Annex 29

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 I'V)

Preclinical study report

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

ATTENTO® PLUS 20/5 /12,5

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

Not required for products where there is
sufficiently documented human experience of their
individual and combined use and without
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) |As abovep - g CTABHUK
3AABHUK A 4
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7) Other Pharmacokinetic Studies

[As above

4. Toxicology:

1) Single-Dose Toxicity

Not 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 AN07-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).

No 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




in ion content were recorded in
OM/HCTZ/AML-treated groups, but similar
changes were also recorded in OM/HCTZ and
AML groups. Treatment with OM/HCTZ/AML
altered hematological parameters such as decrease
in red blood cell count, hemoglobin,
hematocrit and reticulocyte ratio, mean
corpuscular volume, mean corpuscular
hemoglobin and mean corpuscular hemoglobin
concentration; similar changes were also
recorded in the OM/HCTZ-treated group.
Treatment with OM/HCTZ/AML also induced
clinical chemistry changes such as an increase in
blood urea nitrogen, creatinine and potassium and
a decrease in calcium. This latter change was also
observed in the AML-treated group, whereas the
increase in blood urea nitrogen, creatinine and
potassium were recorded in the OM/HCTZ-treated
group. Therefore, these and other clinical
chemistry changes (increase in alkaline
phosphatase activity, decrease in total proteins and
globulin) observed in OM/HCTZ/AML-treated
groups were attributable to either OM/HCTZ or
AML. There were also several changes in relative
(body weight-adjusted) organ weights following
treatment with OM/HCTZ/AML but most of these
changes were also recorded in either OM/HCTZ-
or AML-treated groups and without
histopathological correlate. An exception was
the kidney, where thickening of the arterial
wall of the afferent arterioles/interlobular
arteries and regeneration of the renal tubules
was evident in OM/HCTZ/AML- and
OM/HCTZ-treated groups. Other histopathological
findings occurring following OM/HCTZ/AML
treatment, as well as after OM/HCTZ or AML
treatments, as were observed in the adrenals and in
the female reproductive tract, whereas mammary
gland, intestinal and spleen findings could be
attributed to AML or to OM, as per historical
studies on this mono-component. Overall no new
emerging toxicities were induced by the triple
combination as compared with known
toxicities attributed to individual agents.

In toxicokinetics evaluation, the exposure to
RNH-6270 (olmesartan) and HCTZ increased
by co-administration with AML. The cause of
increased exposure was considered to be
associated with enhanced absorption of OM
and HCT due to delayed OM/HCT evacuation
via the relaxation of the intestinal smooth
muscle, a consequence of exaggerated
pharmacological effects of AML. However the
recorded systemic exposures were
approximately 10-times higher, or more, than
the expected exposure at the highest
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recommended clinical dose, therefore the
recorded toxicities are not expected to be
clinically relevant.

3) Genotoxicity:
in vitro

For fixed combinations of non-genotoxic
substances, genotoxicity studies with the
combination are not needed. according to the
Guideline on the non-clinical development of
fixed combinations of medicinal products,
EMEA/CHMP/SWP/258498/2005, 24-Jan-2008

in vivo (including supportive toxicokinetics
evaluation)

As above

4) Carcinogenicity:

For fixed combinations of compounds assessed as
non-carcinogenic, carcinogenicity studies with the
combination are not needed, according to the
Guideline on the non-clinical development of
fixed combinations of medicinal products,
EMEA/CHMP/SWP/258498/2005, 24-Jan-2008

Long-term studies

IAs above

Short- or medium-term studies

As above

IAdditional studies

As above

5) Reproductive and Developmental
Toxicity:

Fertility and early embryonic development

When the single components have been adequately
tested, and the reproductive/developmental
toxicity profiles of these compounds are
sufficiently characterised, additional studies with
the combination are not needed, according to the
Guideline on the non-clinical development of
fixed combinations of medicinal products,
EMEA/CHMP/SWP/258498/2005, 24-Jan-2008

Embryotoxicity

As above

Prenatal and postnatal toxicity

As above

Studies in which the offspring (juvenile
animals) are dosed
and/or further evaluated

As above. Furthermore, the product is
indicated in adults only.

6) Local Tolerance

For a medicinal product to be administered
orally and containing known excipients local
tolerance studies are not required, according to
the Guideline on non-clinical local tolerance
testing of medicinal products,
EMA/CHMP/SWP/2145/2000 Rev. 1, Corr.
1* 22-Oct-2015

7) Additional Toxicity Studies:

As stated in EU CTD guideline (please refer to
page 82, or 11 of Module 2), other toxicity
studies are studies to clarify special problems,
thus their presence is not mandatory. The
repeat dose toxicity studies have not indicated
the need to perform additional toxicity
studies.

IAntigenicity (production of antibodies) As above

Immunotoxicity As above

Mechanistic studies As above

Dependence As above
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Metabolites toxicity s above
Impurities toxicity As above
Other As above

5. Preclinical study conclusions

The results of the preclinical studies
demonstrated that the combined administration
of OM, AML and HCTZ neither augmented
any existing toxicities of the individual agents
nor induced any new toxicities and there were
no toxicologically synergistic effects observed
in the study. In addition, the rationale for no or
limited new toxicity from the combination of
OM, AML and HCTZ, which was based on
the safety profile of the individual compounds
or the dual combinations supports the fact that
toxicologically synergistic effects relevant to
humans are not expected with the co-

administration of OM, AML and HCTZ.

Applicant (registration
certificate holder)

{JA“”'}){W/
(signature) A
Alessandro Lecci 04-May-2022
(full name)

{Procedure amended by new annex 29 according to MoH Ukraine Order No 1528 of 27.06.2019 }




Honartok 29

1o IMopajaky npoBeleHHsl eKCIEPTH3H
peecTpauiiHuX MaTepianie Ha JiKapcbki
3ac00H, 1110 MOJAIOTHCA HA ACPIKABHY
peecTpallito (nepepeecTpaiito), a TAKox
CKCIIEPTHU3K MaTepiajiB Mpo BHECEHHS
3MiH JI0 peecTpaLiifHiX MaTepianis
MpOTAroM Aii peectpauiiinoro
MOCBITUEHHSA

(nyHKT 4 pozniny 1V)

3BIT

Npo JOKJIHIYHI JoCTiIKeHH

1. Hasea nikapcbkoro 3acofy (3a
HasABHOCTI - HOMEP peecTpaliiHOro
MOCBIYEHH):

ATTEHTO® TUTIOC 20/5/12.5

1) Tun nikapcskoro 3acofy, 3a
SAKUM MpoBoamiIacs abo
IJIAHYETECS peecTparlis

Jlikapcbkuii 3aci6 3 dikcoBano komGiHamico

2) npoBeaeHi A0CTiHKEHHS

TakK

2. ®apmakooris:

1) MeprunHa papMakoauHamika

He Bumaraetbcs nns  nikapchkuxX 3acobiB 3 JAOCTaTHIM
TOCBIIOM TEpaneBTHYHOTO 3aCTOCYBAHHS iHAMBINYabHO TA B
koMOiHalisax, BignosigHo g0 HacraHoBu 3  jgoksiHIYHOL
po3poOKkM KOMOIHOBaHMX HiKapchKHX 3acobiB 3 (ikcoBaHOO
komOiHauieto, EMEA/CHMP/SWP/258498/2005, Bix 24 ciuus
2008.

2) Bropunna (apmakoauHamika

Sk 3a3HayYeHO BUILE.

3) @apmakoioris 6e3nexn

SIK 3a3HaueHO BHILE.

4) ®apMakoaMHaMiuHi B3aeMoii

Sk 3a3Ha4YeHO BUIIE.

3. ®apMaKOKiHETHKA:

1) AHaniTHYHI METOIUKH TA 3BiTH
LI0JI0 TX Bautijawii

Banigauis ouinku Kinekicoro smicty RNH-6270 (kog B
JOCIIUKEHHAX ~ ONMEcapTaHy,  aKTHBHOTO  MeTaboiTy
oJIMecapTaHy MEIOKCOMIITY), aMJIO I HY Ta
rigpoxjopoTtiazugy B TnmasMi  KpoBi  uIypiB  MeToom
PX/MC/MC 3 typbo ioHHHM posrmneHHsM. Mertoiuka Gyiia
BajlifloBaHa B KanibposaHomy aiamaszoni 10—10 000 ur/mn s
RNH-6270 Ta rigpoxnoporiasuay i 1-1000 wr/ma s
aMIIO/IMIIIHY, OTPMMaHi NPHAHATHI MOKA3HMKK BHYTPIiIlIHBO- Ta
MiX J1ab0paTOPHOI MPeLM3iHOCTI Ta TOUHOCTI.

2) BemokTyBaHHS

He Bumaraerbcst anms mpenapatiB 3 J0CTaTHIM [JOCBifiOM
TEpPaneBTHYHOTO  3aCTOCYBAHHA  {HAMBiIyalkHO Ta B
KoMmOiHaligx, BigmosimHo no HactaHoBM 3 moKIiHIYHOL
po3pobku KOMOIHOBAHUX JiKApChKHX 3ac00iB 3 (DiKCOBAHOO
kom6inauieto, EMEA/CHMP/SWP/258498/2005, Bin 24 ciuns
2008.

3) Poznmogin

K 3a3HaYeHO BULLE.

4) Metabomizm

Sk 3a3HauYeHO BULLE.

5) BuBenenus

Sk 3a3HAYEHO BULLE.

6) ®apMakoKiHeTHYHI B3aeMOJi
(noxutiHiYHI)

SIK 3a3HAYEHO BULLE.




7) Inwi papmakokineTHuHi
JLOCITIJDKEHHS

Sk 3a3HaueHO BUIIIE.

4. Toxcukonoris:

1) TokcuunicTs y pasi
0/IHOPA30BOT0O BBECHHS

He Bumaraersest, arinso i3 3anurannsmu ta Bigmosigamu 1o
CKacyBaHHSI HeOOXimHOCTi aoTpuMyBatuck Bumor «IIpumitkn
IO HACTAHOBH LUOAO JOCHI/DKEHb TOKCHUHOILO BIUTHBY TIPH
0JTHOPa30BOMY 3aCTOCYBaHHI»,
EMA/CHMP/SWP/81714/2010, Bin 24 ueprus 2010

2) ToxkcruHicTh y pa3i MOBTOPHUX
BBE/ICHb

- Hocnimkenns ANO07-C0154-R01 (C-B394) mns ouinku
TOKCUKOKIHETHKH (JocnimkeHHs: ANO07-C0169-R01
(080137)): 28-nenne Oaratopazore BBEEHHS
(OM/T'XT3/AMII 0/0/0 (koutpoas), 100/62,5/0, 100/62.,5/10,
100/62,5/20, 50/31,25/20 ta 0/0/20, yepe3 30HA, camusM Ta
CaMMLISIM IypiB.

l'onoBHoto  3ajauero  mporo  mocmimkenus Gye  BuGip
a[IeKBaTHHX J103 /IS 3aCTOCYBAHHS B FOJIOBHOMY 3-MiCSYHOMY
JOC/IUKEHHI pe3yNbTaTiB  6araTopasoBoro BBENCHHS (nus.
HIDKYE).

3aruGens TeapuH Oyna BimcyTHa B ycix rpynax. Temmu
30i/IbIIEHHS] MacH Tijla Ta CMOXKUBAHHA KOPMY 3HH3HINCH B
ycix rpynax BeeenHs OM/TXT3/AMIJL, a Takox B rpymi
BBeleHHs o300 100/62,5/0 (OM/T'XT3), xoua B wii rpymi
edexr Oy meHmmuM. Takox i GiblicTh pe3ynbTaTiB aHami3iB
ceui, KaiHiyHOro Tta GioxiMiyHOro aHajisy KpoBi, a Takox
pe3ynbTaTH  TiCTONATONOTNIYHMX — JOCHIKEHB B rpynax
BBeAeHHs OM/I'XT3/AMII Gynun noniGHUMK 10 Takux B rpymi
BBejienHs OM/T'XT3 i B okpeMuX BUManKax B rpymi BBEACHHS
AMUI (0/0/20).

Hesxi 3minm, sk npeacTaBaserbes, Oymu Ginbll iICTOTHUMH B
rpymax BeefeHHs OM/I'’XT3 B nopiBHsuHi i3 rpymoro
OM/TXT3, ane ui 3Miuu, mepeBaxkHo, Oy/iu TMOBR’s3aHi 3i
CTYNEHEM 3HIKEHHs TEMITB IPUPOCTY MacH Tija. Pesynsratn
TOKCMKOKIHETHYHOTO aHaJli3y CBiI4aTh MO Te, WO MOKA3HUKH
ekcrio3ulii RNH-6270 ta XT3 3pocranu mpu ogHo4acHOMY
BBe/ieHHI 3 AM, sk Hacainok 36inbueHHs GapMaKkoaorivHOTo
enBy AMJL (Ginbiia aGeopbuis OM Ta I'XT3 BHachizok
YIOBIIbHEHHS IIUTYHKOBO-KHUIIKOBOTO TPAH3MTY), IO TOSCHIOE
Oinmpliie 3HMIKEHHS TEMIIB TPUPOCTY MACH Tijla TBAPHH, SIKMM
BBOAMIIM OM/T'XT3/AMIL.

Taky 36inbeny adcopbuito OM ta I'XT3, Bukaukany AMJI,
B KJTiHIYHMX YMOBAX He CIIOCTEpirasu.

- Jocnimkenns  AN08-C0045-R01 (B-6493) must owuinku
TOKCHKOKIHETHKH (HocnimxeHns: ANO08-C0093-R01
(080761)): 3-MicsuHe Oaratopazose BBEZICHHS
(OM/TXT3/AMII 0/0/0 (xoutpons), 100/62,5/0, 100/62,5/10,
100/62,5/20, 30/18,75/20 ta 0/0/20, 4epes 30Hz, camusAM Ta
CaMHLISAM 1LypiB.

Cwmepri TBapHH B Nepios BBeJeHHs OyiId BiACYTHI, aHOMaJbHI
KITiHIYHi 03HAKK 4y 0TabMONIOTIYHI OPYILEHHS BUSIBIEH] He
Oynu B rpynax BBejeHHs ycima no3zaMu. Temnu 36inpiueHus
MacH  Tila 3HM3MIHCH B  yCiX TIpymax  BBEJEHHS
OM/T'XT3/AMJI, B nopiBHAHHI 3 NOKA3HMKaMH B TIpymi
BeeaenHs OM/I'XT3 (mozorw 100/62,5/0) Ta AMJI (0/0/20).

pescte S QEPEKIIA
1 BnBu'-’H
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Pesynerati amanisy ceui ceimuate npo 36inbmenns 00’emy
cedi Ta CIOXKHBAHHS BOJH, 361IbIIECHHS OCMOTHYHOIO THCKY,
3HaueHHs pH rta sminy BMicTy ioHIB y TBapuH 3 rpyn BBeneHHS
OM/T'XT3/AMJI, taxi came 3minu Gymu 3apPEECTPOBaHi i y
TBapuH 3 rpyn BeefeHHs OM/T'XT3 Ta AMIL V Tapun, sxum
BBOZMIM OM/T'XT3/AMIT aminroBamick Takox i napamerpu
KIiHIYHOrO aHajsizy KpoBi, a came, 3HIKYBaBCSH BMICT
EPUTPOLMTIB, remMOTI00iHy, IeMaTOKPMTHE YMCIO, iHAEKC
MPOAYKUii peTMKy/IOuMTiB, cepeaHili 06’em epuTpouMTiE,
CepeiHiii BMiCT remornoGiHy B OmHOMY €PUTPOLIUTI Ta
CEpeJIHs KIIITHHHA KOHLEHTpaLlisi reMoryio6iny; moxibui 3sMinu
Oynu BusiBIeHi Takok i y TBapuH 3 TPYyNH  BBEJCHHS
OM/TXT3.

Beenenns OM/I'XT3/AMJI  BHKIHKAno Takox 1 3MiHH
pe3yabratie GioXiMiYHOTO aHanizy Kposi, a came, 36i/1bIICHHS
KOHLCHTPAL{ a30Ty CEHYOBHHM B KPOBi, KpeaTHHiHY Ta Kaiio i
3HWJKCHHs BMICTY Kaiblito. OctaHHs 3MiHa Gyma BusBneHa
TakOXK 1 y TBapuH 3 rpynu BBeaeHHs AMJL Tomi sK
30iIbIIEHHS  KOHLEHTpauii a30Ty CEYOBMHM B KpOBI,
KpeaTHHIHy Ta KaJlilo crocrepirand i B rpymi BBeaeHHS
OM/TXT3. Orke, i Ta iHmi 3MiHE GiOXIMIYHMX TIOKA3HHUKIB
(3pocTanHs akTHBHOCTI JIyxKHOT hochaTasu, 3HMWKEHHS BMICTY
3araibHOro OiiKy Ta r1oGyniHy), crocTepexkeHe B Ipymax
BBeieHHs OM/I'XT3/AMII, Gyno sukiukane a6o OM/TXT3,
a60 AMJL. Takosx Oynu BusiBIeHi i inmi 3minm, Hanpukian,
BiIHOCHOT Macu opraHiB (CTaHZapTH30BaHMX 3a MACOIO Tina) B
rpynax BeeaeHHs OM/I'XT3/AMIJI, npore Gimpmiicts 3 1ux
3MiH Oylla 3apeecTpOBaHa TAaKok i B TIPYyNax BBEJEHHS
OM/T'’XT3 uu AMJI, BTiM BiANOBIAHI ricTONaTOIOTIYHI 3MiHK
Oynu  BincytHi. BuHaTkOM OymM  HHPKM, CTOBIIEHHS
apTepiaiibHAX  CTIHOK a(epeHTHUX —apTepioN/MiKIONBHUX
apTepiii Ta pereHepalliss HUPKOBHX KaHAJBUIB GY/TH BHABICH] B
rpyni BeeienHs OM/I'’XT3/AMJI ta OM/TXT3. [uwi 3minu 3a
pe3yibTaTaMH  [iCTONATOJOTYHOrO — aHamisy B TIpymax
BeefieHHs OM/T'XT3/AMIL, a rtakox OM/TXT3 uun AMJI,
CTOCYBAJIMCh HATHUPKOBHX 327103 Ta PEMPOLYKTUBHOTO TPAKTY
CaMHllb, TOJAI AK 3MIiHM MOJIOYHMX 3aJI03, KHIIEYHHKA Ta
cenesinku morm Gytu Bukaukani AMJT uu OM, mpo o
CBiYaTh NaHi JOCIIMKEHb LMX PEUYOBHH MpH i30/1bOBaHOMY
BBelICHHI. B Linomy, HOBI BapiaHTH TOKCHYHOIO BIUIMRY, TIPH
BBEJCHHI MOTpikHOI KoMGiHauii, B mOpiBHAHHI 3 Bigomum
TOKCHYHHMM BIUTMBOM IHJMBiyaJqbHUX KOMIOHEHTIB, BUSIBJIEH]
He Oynu.

TokcHKOKiHETHYHA OLIIHKA CBiTYHMTH npo te, mo eruive RNH-
6270 (ommecaprany) ta XT3 3poctae npu OJTHOYaCHOMY
BBEJICHH] pazom 3 AMJL TIpuuuHa 3pocTaHHs eKCro3uLii, sk
BBAYKalOTh, MOB’A3aHA 31 30ibIIeHHIM abcopbriiit OM ta I'XT
BHACJIIIOK yNOBiNbHeHHs BuBeneHHs OM/I'XT, 3YMOBJICHE
penakcani€ro riagKux M°s3iB KMIIEYHHKA, 4yepe3 MiACHIIEHHS
dapmaxonoriunux epekrie AMJL. Opmak, crocTepexeni
TIOKA3HUKH CHCTEMHOT eKkcrosuuii 6ynu npubnusno & 10 pasis
BUIIMMH, 1 HaBiTh Oinblue, HDK OuikyBaHi TmOKAa3HUKM
€KCIIO3MUiT TpU BBEJEHHI HAHBHILOK PEKOMEHI0BAHOK)
KJIHIHOIO 103010, OTIKE, HE OMiKYEThCS, 10 TAKMIl TOKCHUHMIA
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BIUTMB MAaTUM€ KJIIHIYHY 3HAYYIICT.

3) 'eHOTOKCHYHICTE:
in vitro

Mt nikapepkux 3acoGiB 3 (ikcoBaHoO KomGiHamiero He
TCHOTOKCMYHMX ~ PEYOBMH  HEOOXI[AHICTH  TPOBEJICHHS
AOCHIKEHh T€HOTOKCHYHOCTI iXHBOT KOMOiHaLii BiICYTHS,
3rifHO 3 BumoramMum HacraHoBm 3 pokmiHiuHOI po3poGKM
KOMOIHOBaHMX  ;iKapchkux  3acobiB 3 dikcoparoio
kombinauiecro, EMEA/CHMP/SWP/258498/2005, Bix 24 ciuus
2008.

in vivo (BKJIIOYAIOYH 10JaTKOBY
OLIHKY 3 TOKCHKOKiHETHKH)

SIK 3a3Ha4YeHO BHILE.

4) Kanueporeunicrs:

Jng  nikapcekmx 3acobis 3 ikcoBaHoro  komGiHaLierO
PEYOBHH, KIaCU(PikOBAHMX, K HE KAHLEPOreHHI, HeOOXiAHICTE
MPOBEACHHST JOC/I/HKEHb KAHIEPOTEHHOTO BILUIMBY TXHBOT
KoMOiHawii BiACYTHs, 3rigHo 3 BuMoramu Hacramosu 3
JOKMHIYHOT pO3poOKH KOMOIHOBAHMX JiKAPCHKMX 3acoGiB 3
dixcosanoro kombinauiero, EMEA/CHMP/SWP/258498/2005,
Bix 24 ciuns 2008.

JIOBroCTpOKOBI TOCI IPKEHHS

SK 3a3HaYeHO BHLLE.

KoportkocTpokoBi gocipkeHHs
a00 J0CTiPKeHHSI CepeIHBOT
TPUBAJIOCTI

Ax 3a3nayeHO BUILE.

JlonaTkoBi nocniKeHHA

Sk 3a3HaueHO BHIIE.

5) PenposykTHBHA TOKCHYHICTE Ta
TOKCHYHHMI BIUIMB HA PO3BUTOK
NIOTOMCTBA:

Briue Ha GpepTUnbHicTS i panHii
eMOpioHaIbHUI PO3BUTOK

Axmo  O6ynu  mposeneni aJeKBaTHi  JOCIIiIKEHHS
IHAMBITyalbHUX KOMIIOHEHTIB, i POdijib TOKCMYHOTO BIITHBY
Ha penpojyKTueHi QyHKIIT / PO3BHTOK IUIOLY LMX CMONYK €
AOCTaTHbO XapaKTEPU30BAHMMM, HEOOXITHICTH MpPOBEJEHHS
JOIATKOBHUX JOCIiJUKEeHb TXHBOT KOMOiHALLT BiACyTHS, 3riqHO 2
BUMOTraMH HacTaHOBM 3 JOKIiHIYHOT po3poOKH KOMBIHOBAHUX
mikapchkMX ~ 3acobiB 3 (ikcoBaHOW  KoMOiHaLi€,
EMEA/CHMP/SWP/258498/2005, Bix 24 ciuns 2008.

Em6piotokcuyHicTs

Sk 3a3HaYeHO BULLE.

[IpenaranbHa i nocrHaTtansHa
TOKCHYHICTh

Sk 3a3HayeHo BULE.

HocnigKerns, npy AKKUX npenapar
YBOJIMTBCSI IOTOMCTBY
(HecTaTeBO3PITMM TBAPHHAM)
Ta/a0b0 OIHIOETHCS BinaneHa is

JIK 3a3HaveHo Buie. Ha popartoxk, npemnapar npH3HadeHHi
BUKJIFOYHO JJIS1 IOPOCHX.

6) Micuera nepeHoCHMICTE

[TpoBenenns JIOCTiIKEHb MiCLIEBOT NIEPEHOCUMOCTI
NKApCHKMX MpenapaTiB, NPU3HAYCHHUX I MEepOpPaTbHOTO
3aCTOCYBAaHHSA, SIKi MICTATH BiZOMI JOMOMIKHI PEUYOBMHM, He
BUMAraeThCsi, 3riIHO 3 BMMOramMu HacTaHOBM 3 HOKIJIiHIYHHMX
AOCTI/DKEHD MICLIEBOT IIEPEHOCHMOCTI JIIKAPCHKHX MpenapaTiB,
EMA/CHMP/SWP/2145/2000, Pen. 1, sunpasnena 1*, Big 22
#oBTHS 2015,

7) JlomaTkoBi JOCimKEeHHS
TOKCHYHOCTI;

Ak 3asnaveno B nacranoi EU CTD (mus. crop. 82 um 11
Monyns 2), iHIIWMH TOKCHKOJIOTIYHHMH JOCITIIKEHHIMH €
JOCTIKEHHS 1J1s 3 siCyBaHHsI 0COBIMBUX NPobiieM, OTxke, IXHE
NpoBeJieHHs He € o0oB’a3koBuM. Jlani  jJocCHigKeHb
TOKCHYHOTO BIIMBY TIpM OaratopazoBoMy BBEIEHHI He
cBifuaTh  mpo  notpedy  NpOBENEHHS  JOAATKOBHX

PIACTIBHNK  EpEKIAL

JASRHUKA :
TAMACKIHA A.B  BIPHAN

lwv)
= 2
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TOKCHUKOJIOTIUHUX JOCIiIKEeHb.

AHTHUIeHHICTb (YTBOPEHHS
AHTHTIN)

Sk 3a3HayeHO BHIIE.

IMyHOTOKCHYHICTE

SIK 3a3HaYEHO BHIIE.

JlocnikeHHs MeXaHi3MiB il

SIK 3a3HAYEHO BHIIE.

JlikapchbKa 3aNexHicTh

Sk 3a3HaUYEHO BHIIE.

TokcuuHicTE MeTaboNiTIB

SIK 3a3HaYeHO BHILE.

TOKCHYHICTE TOMIIIOK

AK 3a3HaYeHO BULIE.

IHie

Sk 3a3HaYeHO BHIIE.

5. BUCHOBKH OO AOKTIHIYHOTO
BUBYEHHS

PesyneTatamu JOKITIHIYHUX JIOCJIi PKEHB Hymno
NPOAEMOHCTPOBAHO, 1o npu BReaeHHi OM, AMJI ta I'XT3 He
MiACHTIOETCA BiIOMHI TOKCHYHHMI BIUTMB iHIMBidyanbHUX
KOMIIOHEHTIB | HE BHHHMKA€ HOBMI TOKCHYHHI BIUIHB,
TOKCHKOJIOTIYHI ~ CHHepreTHuHi epeKTH B  [0CTiIKEeHHI
BUsBJICH] Takox He Oymu. Ha momarok, mpuumna BiacyrHoCTi
abo  0OMeXeHOCTi HOBOrO TOKCHYHOTO  BIUIMBY TIPH
KomOiHOBaHOMY 3actocyBanHi OM, AMII ta I'XT3, wmo
IPYHTYETbCA  Ha  npodimax  Oesmeku  IHAMBiZyalbHUX
KOMIOHEHTIB 4d KOMOiHauliii ABOX 3 IMX KOMMOHEHTIB,
MiATBEPIKYE TOH (AKT, MO TOKCHUKOJNOMiYHI CHHEpreTH4Hi
eexTd, BaXIMBI A9 JIOAMHM, TPH  OJHOYACHOMY
3acrocysandi OM, AMJI ta I'XT3, He ouikyrorbes.

3asBHUK (BIAaCHHUK

peecTpaiiHoro (nionuc 6i0 pyxu)

MOCBIAYCHHS) (mixnumc)
Aneccanapo Jleyui 04 TpaBus 2022
(I.1.B)

IIpoyedypa, sminerna ma donosnena 32i0Ho 3 umozamu #oeo2o dodamia 29 Minicmepemesa O0XOPOHU 300p0O8 'S

Yrpainu Ne 1528 6io 27.06.2019.

PELCTABHUK  [IEPEKITAM
?iIAA?"!BAHEMKK AHA s.3  BIPHUW




Annex 30

fto the Procedure for Conducting Expert |

Evaluation of Registration Materials
Pertinent to Medicinal Products

Submitted for the State Registration (Re-
Registration) and for Expert Evaluation |

pf Materials about Introduction of

Changes to Registration Materials durin

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

Clinical study report 1

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

ATTENTO ® PLUS 20/5/12.5 mg

2. Applicant

Menarini International Operations Luxembourg S.A.,
uxembourg

3. Manufacturer

Pb)aiichi Sankyo Europe GmbH, Germany (Manufacturing “in
ulk”, 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 tiil 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
sccondary 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
[ (Benicar HCT®) and Reference Clinical Formulation I1
(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/S 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-RFI 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 44, AUCprand
Cinax 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 (ANOVA) with sequence, treatment,
period as factors. Each ANOVA included calculation of least
square means (L.SM), the difference between treatment LSM,
and the standard error associated with the difference.

19. Demographic indices of]
studied population (sex,

age, race, etc.)

Cahort 1 Cohart 2 Overali
Demographic Trait
. Overall Overall
Gender | Male 27 (15.0%) 26 (72.2%%) 53 (13.6%%)
| N@%)  [Female 9 (25.0%) 10(27.8%) 19 (26.47%)
N | Not HispaniciLadno | 36 (100.0%) 36 (100.0%) 72(100.0%)
Ruce Black 1(2.8%) 0(0.0%) 1{1.4%)
N(%) [ Caucasian 35 (972%) 6 (100.07%) 71 (98.6%)
Age Mean + 80 28.9 + 6.62 28.6 + 7.80 2874+ 7.19
(y) Median (Min—Msx) | 27.0 (19 - 45) 28.5 (18 - 44) 21.5(18 - 45)
Height Mean + SD 1754+ 8.49 1723 & 944 17344+ 9.08
(em) Medion (Min - Max) | 1765 (157 - 194) | 174.0(131 - 191) | {75.0(151 - 194)
Weight | Mean+ SD 76.84 + 11431 74.60 + 12.930 75724 12169
(kg) Median (Min — Max) | 78.20 (56.8 — 108.6) | 76.05 (44.0 - 95.4) | 71.75 (43.0 - 108.5)
B Mean + SD 24.944 + 29188 24,9535 + 28389 249404 2 8588
P 25.048 (18.35 - 25360 (1930 — 25,090 (18.55 —
(kg/m) | Median (Min - Max) 29.89) 20.92) 29.92)




20. Efficacy results

Statistical Comparisons of the PK Parameters of HCT between the High Dose
(CS-8635 MIF and Reference Formulations - Cohort 1
Ratla of Geometrie LSM
. Ceametrie LSM and W CT O)
Treatnent A | TrestmentC | Trestment E AT
Test Roferencel | Reference II AL
AU 10166 96,50
(ngvenL) 1 na $ie (9583, 10673) | (9183, 101.40)
AUC,., 10157 96,58
(ng-h/mL) um il 1219 (9686, 10651) | (9200, 101.37)
e 103.11 10325
(ng/mi.) LR AL o ©94.13,11295 | @401, 11339

[SST— e i

Statistical Comparisans of the PK Parameters of HCT between the Low Dase
C8-8635 MIF and Reference Formulations - Cabort 2

S N Ratlo of Geomerric LSM
Paramseters and $0%% C1 (%)
Trestment B Treatment D | Trestment F RD RF
Test Referance [ Reference 11
AU %753 0037
(nghml) e 5768 80 9353, 101.69) | (9630, 10461)
ALCy 97.89 10075
(ngrh/mi) " i g @411, 10184 | (9689, 10476)
reid 10632 TEES)
(nafl.y L i B9 ©7.33, 116.14) | (10403, (2391

Statistical Comparisons of the PK Parameters of HCT betwean the High Dose
Reference Formulations of 25 mg HCT and 40/25 mg Renicar HCT® - Cohort 1

e |t ] Mt
Test Reference
(;I_th;.b 1133 8] més’:::é.az)
(zﬁ::) 159 1219 0 ;15:?;150)
l“fl:_’j.:’“‘-’ 178.1 1129 m.::ltllim

Lhﬁ:ﬁtd Comparisons of the PK Parameters of HCT between the Law Dose
Reference Formulations 12.5 mg HCT and 20/12.5 mg Benicar HCT® - Cobart 2

Faranesders Tmn::m m’::!m F o ‘:mlér -
Test Reference

g = — w2

— N I B S P

g - - 1551165

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)

mg HCT.

mg HCT:

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

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

IApplicant (registration

certificate holder)

/
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(signature) R 4 7 Z 7
Dr. Kai Schumacher ~ (AU / ot in b 4
(full name) 4
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Clinical study report 2

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

ATTENTO ® PLUS 20/5/12.5 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

866-127

A randomized, open-label, three-way crossover study of different
strengths of CS-866-hydrochlorothiazide combination tablets in
healthy adult volunteers

6. Phase of clinical trial Phase 1

7. Period of clinical trial 07 Sep 2001-24 Sep 2001
8. Countries, where clinical |[USA

trial has been conducted

9. Number of trial subjects  |planned: 18

actual:18 (completed)

10. Objective and secondary
endpoints of clinical trial

Primary: to evaluate the comparative bioequivalence of
hydrochlorothiazide (HCT) and the dose proportionality of CS-866
component following the oral administration of 3 different tablet
formulations of CS-866 in combination with HCT.

11. Clinical trial design

Randomised, open-label, 3-way crossover comparison of single oral
doses of CS-866 in combination with HCT administered to healthy
male and female volunteers.

12. Main inclusion criteria

Healthy subjects between 18 and 45 years (inclusive) who were
practicing and acceptable birth control (female subjects 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 had signed the informed consent form.

13. Investigational medicinal
product, mode of
administration and strength

Formulation A: CS-866/HCT 10/12.5 mg Market Image

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

Formulation B: CS-866/HCT 20/12.5 Market Image

Formulation C: CS-866/HCT 40/12.5 Market Image

15. Concomitant therapy

None

16. Criteria for evaluation

Assessment of the 90% Confidence intervals for the PK parameters

efﬁcacy AUCO-lqc, AUCO_mfand Cmax
17. Criteria for evaluation Physical examination, vital signs, body weight, 12-lead ECGs, AEs,
safety clinical laboratory parameters

18. Statistical methods

Analysis of covariance (ANCOVA) was performed on the natural




log transformed PK values with subject (random effect), period
and dose as factors and In(dose) as covariates.

19. Demographic indices
of studied population

TABLE &.3: DEMOQAAMHIC INFORAWATION

ALL suaJEcTs
(sex, age, race, etc.) ToTAL R
N (%) wm ¢10D%)
GEMOER M [%)
MALE ] {604
PEMAEL L] [5um)
AALE b (%)
CHICAS ) AN ] (2amy
ELACK 8 (33%)
AZTAN i 8%}
HISPANIL 2 (1%}
GTHER a {Gm}
FRALE BIZE N %)
BUALL 3 [ire}
NEDTUM L] [3ow)
LARSE L] [¥re}
AE (YT}
NEAM (SO} 3.8 | G0
HANRSE 20,0 - 43 9
MLLET fan. )
MEAN [S0) &7, | 4.13%)
RANGE 0.0 - T4.0
WEIBHT (1.}
MEAN [8D) 180,48  (84.83}
RANGE 114.0 -218.4Q
20. Efficacy results o
FORSULATION A FORBILATION B FORWIHLATTON C
=18 [N=18) (N=18)
Parsmitar Nean (303 Nean [830) Koz (30
G |0-1g2] (rg.himl} 1841 48 {deh, 44) $4525,98 (95041} 538743 (147140
MG [e-inf) [ng. himl} 181,69 (510,00) 780,38 (106 34 695,01 (1541.39)
CHAX (mp/eL) 3te.42 {78.23) BT, 17 [438,60} 050,83 [£03.5¢)
TRX (hre) 4] 1.60 2.08 2,90
T2 (Mo M08 (20,59 25,20 [24.10) B4 06
TABLE 7.2.0.2t WISEQUTVALENEE ARALVBIY OF AbeLopotutaztos (HA12) PARAMETERS
AAato N R rowe FATO fom &
CHPNITS WAL ML N
|Methj (L2 0] Lol
AATIO SF A ¥ I {008 S.1)(1 FATIO OF B 48 & (900 E.1.)(1) RATEO OF 4 VS & {0 €.1.)11]
KR 0192 {mgiaLyene 101 | 0.98-1,00) LA | 3m-1,11) 105 { 1.8.1.13)
ME B.30f {g/aL)owr bt | B.854.00 LG | 0.97.0.09) 184 { 2.04.1.10)
ey (nginl) 1.08 | 8.88-1.11) 142 | 0.95.1.30) E-Ng 3 _HRT
fazz (Ar) 000 {0.250.29){2) 0,99 {1.25:0.25)[2] 200 1003020 {2)
2 (e 0.82 |6.9.0.02))% EEREXIEN JIH] B4 j-0.57-1, 18912}

21. Safety results

Of the 18 subjects enrolled in the study, 13 reported a total of 38
TEAEs. Headache reported by 9 subjects (50%) was the most
frequently reported AE. Other TEAEs reported by more than one
subject were dizziness, somnolence and rash reported by 2
subjects each.

22. Conclusion
(summary)

The 90% CIs for AUCq.iqc, AUCy iggand Cinay for the
proportionality parameters of CS-866 among the 3 dose strengths
(10 mg, 20 mg and 40 mg) in the market image CS-866/HCT
combination tablet formulations were within the boundary to
establish dose proportionality. In addition, bioequivalence was
observed for the HCT component (12.5 mg) among the 3 tablet
formulations since the 90%C]I of the ratios for AUC.1qc, AUCguing
and Cpmyy between the formulations were contained well within
the standard boundaries (0.8, 1.25) to establish bioequivalence.

Applicant (registration
certificate holder)

1( signature)
_.Dr. Kai Schumacher



(full name)




Clinical study report 3

1. Name of medicinal |[ATTENTO ® PLUS 20/5/12.5 mg S
product (registration

certificate Ne, if

available )

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 ~ |Medicinal product with fixed combination

iproduct, which has
been or will be
registered

5. Title of clinical trial, [866-126
code number of
clinical trial 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 Phase I

trial
7. Period of clinical ({10 Aug 2001 to 28 Aug 2001
trial
8. Countries, where  [USA
clinical trial has been

conducted
9. Number of trial planned: 33
subjects actual:30(completed)

10. Objective and To determine the bioequivalence of the clinical trial supply of CS-866
secondary endpoints ofltablets and hydrochlorothiazide (HCT) capsules or tablets administered
clinical trial 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 Volunteers for the study were healthy male and non-pregnant female
criteria 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 20 mg CS-866/12.5 mg HCT market image combination tablet, single-
medicinal product, dose, p.o. (formulation C)

mode of administration
and strength

14. Reference product, [20 mg CS-866 investigational tablet + 12.5 mg HCT capsule, single-

dose, mode of dose, p.o. (formulation A)
administration and
strength 20 mg CS-866 investigational tablet + 12.5 mg NCT tablet, single-dose,

.0. (formulation B)

(-
~



15. Concomitant None

therapy

16. Criteria for AUCo-int; AUCqages Cmax» ket and t;; for the CS-866 metabolite RNH-
evaluation efficacy 16270 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

Ln-transformed AUCq.iq¢, AUCp.1prand Cay Were analysed by
ANOVA: The formulation differences and their corresponding 90%
Cls 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 SUBJECTE

TOTAL

N (%) a3 {r100M)
GENDER N (%)

MALE 17 (82%)

FEMALE L (48%)
RACE N (%)

CAUCASTAN L3 (90%)

BLACK 14 (42%)

ASLAN 1 2%}

HISPANIC s [ 18%)

OTHER 1 3%)
FRAME SIZE M (%)

BMALL 2 (8%)

MEDIUN 28 {79%)

LARGE [ (18%)
AGE (yr)

MEAN (80) 2.8 [ 7.87)

RANGE 18.0 - %4,
HEIGHT (in)

MEAN (BD) 88.0 ( 4.07)

RANGE 89.0 - 73.0

WEIGHT (lbj}
MEAN (3D]
RANGE

158.1 {2s5.98)
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 AUCy.4qc, AUCy.jprand Cray, 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 AUCy.1qc, AUC.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:

TABLE 7.2.3.1 SUMKARY 3F PLIGNA PHARSCOUINETIC PARMIETERS FIA MAR-8170

PO ¢ T0 FoM A AN 6 T FORE &
FONEATIN A FORMGLATION B FOMMOLATION § CHFAMIBON  FORICTOFORIA  DONPMIEON  FORNGC TO Rema
(40D} L)) mx) M ot PR ANTIO FOINT PRI
ESTINATE E 1 £ATQUATE el

AT ) WA (53 W (R ) (0} 1800} (30
A0 O-RGE gL} R MON,06 (YOO ATTRTT (TEN.O6) ME.AS {Ki7.48) 1.8 wm. L 1.0 160 - 1R
[N D021 {orm}br 250,63 (4R1.9) SS90t (000.75) M. {E72.00) 1.0 (X R 1.00 100 . 4.1
Canx (ngral) B (IBA) @7 (1) &A.00 (16.0) N ] 1.2 L8 1.08 LI N} 1
Thax (Ar} 2007 1.6 2.5 .
LR B I,K) N A 0.4 (1080

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:




TAOLE 7.2.3.2 ELABNTY OF PLATIA FHAMMATDNINETIC PAVETERS FOR WYFROUHLOAOTHIAZIDE (MG12)

FTH G 10 FOME

FEm C YO FORM A
FOMMRATION & FORBKATION B FOWULATION € COMPARIETN  FORM G TO FOMM A COMPARISON  FOPGLC 1D FORM
(L (L2} li-30) AATL0 POINT fowr LR RATIO POLWT COPANY DO

ESTTIATE R o1 EATINATE b 1+

FAAMETER AR (30) NEAR {0) W (5 (o) (#30) 163 30y
AD B-lqe {rq/ag)ehr 407,18 [135.59) 49493 (197.95) §22.00 (13139} .04 ose- 1w .67 181 513
AR D lnf (eg/al)ihr 09,00 (140.M0) S4B.60 (134,] SBALSS (117,99} 165 0.9 1N .08 1@ LM
mac (ngset) 0.8 1,18 1.08 0.9, .18

lllt(ﬂﬁ], Illﬂ!ll) 4.3 (31.91)
1R

Tax (]

T HE () unwm ﬂur:m 1,02 {1.43)

21. Safety results

10 TEAEs were reported by 7 (21.9%) subjects who received 20 mg
CS-866+12.5 mg TICT (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.
INo serious TEAESs 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
[European clinical studies (CS-866 investigational tablets + HCT
tablets). The 90% CI surrounding the ratio point estimates for AUC,,.
lges AUCp.mrand Cpay for RNH-6270 and for HCT all were within the
standard bounds (0.80, 1.25) for bioequivalence.

Applicant (registration
icertificate holder)

__(full name)

/ 44(,4 %z&w@m%

(sxgnature/
_Dr. Kat Schumacher___

N\
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Clinical study report 4

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

ATTENTO ® PLUS 20/5/12.5 mg 1

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

866-139

A randomized, open-label, three-way crossover
bioequivalence study of 20 mg CS-866 tablets plus 25
mg hydrochlorothiazide capsules or tablets and 20/25
mg CS-866/hydrochlorothiazide combination tablets
in healthy adult volunteers.

6. Phase of clinical trial Phase 1

7. Period of clinical trial 30 Oct 2002 to 06 Dec 2002
8. Countries, where clinical trial has been  [USA

conducted

9. Number of trial subjects planned: 36

actual: 32 (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
trial supply of CS-866 (olmesartan medoxomil) tablets
+ hydrochlorothiazide capsules (Reference, treatment
A) and the clinical trial 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 (20 mg) in
combination with HCT (25 mg) administered to
healthy male and female volunteers.

12. Main inclusion criteria

Volunteers in 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 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.

of administration and strength

13. Investigational medicinal product, mode

Treatment C: 20/25 mgCS-866/HCT market image
combination tablet, single dose, p.o.

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

Treatment A: 20 mg CS-866 investigational tablet + 2
x 12.5 mg HCT capsules, single dose, p.o.

i
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reatment B: 20 mg CS-866 investigational
tablet -+ 25 mg HCT tablet, single dose, p.o.

15. Concomitant therapy

None

16. Criteria for evaluation efficacy

AUCo.imt, AUCo.tge, Crmaxs Tmaxs Kel, ti2 of RNH-
6270 (the active metabolite of CS-866).

17. Criteria for evaluation safety

Physical examination findings, vital sign
measurements, clinical adverse events,
hematology, blood chemistry, and urinalysis
test results.

18. Statistical methods

Ln-transformed AUCo.iqc, AUCp.1nr and Cyax
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

- — = — —

ALL SUBJECTS
population (sex, age, race, etc.) - R
BEWOER B (%)
aLE 8 (ra)
FEMALE 10 (.00
hACE N [w)
CAMICAS [ AN s (raw
BLASK 23 {8 %)
ARYAM 2 &%)
wbéPaiic s g1am)
oTHER 1 %)
FRALE BIZE N [4)
BNALL 4 qirwy
=utuM 20 qaav)
LAnGS ° %)
WCE (yiE.)
wEan {=D} 0.4 { T.E1)
RANGE 1 .0 - 50
HEFOHT {1im. ]
MEAN (o) sB.8 ¢ 3.5}
RAMGLC 0.2 - 5.7
WEToHT {3D8.3
AN (o B jEm.ea)
Ranos 0.8 -196.0
e e BNHGTOPK Paramelery =i
20. Efficacy results i Trestment A Trestusnt B Trestment €
Parameter (x=32) (a=02) (a=32)!
Mean (SD) Mean (5D) Mesn (SD)
Geopiean (CV) Geomesn (CV) Geomean (CV)
I8 — Medinn Mrdian 5
A 3713.74 (938 03) T830.25 (923 37 3665.78 (§77.30)
{nghiml)

L 3607.03 (25.09) 3744.95 (24.49) 154903 (27.17)
R . 71 M . SO T .
AUC, ! 779,94 (957 .45) 393583 (941,71} 3726.59 (500.12)

{og.lvmL) | 366399 (25.)2) 3826.10 (24.84) 3603.36 (28.08)
L asTTAY | 399584 379235
o 631.94 (152.29) 66637 (187.54) 635,06 (137.47)
(ng'mL) 61510 (23.82) 64327 (22.19) 618.24 (25.12)
619.78 64635 — 53678
C/AUC, _{im) 0.17 (0.03) 0.17 (0.03) 017 {8.03)
Tome (53) 200 175 o S
Taaftm) 1157 (19.59) 21212165 18.46 (3.50}
1573 1440 1349 =
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Trs: ICve T
¥ Poiat s
.. 655{089,100) =
0.94 (0.5, 1.56)
T 0.56{0.96, T8y g
I CT0i087.106)
FICTZ PI Paramtiers !
Para owter Treaiment A F Trosimeni B Treatmant ©
(e-a2)! (w=32) (w3
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Geomes {CV) Geowesn (CV) Gromenan (CV)
a——| | M D e
AUC .. 1032.67 (308,34 1019.44 (308,08} 967.20 (116.90)
{ngtval) 1010.57 (29.57) 70.81 (33.76) 911.52 {38.96)
101433 99766 _ | w4937
AUC,.. 1053 87 (306.37) 106146 (305 09) T014.97 (314.30)
(eghiml) |osua€=.m 101617 (31,64) m.;:zag.:m
1
T 117236162 I ‘?ﬁ%ﬁ' T RIS (238)
{ng/mL) 16335 (33.34) 1843 (40.70) 138.20 (09.11)
SR SHS e — 7 RS O . | .. SR —— T X
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b 101 s 1026 | Y]
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21. Safety results

Eight TEAEs were reported by 4 (11.8%)
subjects who received 20 mg CS-866 + 25 (2 x
12.5) mg HCT capsules (treatment A), 13
TEAES were reported by 5 (14.3%) subjects
who received 20 mg CS-866 + 25 mg HCT
tablets (treatment B), and two TEAEs were
reported by 2 (5.9%) subjects who received the
market image combination tablet (treatment
C). Headache (n=7) was the most common AE
reported overall. No subject was withdrawn
from the study due to a TEAE. No serious
TEAE was reported.

22. Conclusion (summary)

The total exposure and peak exposure to RNH-
6270 were bioequivalent between the 20/25 mg
CS-866/HCT market image tablet (treatment
C), the 20 mg CS-866 + 25 (2 x 12.5) mg HCT
capsule US clinical supplies (treatment A) and
the 20 mg CS-866 + 25 mg HCT tablet
European clinical supplies (treatment B).

The total exposure of HCT was bioequivalent
between the 20/25 mg CS-866/HCT market
image tablet (treatment C), the 20 mg CS-866
+ 25 (2 x 12.5) mg HCT capsule US clinical
supplies (treatment A) and the 20 mg CS-866 +
25 mg HCT tablet European clinical supplies
(treatment B).

The point estimate (90% CI) for the ratio of the
peak exposure of HCT between the 20/25 mg
CS-866/HCT market image tablet (treatment
C) and the 20 mg CS-866 + 25 (2 x 12.5) mg
IHCT capsule US clinical supplies (treatment
IA) was 0.85 (0.77, 0.93). This small decrease
in peak exposure is not considered clinically
significant.

The ratio of absorption of HCT, as evidenced
by Crax/ AUC.1ms Was bioequivalent between
the 20/25 mg CS-866/HCT market image
tablet (treatment C), the 20 mg CS-866 + 25 (2
x 12.5) mg HCT capsule US clinical supplies
(treatment A) and the 20 mg CS-866 + 25 mg
HCT tablet European clinical supplies

(treatment B).

‘Applicant (registration certificate holder)

V4 ;{[ﬁﬁaw 40

ik§i'gi& ) 7
__Dr.Kai Schumacher
(full name)
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Clinical study report 5

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

ATTENTO ® PLUS 20/5/12.5 mg
14

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

SP-OLM-03-05

Treat-to target study of olmesartan medoxomil (OM) and an
add-on treatment algorithm consisting of hydrochlorothiazide
(HCT) and amlopidine besylate (AML) in patients with mild
to moderate hypertension

6. Phase of clinical trial

Phase IV

7. Period of clinical trial

06 Apr 2006 to 08 Apr 2008

8. Countries, where clinical trial has been
conducted

Austria, Belgium, France, Germany, Italy, the Netherlands,
Portugal, Switzerland and the United Kingdom (58 clinical
sites)

0. Number of trial subjects

planned: 694
actual: 601 (completed)

10. Objective and secondary endpoints of
clinical trial

To evaluate the rates of subjects treated to target (STTT)
overall and on each treatment combination step. STTT were
defined as patients with mild to moderate hypertension
achieving target BP defined as SeSBP of<130 mmHg and
mean SeDBP<85 mmHg (non-diabetic patients) or
SeSBP<130 mmHg and SeDBP<80 mmHg (diabetic patients).

11. Clinical trial design

This Phase IV trial was a non-comparative, sequential add-on,
open-label, multinational, multicenter trial.

‘Washout — period I (approx. 2 weeks): Period I consisted of a
single screening visit in treatment naive patients and a washout
period for patients on antihypertensive medication(s).

The goal was to reach the target BP defined as mean
SeSBP<130 mmHg (< 130 mmHg in diabetic patients) and
mean SeDBP<85 mmHg (<80 mmHg). To achieve this goal,
patients were treated with an algorithm consisting of the
following sequential steps:

e Period II: OM 20 mg
Period III: OM 20 mg + HCT 12.5 mg (fixed
combination)
Period I'V: OM 20 mg + HCT 25 mg (fixed
combination)

L
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e Period V: OM 20 mg and HCT 12.5 mg
(fixed combination) + AML 5 mg

¢ Period VI: OM 20 mg and HCT 25 mg
(fixed combination) + AML 10 mg.

12. Main inclusion criteria

Male and female patients with mild to moderate
hypertension defined as SeSBP of > 140 mmHg
and < 180 mmHg at trough and7or SeDBP > 90
and < 110 mmHg.

13. Investigational medicinal product.
mode of administration and strength

* OM20mg
* OM 20 mg+ HCT 12.5 mg (fixed
combination)

e OM 20 mg + HCT 25 mg (fixed
combination)

* OM 20 mg and HCT 12.5 mg (fixed
combination) + AML 5 mg

¢ OM 20 mg and HCT 25 mg (fixed
combination) + AML 10 mg.

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

None (non-comparative study)

15. Concomitant therapy

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

16. Criteria for evaluation efficacy

Systolic and diastolic blood pressure:
Measurements were taken on the same arm, by
the same person, and at the same time of day and
were made 3 times in the seated position.
Subjects treated to target (STTT) were calculated
from the means of the 3 SeSBP and SeDBP
measurements.

17. Criteria for evaluation safety

Number, seriousness and severity of TEAESs,
vital signs, 12-lead ECGs, physical examinations
and, clinical hematology, blood chemistry and
urinalysis results.

18. Statistical methods

To analyse the primary efficacy parameter, the
STTT rate was estimated overall and on each
treatment step, with a two-sided 95% CI using
the normal approximation to the binominal
distribution. A last observation carried forward
(LOCF) approach was used on the full analysis
set (FAS).

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

Gender [n (%))  male 357 (51.4)
P female 337 (42.;‘]
ge [yea n

mean (SD) 5R.16 (12.06)
median 58.0
range 20.0-88.0
Weight [kg] n = 694
wean (SD) 82.16 (16.09)
median 80.0
LI range 38.0-157.4
BMI [kg/m™] n 654
mean (S} 2886 (4.69)
median 28.24
rangs 16.02- 50.24
(%)) underweight 8(1.2)
narmal wui?u K3 124 (17.9)
g T

obese 5
Ea:_ﬁich-y [r(*:)] caucasian 678 (97.7)
black 13(19)
asian 3(0.4)
i e __0¢00)
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20. Efficacy results

Table 11.8: Numberand percentage of subjects trested to target (primary cfficacy
parameter) overall and hy visit (dose step) separately by analysis set

(FAS and PPS)
[~ Full Analysis Sef
T,
B Ye | 95%Ci
495 | 718 | 68A-75.1
[ ) 88| 123} 9.9-147
at Visit4 (Q zom'sm 13| 164§ 136-19.1

& Visit 5 (OLMMCTZ 20125 mg) 133| 1921163222
a Visit 6 (OLMHCTZ/AML 20255 mg) | 103 | 149 | 123-176
a Visit 7 (OLMHCTZ/AML 2025/10mg) | 59| 85| 65106

Table 11.9:  Number and peecentage of normalisers overall and by visit (dose step)

awmlyby nn-!ym set (FAS and PPS)
e (N=457)
a Yo

90, \2-93.5

{OLM 20 m 5) % . lig| 258 218208

a1 Visit 4 (OLM/H( 2041 2.5 mg} a .7- 1671 365 321410
at Visit 5 (OLM/HCTZ 20/28 mg) 226 i B 1721 376 332421
o Visit 6(0 20025/ A 108 | 236 19.7.275
at Visit 7 (OLM/HCTZ/, . _68] 149 116181

Table 11.10: Number and pe rcentage of di astolic r esponders overall and b y vi sit
(dose step) separately by analysis set (FAS and PPS)

Full Analysls Sét Per Protacol Set
(N"‘gld)’ =457)

Diastolic n Yo | 95%CI

overall {Vsit | to Visit 7, V-FE) 647| 936| OL8955

at Visit 3 (OLM 20 mg) 253 | 366| 330402

at Visit 4 {OLMJ}ETZ 20/12.5 mg) 362 | 524| 48.7-56.

at Visit § (OLM/HCTZ 2025 ong) 36| 486 44.9-524

at Visit 6 (OLM/HCTZ/AML m&'ﬁ mg) 231 334 29.9-369

at Visit 7 ;OWAML 20/23/10 mp) 1411 204} 174234

Table 11.11: Number and pe ge of s ystolic r esponders ave rall a nd b y vi sit
(dose step) separately by anelysis set (FAS and PPS)

Fall

talic Responder
averall (Visit | to Yisit 7, V-FE)
at Visit 3 (OLM 20 mg)
at Visit 4 (O 20712.5 mg)
at Visit § (OlM"I'ICTZMSmg

)
at Visit 6 (OLMHCTZ/AML 20725/5 mg)
at Visit 7 (OLM/HCTZ/AML 20r25/10

‘Table 11,12; Number & ad pe reentage of g cacral r esponders overall a nd b y vi sit
(dose step) separately by analysis sct (FAS and PPS)

et Per Protocol 5t |

1) (N=457)

Gmul N— % | 95%CI | n % !S%g!
940971 |

to Visit 7, V- ] 2 X
at Visit 3 (DLM 20 204 425| 389462 2041 446 401492
ltV‘l.uH(OMIC%M!ng} 405 | 38| S49623( 286, 626 581670
at Visit 5 (OLM/HCTZ 2025 369 | 534 49.7-57.1 | 254' 556 5104601

n\h.dtﬁ(ﬂ!MﬂlCl‘ﬂAMLmﬂSmg) 251 363| 32.7-399( 162 354 311398
a:m?(ommmmmun@ 15 22.[ 190252 98 U4 177252

21. Safety results

Of the 694 patients receiving one or more of the
study drugs, 271 (39%) experienced at least one
TEAE, 137 patients (20%) at least one TEAE
considered at least possibly related to the study
drugs. 7 patients experienced an SAE and 3
additional patients before the start of study
medication. None of the serious TEAEs was
considered treatment-related. In 19 patients (3%)
a TEAE led to discontinuation of the study
medication. Study medication was more often
than not often considered responsible for the
discontinuation due to gastrointestinal, nervous
system or ear disorders (dizziness, syncope,
tinnitus).

22. Conclusion (summary)

IApproximately three quarters (72%) of the study
patients reached the BP target of SeBP 130/85
mg for non-diabetic patients and <130/80 mmHg
for diabetic patients. Under monotherapy with
OM 20 mg, 12% reached this target. Although
the patients suffered from only mild (44%) to

moderate (55%) hypertension, the majority

16



required combination therapy of HC'T and/or
AML. Additional 36% of patients achieved the
target after adding HCT 12.5 or 25 mg to OM;
23% after the addition of AML 5 or 10 mg to the
(OM + HCT combination. Whereas at baseline
only 0.1% of patients showed normal or optimal
BP, the conversion rates to these classes
increased to approximately 30% at the later
visits. At the last visit, only 13% of patients still
had mild or moderate hypertension, whereas 21%
were classified as high normal, 56% as normal
and 10% even as optimal, i.c. two third of

patients hdd Iy);mal or optimal blood pressure.

Applicant (registration certificate holder) |

(s Gk

'(signatur v/
_Dr. Kai Schumacher
(full name)

17

/
7

-



Clinical study report 6

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

ATTENTO ® PLUS 20/5/12.5 mg

Uy

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 |
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

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®).

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

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. Concomitant therapy

INone

16. Criteria for evaluation efficacy

AUC, AUC, o.ans, AUC%extr, Crax, Tmax, Lambda Z, t;» and
CL/F

17. Criteria for evaluation safety

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

18. Statistical methods

An analysis of variance (ANOVA) was performed on the In-
transformed AUC.ja5t, AUCq.nrand Cpqy for olmesartan,
amlodipine and hydrochlorothiazide. The




ANOVA model included sequence, treatment and
period as fixed effects.

19. Demographic indices of studied - Kisat iy
AB BA
i oN=21) (N =120) (N=41)
population (sex, age, race, etc.) — v N R e
N Female 3(14.3%) 2(10.0%) 3(12.2%)
| 0 12
Ny | L. Adee D 2(100%) 2048%)
' Black cn African Aarican 1041 £%) L5 gHou) 43 00
Whise 10 (47.6%) 2{10.0%) 12(293%)
i Hipleceloka  { 1@EN 4(20.0%) L)
9 Mot Hispeois o Latine 14 (86.7%) 16 (80.0%) 10(73.2%)
Mcan 343 300 [TX]
Age 2B i e roivicid
om Median 380 285 314
(Min - Max) @14 (22-42) 2144
Mcan 1762 9.0 1776
Height £8D +1030 85 £949
(om) 178.0 1704 1780
Min — Max) (156-198) (161-193) (155-198)
Meoan .08 B9 03
Weight £3D * 14060 =1 t 13.560
(i) Modian 5270 #5.50 24.90
(Min - Max) (64-10%.3) (61.2-106.5) (61.2-108.2)
Mecan 26,16 2643
BMI +20 % 1384 364
(kg/m’) Modian 664 27.25
L (M — Max) (19.7-31.2) 19.132.0)
. = e T s 7 v P e
Trevtment A Treatment B
20. Efficacy results Fra— st ks
AUC. (npd/ml)
Arithneric Mezs £5D) E3L1: 191840 D22 191883
Geomstric Man (CVis} 64239 (28.74) 43300 24.6%)
AL Cyor (g Wal
Anthmgiic Mess $SD 9064+ 1795 82 #7933 2 191181
Ceometric Mewn [CV %) 64937 24.90) SRR (4.3%)
Coui (mp/ml)
Arhmetic bleas £SO eI 2 638 a0l £ 37037
Gieomatric Metn 1CV) Hid L% 958.7 (18.0%)
Touil)
Bledian (M, Max) L9834 (994, 4.00) 1,742 {1.00, 3.00)
by (j*
Arithanetic Meas 480 18447 £ 102844 17,235 = 4.348)
CLIF* (L)
Anithmetie Mess 180 &350 & ).5708 6.227 & L3211
Geomotrie LSMEANS |
| Ratlear Intra-Subject
TreatmentA | TrestmentB | LSMEANS(%) | $0% C.L for Ratio o
PK Parameter (Tay (Relerence) | (%) %)
AUCus 457 689 | 101,00 (95,51, (D580} 122
AUC,., 405 s | Lol (95.70, 1D6.61) 120
Coa 916 oy | s (3405, 109.22) 161
Treatnseal A Treatment B
Awmladipine N3 N=10
AUC,, {agk/ml)
Arithmetic Mean $5D 3505+ 00.69 IR0
Croometric Mean (CV7%) JATA (28.1%) 3194(29.1%)
AUC, ,, (ngVmL)
Arithmetic Mean +5D 4065+ 11461 311006
Croometric Mean (CVX) 3IR0.7(31.2%) 1568 (31.730)
Cuo. (sg/mL)
ic Moean +5D 707+ 18022 6797 + L7252
| Geomeric Mean (CV%) 635% 264%) 4601 @15%)
Tou )
Median (Min, May) B017 {598, 12,0 7.509 (6.00. 16.0)
&y (h)
Arithmetic Mean 28D 435710973 43151 RE53
LW
Arithmetic Mean £8D 26.92 + 9.289 2030 £ 9.566
Coometrie LAMEANS
Rutlo of Intra-Sabjest
Trostmeot A | Trestment® | LSMEANS(%) | %% C.. for Ratlo oy
PK Parmmeter {Tan {Reference) (W (%) 1%}
AUCsu 18746 1624 10696 (10293, 11015 ¥
AUC,, 60 ana 10703 110297, 110.36) [
Cos 6878 6.5%9 10422 (99.55, 109.08) 100
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Hydrachlarothiaide Treatment A Trestment B
N=31 N=31
AUC, (agmL)
Arithmetic Mcan $50 177122340 11706 4 229.05
Geometric Mem (CV4%) 1152.0 (22.1%) 1147.0 (21.4%) _
AUCq st )
Arithmietic Moan 80 12028+ 233.90 11952+ 22933
Geometric Mean (CV%) 1178 (21.3%) 1172.0 (21.9%)
Cosy (mg/ml)
Avithmeiic Mean +8D 186,48 £ 53.543 177.05 4 40.209
Gicometric Mean (CV46) 17848 (31.9%) 172.44 (25.5%)
T.(h)
Modien (Min, Max) 1.4830 {0.983, 3.00) 15000 (0,983, 3.00)
ty (h)
Arithmetic Mean +5D 10.843 4 1.7363 10457 £ 1373
CLUF(LA)
Anﬂ'mmnhlquzﬁb 21.70 + 5.130 218145126
Geametric LSMEANS
Ratio of Intra-Subject
Treatment A | Treatment B| LSMEANS (%) [90% CJ. for Ratla| Vv
PK Parameter| (Test) (Reference) (AB) (%) (%)
AUCour 1158 1169 %03 (93.69, 10467) 124
AUC,, 132 | 148 98.87 (9329, 104.78) 130
Cone 1760 1724 102,09 (92.50, 112.69) 225

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 A) is bioequivalent to the Benicar HCT®
plus Antacal® regimen.

Applicant (registration certificate
holder)

(signatury

__Dr. Kdi Schumacher

(full name)
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Clinical study report 7

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

ATTENTO ® PLUS 20/5/12.5 mg

2. Applicant

Menarini International Operations Luxembourg S.A., Luxen‘bl;urg

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 I

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

IPrimary: 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

1. 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

AUCO.L.. AUC, 0-Infs AUC%GXH’, Cma_x, T,nax, Lambda Z, t],’z alld
CL/F

17. Criteria for evaluation safety

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

18. Statistical methods

An analysis of variance (ANOVA) was




effects.

performed on the In-transformed AUC iy,
AUCo.inrand Cax for olmesartan, amlodipine and
hydrochlorothiazide. The ANOVA model
included sequence, treatment and period as fixed

Treatment A ' Treatment B

7 = z - TETT —
19. Demographic indices of studied ik - Teesment -
- = =19
population (sex, age, race, etc.) s _IZLLmyé) ) )
N%) Puriak 4 (25,08} I{I88%) TRLA)
. m“m"’ 163%) 2(125%) 304
" Asin ¢ 1342
11 (68.8%) 2 (86
A 3
g{si:x; T8(563%)
g} 38
£15 7%
5 308
@345) {2645)
20. Efficacy results el
Arithmetic Mesn +S0) 61105+ 177729 604335 143541
Geomelric Mean {CV%) 493.8 (20.4%) SEMA0 (24.8%)
AUCiz(ng/mL)*
Arithmetic Mzan 4SD 3880+ (11222 6925 & 148337
i ie Mean {CV44) 63R4.0(25.7%) 5919.1 {25.0%)
Cosy (ng/ml)
jthmetic Mean £SD 1006.5 £ 33739 8991 +2717.48
Geometric Mean (CV3%) 957.4(325%) 2569 (32.9%)
T (h)
Median (Mm, Max) 2000{1.00, 4:00) 1.992 (1.00,4.00)
£ (h)*
Arilbwetic Mean 15D 20,002+ 142767 21 874 & 146826
LI (L)
Arithmetic: Me:n 48D 64865 15728 6961 £1.7348
| Geometric LMEANS |
Ir Intra-

Ratio of

Subject
LSMEANS (%) 90% C.LforRatle| CV
(A/B

| PK Parumeter  (Test) | (Reference) | (%} (%)
| AUG. | e 5603 1081 | aos, 1173y | 162
___A_U_(l., | 6496 L 5849 = 1106 - (10344, ll‘).u_) 1 15.9 dl
Cow | 9527 8585 | M09 | (9936,12332) | 39
— [
Treatment A Treatment B
Amlodipine Ny s
AUC, (oghiml) | 4
Arithmielic Mean =SD 32564 BT 308.0 £ 79.03
|_Geometric Mean (CV%) 3155 (25.6%) 3001 (24.6%)
AUCso (nemL)
Arithmelic Mean=SD 355.82 10219 338320637
Geometris Mean (CV ) MI24%) | 3264 {273%)
Cons (ng/mlL) |
Arithet.: Mean 25D 7038 = 20205 6799+ 15532
Geomeiri: Mean (CV) hTIOQTIR) A631 (21.0%)
Tous ()
Medisn (Mia, Max) 8,000 (6.0, 12.00) 7.080 (409, 12.00)
(k)
Afithmetic Mean 8D | 384326728 384127517
CLF (L)
Arithrrtic Mean +8D 3005+ 7763 3, 70:3360
Goometric LSMEANS I_____ ]
: | | Intra-
Ratio of | Sabject
Treatment A | Treatment B | LSMEANS (%) | 90% C.Lfor Ratio | CV
PKParsmeter | (Test) | (Reference) (A) (%) L%
AUCou 3465 U6 J{ W06 | (0221, 11148) | 96
AUC,, 2186 2082 06 0237, 1usn | 95 |
Coc 6367 653 | 1052 | (0077, 11000) | 97
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Hydrochlarothiaride Treatment A Treatment B
N=30 N=30

AUCL.. (sgWemL) iR

Asichiatic Mean 5D 1716423323 {1844 £267.64
| Geometric Mean (CV) | 1M489205%) | 1608 (22.1%)
AUCy;.ingblml.)

Arithmetic Mean +50 L1988 + 23604 121204 267.40
| Grometric Mean (CVO) 1176.1 (20.2%) 18522159}
Coue (wg/ml)

i 179.96 + 54987 1789 2 61.74
Geometric Mean (CVF) 17213 3L1%) L 1702018%)
T (8)

| Meduan (Min Max) | 1SO00(0967,400) | 1.5000(0993,300) |
t ()
Aviihmetic Mean $SD 10,831 + 1.3403 10508 13301
CLF (L)
Arithmetie MegneSD | 2168=44M - LT
| Geometric LEMEANS
S B | mii =1
| | Intra-
Ratlo of T Subject
| Treatment & | Treatment B | LEMEANS (%) [ 90% CLfor Ratla |  CV
PK Parameter | (Test) _ (Referonce) | (WD) % | ®

AUCs.q 1174 1169 10039 ©5.70, 10832) I 106

AUCL, 1147 1145 wasl | s34, 1050 | 108

Coe 171.2 169.5 101.01 {91.05, 1§2.06) L 8BS

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 Antpcal® regimen

Applicant (registration certificate holder)

|(fullname)

Y 3 7
b A AL %MM A’V‘
P . 7

(signature)
_Dr. Kai Schumacher
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Clinical study report 8

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

ATTENTO ® PLUS 20/5/12.5 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-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 trial [USA

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

None

16. Criteria for evaluation
efficacy

The following PK parameters were calculated for olmesartan,
amlodipine and hydrochlorothiazide: AUCy., AUCy.1n, AUCY%extr,

17. Criteria for evaluation safety

INumber 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 .y, AUCy.prand Cpax for OM, AML and HCT. The
ANOV A model included sequence, treatment and period as fixed

effects.




19. Demographic indices of

% Overall
. . Trait
studied population (sex, age, N 0~ 36)
race, etc. Gender Male 28(71R%)
2 ) (N%) ___ Femaie & Q.%,;
ici Hispanic or Latino 11(30.6%)
(N%) Not Hispanic or Latino 25 (69.4%)
American Indian/Alaskan Native 2(5.6%)
e Asian 12.8%)
e Black or Aftican American 26.(72.2%)
White 7(19.4%)
Age Mean + SD 305+ 7.66
{m Medinn (Min — Max) 30.5 (19 45)
Height Mean + SD 176.5 £ 9.85
(em) Median (Min — Max) 177.0 (156 — 193)
Weight Mean + SD #0.83 % 12559
(kg) Median (Min — Max) 7925 (43.6 — 107.6)
BMI B Mean = SD . ) 2586 +2.829
(igfo’) Niedian (Min — Max) 3643 (194 -31.)
20. Efficacy results o Treatment A Trestient B
AUC,, (ng'h/mL)
Arithmetic Mean 8D 6134.4 + 1676.74 6399.5+ 181681
Geometric Mean (CV%) 5938.7 (25.8%) 6068.9 (38.3%)
AUC,., (ng-h/mL)
Arithmetic Mean £80) 62498 + 1678.98 6501.9 + 1837.56
Geometric Mean (CV% 6055.8 (25.5%) 6189.9 (35.8%)
Coux (ng/mL)
Arithmetic Mcan +8D 9125 + 305.57 10163 £317.94
Geometric Mean (CV%) B71.2 (30.7%) 957.4 (40.2%)
T e ()
Median (Min, Max) 1.983 (1.00, 4.00) 1.983 (100, 3.00)
t, (b)
Arithmetic Mean 48D 17.394 & 7.8206 16.257 + 8.6458
CL/F (L/)
Arithmetic Mean £8D 6.804 & 1.6651 6.958 = 3.6439
Ceometric LSMEANS
Ratio ol
Treatment A | TreatmentB | LSMEANS (%) 90% C.L. for Ratio
PK Parameter (Test) (Reference) (A/B) (%)
AUCqper 5989 6184 96.84 (89.14, 105.20)
AUC,, 5876 6068 96.83 {83.49, 105.96)
Cans 866.2 954.1 90.79 (83.24, 99.01)
Treatment A Treatment C
Amlodiplne N=12* N=34
AUC,, (ngh/mL)
Arithmetic Mean 8D 339.1 £ 89.12 334749538
Geometric Mean (CV9%) 3277 (21.5%) 3213 (30.1%)
AUCyn (ngb/mL)
Arlthmetic Mean +8D 3819 +112.01 ATR3 £ 12645
G ic Mean (CV%) 365.8 (31.0%) 358.6 (34.2%)
Com: (ng/mL)
Arilaimetic Mean 5D T.456+1.9622 7013+£2.0320
Geometric Mean (CV%) 7.224 (25.7%) 6,747 (28.7%)
T.W)
Mecdian (Min, Max) 7.017 (5.98, 12.0) 7.000 (5.97, 12.0)
ty (b)
Acithmetic Mean 25D 45,18 12.802 44.1) + 12.909
CLIF (L/h)
Agsithmetic Mean £8D 28.63 £9.156 2043 £ 10.022
Geometric LEMEANS
Ratio af
Treatment A | Treatment C | LSMEANS (%) 40% C.1. for Ratio
PK Parameter {Test) (Reference) {AIC) (%)
AUCq jur 365.6 361.8 101.05 {95.89, 106.49)
AUCy, 3284 324.6 101.19 (96.71, 105.87)
L. 7.186 6.768 106.18 (101,97, 110.56)
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Treatment A Treatment B
Hydrachlaroihiazide N gy
| AUC,, (ng B/mL)
Arithmetic Mean 8D 1043 .4 4 224.90 1052.7 231,13
Geometric Mean (CV%) 1020.7 (21.6%) 1021.8 (27.4%)
AUCynr(ng/mlL)
Arithmetic Mean <80 1069.3 + 224,78 1079.8 +229.12
Geametric Mean (CV%) 1047.1 (21.0%) 1050.9 (25.8%)
Coa: (ng/mL)
Arithmetic Mean +SD) 16151 +53.714 164.78 4: §7.837
Goometric Mean (CV3%4) 153.90 (31.8%) 155.34 (37.0%)
T (h)
M-;;dim(ldg,' Max) 1.5000 (0.983, 4.00) 1.5000 (0.983, 4.00)
ty; (h)
f\ﬁlhmctic Mean 5D 10.800 = 14435 10.866 & 2.0647
(L/h)
Arithmetic Mean £8D 2438+ 5.164 - 24.70=8.513
Geometric LEMEANS
Ratfo of
Treatment A | Treatment B | LSMEANS (%) 90% C.L for Ratle
PK Parameter (Test) (Reference) (A/B) (%a)
AUCqur 1051 1050 100.06 (95.01, 105.39)
AUC,, 1025 1021 100,33 (94.93, 106.05)
Coms 154.9 155.1 99.39 (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 TEAESs 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

-3

Applicant (registration

icertificate holder)

female subjects, -

77 7/
oy A%ccf,cméw
(signature V.4

_Dr. Kai'Schumadher

(full name)
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Clinical study report 9

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

ATTENTO ® PLUS 20/5/12.5 mg

27

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 I

7. Period of clinical trial 21 June 2007 to 09 Aug 2007
8. Countries, where clinical trialjlUSA

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

AUCq., AUC, ¢.1ns, AUC%extr, Cax, Tmax, Lambda Z, t;» and

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

18. Statistical methods

IAn analysis of variance (ANOV A) was performed on In-
transformed AUC.;, AUCjpr and Cpax. The ANOV A model

included sequence, treatment and period as fixed effects




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

20. Efficacy results

Trail
Gender Malc
(N?5) Farale
Fihnicity Hispanic or Latino
{N8) Mot Hispenic or Lating
Raco Asian
(N3 Black or African American 7 (75.0%)
White B(22.2%)
Agn . Mean 48D ALi+e73s
om Medizn (Min - Max) IBE(0 - 48)
Height Mean +SD 173.5 % 8.47
fem) Median (Min — Max) 173.5 (156 - 188)
Weight Mean + SD T84+ 12,578
k) Mgdian (Min — Max) 76.5 (34.0  104.8)
BML _ Memaad & O AN
(kg/m®) Median (Min — Max) 2622 (19.0 - 31.9)
| T e, o PR Y NS
e
O ' Trestment A Trestment B
s N=33 N=30
AUC,, (ngh/mlL)
Atithmetic Mean 35D 69769 + 170089 6T76.1 £ 1500.5)
Goonwtrio Mean 6759.8 (26.8%) 66173 (22.5%)
AUC, ., (ag b/mL)
Arithmetic Meon $8D T34 % 174865 6BTO.1 £ 150613
Grometrie Mean (CV%) £896.2 (26.3%) 67215 (22.3%)
Coe (og/mL)
Arithinctic Mean 48D 1070.1 + 304.01 1055.1 + 306.40
Geometric Mean (CV%) L0286 (29.6%) 1013.6(29.6%)
T ()
Madisn (Min, Max) 1.9830 (0.973, 3.98) 2.000{1.00, 4.00)
& (B)
Arithmatic Moan 5D 15835 £ 6.1931 15,560  6.1679
6001 + L6977 6093 4 1.3700
Geameiric LSMEANS
Ratlaal
Treatment A | Treatment B | LSMEANS (%) 90% C.L for Hatlo
PK Parameter (Teat) (Refereace) (A/B) %)
AUCo.s 6912 6537 105.74 (99.15, 112.77)
AUC,, 6763 6395 105.76 (99.01, 112.97)
Con 1020 975.8 104.56 (96.84, 112.90)
Treatmemnt A Treatment B
Amisdipioe N=11 N=3
ANCy, (ng.h/mL)
i Mean 3594+ 12709 364.7: 11024
Geometric Mean (CV) 338.0 (37.0%) 3472 (33.9%0)
AUC, .., {nghiml)
Arithmetic Mean +SD 4100+ 17089 4160+ 13930
Geomaric Moan (CV8) 378.7 (42.0%) 3921 37.2%)
Cope (mymiLy
Arithitetic Mean +SD 7.301 £ 20067 T2 224615
Groenetric Mean (CV5) 707 (29.1%) 7426 (31.5%)
Tuss {h)
Median (Min, Max) 1017 (5.98, 16.0) 7.983 (5.98 12.0)
. (k)
Arithmetic Mean +5D 4436+ 10.763 4636+ 11213
CLF (L)
Arithmetic Mcan £8D 25111213 27235 WL§50
(Gitometric LSMEANS
Ratio of
Treatment A | Tremtment B | LSMEANS (%) 9% C.L. for Ratia
PK Parameter (Test) {Reference) (A/B) (%)
AUy 1833 3864 99.18 (95.50, 103.00)
AUCq, 343.7 3404 100.68 (97.37, 104.11)
Cuse 7.269 7399 98.25 (93.62, 103.11)
Treatment A ‘Treatroest C
Hydrochlorethixdde N=32 N=1)
AUC,, (sg.WmL)
Arithmetie Mean 8D 1054.7 + 202.82 NI27TR 25041
Geometric Mean (CV9%) 1036.4 (19.1%4) 1102.0(21.9%)
AUC,ur {ng/mL)
Arithmetic Mean $5D 1081 4 £ 20263 1153.5 £ 24921
Crrometric Mean 44 1063.5 (18.7%) 1138.7(21.3%)
Coss (op/mlL)
Arithmetic Mean 15D 158.46 + 50.353 16292 1 45.449
Geometric Mean (CY%%) 150.38 (34.9%) 156.92 (28.3%)
Touss (B)
| Medion (Min, Max) 1742 (1.00, 8.97) 1930 (0983, 403) |
L, ()
Arithmetic Mean £5D 11.151 + 16693 10839 £ | 4503
CLIF (L
Arilhmetic Mean 5D 2390 £ 4426 22621 4.718
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Geometric LSMEANS
Rutie of
Treatmest A | TreatmestC | LSMEANS (%) 90% C.2. for Ratle
PK Parameter (Test) {Reference) (AIT) %)
AU, o 1083 13t 95.74 (92.79, 98.79)
AUC, 1056 1 95.64 (92.64, 95.74)
Cici 1527 158.7 96.24 (BR3S, 104.24)

21. Safety results

No serious TEAES 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 iolerated in
this group of healthy male gnd female subjects.

Applicant (registration
certificate holder)

4 cf/r/ff Gl toiiin by

(signature) / 0’
_Dr. Kaj#Schumacher

[(full name)

29



