2%) subjects in Treatment A and 10 (31.3%) subjects in
Treatment B experienced TEAEs that were considered
related to the study drugs. Only 3 (8.8%) subjects in
Treatment C experienced TEAE: related to the study drug.

22, Conclusion (summary)

The pharmacokinetics (PK) of olmesartan administered as
the fixed dose combination (CS-8663) are not affected by
co-administration of hydrochlorothiazide. The PK of
amlodipine administered as the fixed dose combination
(CS-8663) are not affected by the co-administration of
hydrochlorothiazide. The PK of hydrochlorothiazide are not
affected by the co-administration of the fixed dose
combination of olmesartan medoxomil and amlodipine
besylate (CS-8663).

The concomitant oral administration of amlodipine besylate
10 mg, olmesartan medoxomil 40 mg and
hydrochlorothiazide 25 mg was safe and well tolerated in

Applicant (registration
certificate holder)

S b 5 = = ¥

this group of healthy male and female subjects.

-~

4'/,'{:;(.( : ém@wﬂ
(signature V4
j_Dr. Kai Schumacher
(full name)

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }
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