ex 29 1
o the Procedure for Conducting Expert
valuation of Registration Materials
ertinent to Medicinal Products "
Submitted for the State Registration (Re-
egistration) and for Expert Evaluation
f 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 Ne, if any):

ATTENTO® PLUS 40/10/12,5

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

INot 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 above S5 S B
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7) Other Pharmacokinetic Studies

IAS 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 ANO8-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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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/HCT Z-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

ILong-term studies

As above

Short- or medium-term studies

As above

Additional 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

IAs 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.

Antigenicity (production of antibodies) As above

Immunotoxicity As above

Mechanistic studies As above

Dependence As above
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etabolites toxicity As 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)

|

—

(signature)
‘Alessandro Lecci
(full name)

04-May-2022

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

1o Iopsiaky nmpoBefeHHs eKCcnepTH3H
peecTpauiiHuX Matepianis Ha JikapehKi
3ac00H, 110 MOAAKTHCA Ha JiepsKaBHY
peecTpallito (nepepeecTpaltiio), a TAKOK
CKCTIEPTU3H MaTepiaiB PO BHECEHHS
3MiH JI0 peecTpaliiiHux Matepianin
npoTaroMm Aii peectpauiifnoro
IOCBIAYEHHSA

(myHkr 4 pozniny IV)

3BIT

Npo JOKJIHIYHI Joc/iIsKeHHS

1. Haspa nikapcekoro 3acoby (3a
HasBHOCTI - HOMEp peecTpaiifiHoro
NOCBiIYCHHS):

ATTEHTO® TUTIOC 40/10/12.5

1) Tun nikapeskoro 3aco0y, 3a
SKMM TIpoBoAMNacs abo
MJIAHYEThCA peecTpaLis

Jlikapcbkuii 3aci6 3 hikcoBaHO0 KoMbiHaLie

2) NpoBeJieHi A0CIIiKEHHS

TakK

2. @apmakoJiorisi:

1) ITepBunna dapmakoauHamika

He Bumaraetbcs nans nikapchbKHX 3acobiB 3 JOCTaTHIM
JOCBIJIOM TEPaneBTHYHOTO 3aCTOCYBaHHs iHAMBINyaNnbHO Ta B
KomOiHauisx, BimmoBiaHo a0 HactaHoBM 3 MoOKIiHIYHOT
po3poOKK KOMOIHOBAaHMX JIKAPCHKMX 3ac0GiB 3 (iKCOBAHO
Kombinaunieto, EMEA/CHMP/SWP/258498/2005, Bia 24 ciuns
2008.

2) BropunHa apmakoauHaMika

K 3a3HaYEHO BHILE.

3) ®apmakosoris 6e3nexu

SIK 3a3HaYEHO BHILE.

4) DapmakoaMHaMivHI B3aeMOAIIT

SIK 3a3Ha4YeHO BHILE.

3. @apMaKOKiHETHKA:

1) AHaniTH4YHI METOIUKH Ta 3BITH
oA X Badigail

Baniganis owmiHKM KijbKicHOrO BMicty RNH-6270 (xox B
AOCII/DKCHHSAX ~ ONIMecapTaHy,  aKTMBHOro  MeTtaboumirty
oJIMEcapTaHy MeIOoKCoMiTy), aMJIOJIUTTIHY Ta
riIpoXJIopoTiasuly B IIasMi  KpOBi  IIypiB  MeToHOM
PX/MC/MC 3 TypGo ionrnM posmunerssv. MeTtomnka Gyiia
BasijoBana B KajniGpoBaHoMmy aianaszoni 10-10 000 ur/mn mwis
RNH-6270 Tta rigpoxnoporiasuay i 1-1000 wur/mn s
aMJIOJJMITiHY, OTPUMaHi MPUHHATHI OKA3HUKK BHYTPIlIHBLO- TA
MiXk J1ab0paTOPHOT NpeLM3ifiHOCTI Ta TOYHOCTI.

2) BemokTyBaHHs

He BumaraeThes 11 npemapatis 3 JocTaTHIM  g0CBigoMm
TEPaneBTHYHOTO  3aCTOCYBaHHS  IHAMBIAyalbHO Ta B
KomOiHauisx, BignoBigHo a0 HacTaHoBH 3 JOKIIHIYHOT
po3pobku KOMOIHOBaHMX NiKapchKux 3acobiB 3 (ikcoBaHOK
kombinauiero, EMEA/CHMP/SWP/258498/2003, Bis 24 ciuns
2008.

3) Pozmogin

K 3a3HayeHO BHILLE.

4) Metabonizm

SIK 3a3HaueHo BUILLE.

5) Buenenus

Sk 3a3HaveHo BUILLE.

6) @apMaKOKiHETUYHI B3aeMOiT
JIOKJIiHiYHi)

SIK 3a3HaUYeHO BHIIE.

MPENCTABHUK -,
3AABHAKA TEPEKIAL
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7) Inwi papmakokineTnuni
JIOCITIIKEHHS

Ak 3a3Ha4yeHO BUIIE.

4. TokcHKonorig:

1) TokenuHicTs y pasi
OJIHOPA30BOTO BBEIEHHS

He Bumaraetscs, 3rinHo i3 3anuranHsmu Ta Binnosigamu no
CKacCyBaHHsl HEOOXIZHOCTI JOTpUMYBATHCE BUMOT «IIpuMiTKH
JI0 HACTAHOBM ILOAO IOCTIIKEHh TOKCHYHOTO BIUIMBY IpH
OZIHOPA30BOMY 3aCTOCYBaHHI»,
EMA/CHMP/SWP/81714/2010, Bin 24 uepsns 2010

2) TokcuyHicTh y pasi noBTOpHUX
BBE/IEHb

- Hocnimkenns  AN07-C0154-R01 (C-B394) s ouinku
TOKCUKOKIHETHKH (Mocnimxenus: ANO07-C0169-R01
(080137)): 28-neHHe Oaratopazope BBEJICHHS
(OM/TXT3/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 30HH, camusiM Ta
CaMMLAM IIypiB.

lonoHoro  3anavero uporo jociimkedHs Gys  BHGIp
aJICKBaTHHX JI03 AJIs 3aCTOCYBAHHS B FOJIOBHOMY 3-MiCS4HOMY
JOCIIDKEHH]  pe3ynbTaTiB 6araTopasoBoro BBeJEHHs (J[HB.
HIDKYE).

3aruGens TeapuH Oynma BigcyTHs B ycix rpymax. Temmw
30UIbIIEHHA MacH TiNa Ta COKMBAHHS KOPMY 3HM3HIMCH B
yeix rpynmax Beenenns OM/I'’XT3/AMII, a Takox B rpymi
BBEeJICHHA no03010 100/62,5/0 (OM/T'XT3), xoua B wiii rpymi
epext 6yr Menmum. Takox i GinbimicTs pesynbrarie aHami3is
ceui, KJaiHIYHOrO Ta GiOXiIMiYHOTO aHaJlizy KpoBi, a TaKok
pesyibTaTH  TiCTONATONOTIYHMX — JOCHI/KEHh B  rpynax
BBefieHHss OM/TXT3/AMII Gynu noaibHuMu 10 Takux B rpymi
BBeneHHs OM/I'XT3 i B OKpeMHX BHIaaKax B IpyIli BBEJEHHS
AMII (0/0/20).

HesKi 3MiHM, K TIpeJCTABISEThCA, OYIH OiabII iCTOTHUMHU B
rpynax BeefeHHs OM/I'XT3 B mnopiersiHHI i3 rpynoro
OM/I'’XT3, ane mi 3miHu, nepesaxHo, Gyaum nos’s3ani 3i
CTYNEHEM 3HIKCHHS TEMIIB MPHPOCTY MacH Tina. PesynpraTu
TOKCMKOKIHETMYHOTO aHali3y CBiqYaTh Mo Te, IO MMOKA3HHUKH
excriozuuii RNH-6270 ta I'XT3 3poctanu npu oaHouacHOMY
BBeJeHHI 3 AM, Ak Hacninok 36inbienns GapMakonoriyHoro
BriuBy AMJI (Ginema abcopbuis OM Tta 'XT3 BHacmimox
YTOBIIbHEHHS IITYHKOBO-KHIIKOBOTO TPAH3UTY), IO MOSICHIOE
Oliblue 3HWKEHHS TEMMIB MPUPOCTY MACH Tilla TBAPHH, SKUM
Beoauu OM/T'XT3/AMIJI.

Taky 36inbmeny abcop6uito OM ta IT'XT3, suknukany AMJI,
B KJIiHIYHHX yMOBaX He CIOCTEpiraim.

- Hocnimxenns  ANO8-C0045-R01 (B-6493) ans ouinku
TOKCUKOKIHETHKH (MocnimxenHs: ANO08-C0093-R01
(080761)): 3-MicsuHe Hararopasose BBEJICHHS
(OM/T'XT3/AMIJI 0/0/0 (xoutpoms), 100/62,5/0, 100/62,5/10,
100/62,5/20, 30/18,75/20 ta 0/0/20, 4epe3 30HA, camisM Ta
CaMHLAM L1ypiB.

CmepTi TRapHH B Nepion BBeAeHHs Oy/iu BiACYTHi, aHOMAJIbHI
KJIiHIYHI 03HaKK 4M 0)TANBMOJIOTIYHI TOPYIIEHHS BUSBJICH] HE
OynH B rpynax BeeAeHHS yciMa nosamu. Temnu 36iibiueHHs
Macu  Tina 3HM3WIMCb B YCiX Ipymnax  BBeICHHS
OMTIXT3/AMJI, B mopiBHAHHI 3 MOKa3HMKAMHM B Ipymi
BBeneHHss OM/I'XT3 (mozoro 100/62,5/0) ta AMJII (0/0/20).

ﬂPEﬂETéBHMK TEPEKIA
3AABHUKA pf
HAMAEEKiHﬁ, A.B BIPHV
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Pesynerati amanisy ceui ceimuate npo 36inbuenns 00’emy
Cedi Ta CNOXKWBAHHA BOAH, 30LIBLIEHHS OCMOTHYHOIO THCKY,
3Ha4eHHsA pH Ta 3Minu BMicTy ioHIB y TBapuH 3 rpym BBeIeHHS
OMTXT3/AMII, Taki came 3minu Gynu 3apeecTpoBaHi i y
ThapuH 3 rpyn BeeaeHHs: OM/TXT3 ta AMIL. ¥V tBapus, sxum
BBOMIE OM/TI'’XT3/AMII amiHioBanuics Takox i mapamerpu
KIIHIYHOrO aHajiizy KpoBi, a came, 3HW)KYBaBCSA BMICT
CPUTPOLIMTIB, TreMorno0iHy, reMaTOKPUTHE YHCIIO, iHIEKC
MPOAYKLIi PETHKYIOLMTIB, cepeaHiii 06’ em €PUTPOLMTIB,
Cepe/iHiii  BMIiCT reMOrIoGiHYy B OJHOMY epHTpOLWTI Ta
CepeHsl KJIiTHHHA KOHIEHTpaLis remornobiny; noaibui sminu
Oymn BusiBNEHi TakoX | y TBapMH 3 TIpynM BBejeHHS
OM/TXT3.

Beenenns OM/I'XT3/AMJl  BUKAMKAZO TAKOXK 1 3MiHH
pesyunbratis GioXiMiuHOro aHamisy Kpomi, a came, 36iNbIICHHS
KOHUEHTPALLii a30Ty CEYOBHHH B KPOBi, KPEaTHHIHY Ta KaJilo i
3HWKEHHs BMiCTy Kanbliito. OcTaHHs 3MiHa 6Gyna BusBieHa
TaKOX i y TBapuH 3 rpynu BBemeHHs AMJL Tomi sk
30iMBIIEHHA  KOHLEHTpauil a30Ty CEeYOBHHM B KpOBI,
KpeaTHHIHy Ta Kanil0 CrocTepiraid i B rpymi BBeeHHS
OM/T'XT3. Omxe, 1i Ta iHWi 3MiHA GIOXIMIUHMX TOKA3HHKIR
(3poCTaHHs aKTHBHOCTI Jy)KHOT (hochaTazm, 3HIKEHHS BMICTY
3arajbHOro OUIKy Ta rioGyniHy), crocTepeskene B Tpymax
BeefieHHs OM/TXT3/AMIL, Gyno Bukiaukane abo OM/TXT3,
abo AMIJIL. Taxox Oyiu BusBieHi i iHmi 3MiHM, HaNpUKJIAI,
BiZIHOCHOT MacH Oprauis (CTaHIAPTH30BAHKX 33 MACOIO Tina) B
rpynax BeefieHHs OM/I'’XT3/AMJI, mpore GinbumicTs 3 mux
3MiH Oyna 3apeecTpoBaHa TAaKOK i B IpyHax BBeCHHS
OM/I'’XT3 yu AMJI, BTiM BifnOBiHI ricTONaToNOr YHI 3MiHK
Oynu  Biacytni. BuHsTkoM OGynM  HHMPKH, CTOBIICHHSA
apTepiaibHUX CTIHOK aepeHTHUX — apTepioN/MiKI0IBHUX
apTepiii Ta pereHepallis HUPKOBUX KaHabLiB Gy/M BUABIEH] B
rpymi BeaeHHs OM/IXT3/AMII Ta OM/T'XT3. Inwi 3minu 3a
pesyibTaTaMM  TiCTONATOJNOTIMHONO — aHamisy B  rpynax
BeefieHHs OM/TXT3/AMIJL, a takoxx OM/TXT3 uu AMII,
CTOCYBANIMCh HAJHUPKOBUX 3aJ103 Ta PEPOAYKTMBHOIO TPAKTY
CaMHlpb, TOAI AK 3MiHM MOJIOYHMX 34703, KHUINEYHHKA Ta
cenesinki mMoriu Gytn Bukiaukani AMJI um OM, mpo wwio
CBiAYaTh MaHi MOCTIIKEHb LMX PEYOBHH MpH i30/1b0BaHOMY
BBCJIcHHI. B winomy, HoBi BapianTu TokcuuHOro BrMBY, 1IpH
BBE/ICHHI TIOTpiiiHOi KoMOiHauii, B MOpiBHSHHI 3 BimOMHM
TOKCHYHHMM BIUIMBOM iHAMBIAYaJbHHX KOMIOHEHTIB, BUSBJICHI
He OyIu.

TokcukoxineTnyHa omiHKa CBiAUMTH Npo Te, 10 BruMe RNH-
6270 (onmecaprany) Ta I'XT3 3pocrtae mpu OJ/IHOYACHOMY
BBe/JIeHHI pasoM 3 AMJI. [IpuuuHa 3poCTaHHA eKCIIO3MLIi, sK
BBAXKAIOTh, MOB’A3aHa 31 30inbmeHHaM abcopbuii OM ta I'XT
BHAC/IIJOK ynoBinbHeHHs BuBedeHHs OM/I'XT, 3ymoBieHe
penaxkcauielo riaakux M’s3iB KHMIIEYHWKA, Yepe3 ITiACHU/ICHHS
(apmakonoriunnx edekrie  AMJL.  Opmak, CIIOCTEpEIKEHi
TIOKa3HUKH CHCTEMHOI eKenosuuii Oynau npubmusno 8 10 pasis
BUIMMH, | HaBiTh Oinblle, HiK OuikyBaHi mMOKa3HMKHM
eKCIIO3MUil TpH BBEJICHHI HANBHMILOK PEKOMEHIOBAHOIO

KIIHITHOIO /103010, OTIKE, HE O4iKYEThOA, 10 TAKHI TQKCHYHMIA
- DK 4 ﬁ
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BIUIMB MATHME KJIIHIUHY 3HAYYIIICTE.

3) leHOTOKCHYHICTB:
in vitro

Mlnst nikapebkux 3acoGiB 3 (iKCOBAHOI KOMBIHALIEIO He
FCHOTOKCHYHMX ~ PEYOBMH  HEOOXiJHICTH  npoBeicHHs
JIOCIIIKEHb TE€HOTOKCHYHOCTI iXHBOT KomGiHaii BiJICyTH3,
riAHO0 3 BUMoOramMu HacTaHOBH 3 mokjiHiuHOT po3poOKH
KOMOIHOBAHMX  JiKApCBKUX  3acobiB 3 ixcosanoro
KoMOiHali€lo, EMEA/CHMP/SWP/258498/2005, Bin 24 ciuus
2008.

in Vivo (BK/IIOYAKOUM 10AaTKOBY
OLIHKY 3 TOKCHKOKIHETHKH)

Sk 3a3HaYeHO BUIIE.

4) KaHueporeHHicTs:

MAns nikapcekux  3acobiB 3 dikcoBaHOW KOMGIHALIEO
PEUOBHH, KIaCH(piKOBaHHX, SIK He KaHLIEPOre€HHI, HEOBXiTHICTb
NpOBEJCHHSA JOCHIKEHb KaHIEPOI€HHOTO BIUIMBY 1XHBOT
KomOiHaLii BigcyTHs, 3rimHo 3 Bumoramu HacTaHoBu 3
AOKJIHIYHOT PO3po6KM KOMOGIHOBAHMX JKAPCHKHX 3ac00iB 3
(ikcoBaHOw KOMGiHaIi€rO, EMEA/CHMP/SWP/258498/2005,
Bijt 24 ciuns 2008,

JlOBrocTpoKoBi nocnimkeHHs

Sk 3a3HaueHO BHILE.

KoporkocTpokosi jocimkeHHs
abo J0CIIiKeHHS cepeaHbol
TPUBAJIOCTI

Sk 3a3HaYeHO BUILE.

Jonatkosi gocnigxeHus

Ak 3a3HaUYEHO BUIIE.

5) PenposyKkTHBHA TOKCHYHICTE Ta
TOKCUYHH BIUIMB Ha PO3BHTOK
NOTOMCTBA:

Bruup Ha deprunshicts i paniii
eMOpioHanbHUI PO3BUTOK

ko Oynu NpOBeeHi aJeKBaTHI JOCTI IHKEHHS
IHAMBI/lyaIbHUX KOMIIOHEHTIB, i MPodiib TOKCHYHOTO BILTUBY
Ha penponyKTHBHI QyHKUIT / PO3BUTOK Muogy UMX CIONYK €
AOCTAaTHBO XapaKTePU30BAHMMH, HeOOXimHiCTE mNpoBeeHHs
JNOJATKOBHX JOCTiKEHb IXHBOT KOMOiHAIT BiJICYTHSI, 3TigHO 3
BUMoramu Hactanoeu 3 nokiiHiuHOT po3po6ku koMGiHOBaHMX
JiKapcekUX  3acobiB 3 (hikcoBaHOO KoMOiHariero,
EMEA/CHMP/SWP/258498/2005, Bix 24 ciuns 2008.

Em6pioTokcuunicts

Sk 3a3HaueHO BULIE.

IlpenaranbHa i noctHaTanbHa
TOKCHYHICTh

Sk 3a3HadeHO BHIIE.

Hocai ke H s, MpH KX fipeit
YBOOMWTHCSH IIOTOMCTBY
(HECTaTeBO3piNM TBAPHHAM)

Ta/abo OLIHIOETHCS BimaaneHa Jis

apar

anIrarracra Tree

Ak 3ashadeno suie. Ha nonatok, npemapar npwshatucHwit
BUKJTFOYHO 1151 TOPOCIIUX.

6) MicueBa nepeHOCUMICTE

[posenenns  jocnmimkens — micueBoi  mepeHocumocTi
JIKAPCHKHMX TIpernapariB, MpU3HAYCHHUX s nepopaibHOro
3aCTOCYBAHHs, sSIKI MICTATH BiJOMi JOMOMDKHI pEeHOBHHM, He
BMMaraeTbCs, 3riHO 3 BEHMoraMu HacTaHOBHM 3 AOKTiHIYHMX
AOCIIKEHb MiCIIEBOI MEPEHOCHMOCT TiKapCEKUX npenaparis,
EMA/CHMP/SWP/2145/2000, Pen. 1, BUIIpaeaeHa 1*, pig 22
JKOBTHS 2015,

7) onaTkoBi jgociKeHHs
TOKCUYHOCTI:

Ak 3asHayeno B HactanoBi EU CTD (auB. crop. 82 um 11
Mogyns 2), iHIIMMH TOKCHKOJOTIYHMMH JIOCHIDKEHHIMU €
JOCIIIKEHHA 1151 3°ACYBaHHs 0COBIUBUX MPOBIIeM, 0THKe, IXHe
NpOBe/ieHHS He € 000B’a3koBuM. JlaHi  mociimkeHb
TOKCHYHOIO BIUIMBY TIpH 0araTopa3oBoMy BBEJCHHI He

cBilYaTh  npo  motpefy  mNpoBeseHHS  A0AaTKOBHX
NMPEACTABHUK
AfBI
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TOKCHKOJIOTIYHUX JOCITIIKEHb.

AHTHI€HHICTh (YTBOPEHHS
AHTHTIJI)

Sk 3a3HaUYeHO BUINE.

IMYHOTOKCHYHICTE

JIK 3a3HauYeHO BULLIE.

JocnimpkeHHs MmexaHiamie aii

K 3a3Ha4YeHO BUILLE.

Jlikapchka 3aexkHicTh

Sk 3a3HaYeHO BUMIE.

TokcHyHiCcTE META6OTITIR

K 3a3HAUEHO BHIIIE.

TOKCHYHICTE JOMIILIOK

JIK 3a3HaUYeHO BUIILE.

[ame

Sk 3a3Ha4yeHO BHIIE.

5. BUCHOBKY 111010 AOKTIHIYHOTO
BHUBYCHHSA

Pesynbratamu JIOKJTHIYHHX JOCTIKEHb Oyno
[IPOAGMOHCTPOBAHO, O Mpu BBegaeHHi OM, AMJI ta I'XT3 He
MiICHIIOETLCA BIIOMHH TOKCHUHMH BIUTMB IHIUBIAyaTEHIX
KOMIIOHEHTIB i HEe BHMHHKA€ HOBHH TOKCHYHWIl BILIMB,
TOKCHKOJIOTIYHI ~ CHHEpreTHuHi edeKTH B  JOCHimKeHHI
BUABIICHI Takox He Oynu. Ha momatok, npuumHa BigcyTHOCT
abo  OOMEKEHOCTi HOBOrO ~TOKCMYHOTO — BIUIHBY — TPH
KoMOiHOBaHOMY 3actocyBanHi OM, AMJI Ta T'XT3, mo
TPYHTyeTbCS  Ha  mpodinsx  Oesmeku  iHAMBIAyaTbHHX
KOMIOHEHTIB uM KOMOiHALifi JBOX 3 IMX KOMIIOHEHTIB,
MATBEP/KYE TOH (haKT, IO TOKCMKOJIOTiYHi CHHepreTHuHi
epeKTH, BaKIMBI ANA  JHONMHH, [pPU  OZHOYACHOMY
sacrocyBanHi OM, AMJI ta I'’XT3, He ouikyroThcs.

3asiBHUK (BIaCHUK

peecTpauiiiHoro (nionuc 8io pyxu)

NOCBIAUEHHS) (miarmuc)
Aneccannpo Jleuui 04 TpasHs 2022
{1.1. B.)

Ilpoyedypa, sminena ma donosHena 32i0H0 3 suMo2amit HOB020 dodamra 29 Minicmepcmea oxoponu 300poe s

Ypainu Ne 1528 6i0 27.06.2019.
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Changes to Registration Materials during
the Validity Period of Registration
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Clinical study report 1

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

ATTENTO® PLUS 40/10/12,5

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

will be registered

product, which has been or

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 I

7. Period of clinical trial

from 29 Sep 2008 till 03 Mar 2009

itrial has been conducted

8. Countries, where clinical

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 safetyjard fqlgrability of the CS-8635

3AABHUKA
DAMACKIHA A.B



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-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 1, AUCy.inrand
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 (LSM), the difference between treatment LSM,
and the standard error associated with the difference.

19. Demographic indices of]
studied population (sex,

age, race, etc.)

Cohort 1 Cohort 2 Overall
Demographic Trait

Overall Overall
Gender | Male 27 (75.0%) 26(72.2%) 53 (73.6%)
N (%) Female 9 (25.00%) 10 (27.8%%) 19 (26.4%)
;“(';‘;“” Not Hispanic/Latino | 36 (100.0%) 36.(100.0%) 22 (100.0%)

",

Race Black 1 (2.8%) 0 (0.0%) 1 (1.4%)
N (%) Caucasian 35 (97.2%) 36 (100.0%) 71 (98.6%)
Age Mean + SD 28.9 + 6.62 286+ 7.80 28.7+7.19
(yr) Median (Min — Max) 27.0 (19 — 45) 28.5 (18— 44) 27.5(18 - 45)
Height Mean + SD 1754 + 8.49 17234 9.44 173.8 +9.05
(cm) Median (Min — Max) | 176.5 (157 - 194) 174.0 (151 — 191) 175.0 (151 — 194)
Weight | Mean + 8D 76.84 + 11.431 74.60 + 12.930 7572+ 12.169
(kg) Median (Min — Max) | 78.20 (56.8 — 108.6) | 76.95 (44.0-95.4) | 77.75 (44.0 - 108.6)
- Mean + SD 24,944 + 29188 24.955 + 2.8389 24,940+ 28588
keg/m® 4 : 25.045 (18,55 - 25260 (1930 - 25.090 (18.55 -
(k/m) | Median (Min - Max) 20.89) 29.92) 29.92)

npzACT BHAK

ARBHAKA
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20. Efficacy results

Statistical Comparisons of the PK Parameters of HCT between the High Dose
CS-8635 MIF and Reference Formulations - Cohort 1

G tric LSM Ratio of Geometrie LSM
Parameters and 0% C1 (%)
Treatmont A | Treatment C | Trostment E AIC AR
Test Reference | Reference [l
AUCy, 101.66 96.50
(ngh/ml.) R b3 b 9683, 106.73) | (9183, 101.40)
ALy 101.57 96.58
(ngh/mL) un 159 1219 (9656, 10651) | (9202, 101.37)
Cos 10311 103.25
(ng/ml.) 1836 IRt 179 (94.13,11295) | (9401,11330)
Oainsinns Pl 14199

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

Ratlo of Geometrie LSM
P Geometrle LSM and 0% CI (%)
Treatment B | Treatment D | Treatment F B BIF
Test Reference 1 | Reference Il
AUC,.. 5753 10037
(nghinl) i it s (9353, 101.69) | (9630, 104.61)
AUC 9789 100.75
(nghimL) Sus i A O, 10080 | 9689, 104.76)
Coir 10632 11353
(ng/mL) #L20 gy oy 9133, 116.14) | (10403, 123.01)

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 | e | Moo Geamerie LA ()
Test Reference
owivad) 1133 o4 (025,998
::glfa?ii‘; s i (qo.::zs:‘;’;.uoy
u;:h_ _ i Ah (01.:40.0 illz.oe)

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

Geometrle LSM

Parameters Treatment D Treament F | 100 .::‘::::G'g: :-il;l o0
Test Reference
; :;U;;.E . 576.8 5605 ton';:,zi;iﬂ)
gt i — ou
(ng-".?\l ; B4 §0.94 (91.;&1:50»

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 TEAESs 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: .,

certificate holder)

Applicant (registration

v
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| Dr. Kai Schumacher
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Clinical study report 2

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

ATTENTO® PLUS 40/10/12.5

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

CS8635-A-U106

An open label, phase I, two-way crossover food effect study of CS-
8635 Market Image Formulation in healthy subjects

6. Phase of clinical trial

Phase I

7. Period of clinical trial

07 Oct 2008-04 Nov 2008

8. Countries, where clinical
trial has been conducted

USA

9. Number of trial subjects

planned: 34
actual:33 (completed)

10. Objective and
secondary endpoints of
clinical trial

Primary: to compare the PK of OM, AML and HCT when
administered as the highest strength dose combination of CS-8635
MIF [40/10/25 (olmesartan medoxomil/amlodipin
besylate/hydrochlorothiazide)] under fed and fasting conditions

Secondary: to evaluate the safety and tolerability of CS-8635 MIF at
its highest strength dose combination under fed and fasting
conditions.

11. Clinical trial design

Phase I, single-center, open-label, randomised, 2-way crossover
study to determine the effect of food on CS-8635 bioavailability in
healthy subjects.

12. Main inclusion criteria

Healthy male and female subjects, 18 to 45 years (inclusive). Female
subjects must have been surgically sterile, postmenopausal, or using
acceptable contraception.

13. Investigational
medicinal product, mode of
administration and strength

Treatment A (Reference): single oral dose of the highest dose
strength of CS-8635 MIT [40/10/25 mg (olmesartan medoxomil,
amlodipine besylate, hydrochlorothiazide)] under fasting conditions

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

Treatment B (Test): single oral dose of the highest dose strength of
CS-8635 MIF [40/10/25 mg (olmesartan medoxomil/amlodipine
besylate/hydrochlorothiazide)] under fed conditions.

15. Concomitant therapy

None

16. Criteria for evaluation
efficacy

Primary: 90% confidence interval (CI) of the ratios of geometric
least square means (LSM) for the PK parameters AUCust, AUCq.inf
and Cpay for each of the analyte (olmesartan, amlodipine and
hydrochlorothiazide) of the CS-8635 MIF under fed conditions to

NPEACTABHUK
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those of the CS-8635 MIF under fasting conditions. /
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17. Criteria for evaluation [Physical examination, vital signs, body weight, 12-lead ECGs,
safety AEs, clinical laboratory parameters

18. Statistical methods Analysis of variance (ANOVA) with sequence, treatment,
period as factors

9. Demographic indices of] A P
studied population (sex, (N =34)
age, race, etc_) Gender Male 26(76.5%)
N (%) Female 8(23.5%)
Ethnicity Hispanic/Latino 15 (44.1%)
N (%) Not Ilispanic/Latino 19 (55.9%)
Racs American Indian/Alaskan Native 2(5.9%)
N (%) Black 21 (61.8%)
Caucasian 12 (35.3%)
Age Mean i SD 32.747.73
(yr) Median (Min — Max) 31.0 (22 -45)
Height Mean & SD 173.0 + 8.20
(em) Median (Min - Max) 174.0 (157 — 189)
Weight Mean &+ SD 76.68 1 12.344
(kg) Maedian (Min — Max) 75.95 (56.2—- 98.8)
BMI Mean t SD 25.5574.2.9777
(kg/m?) Median (Min — Max) 25.175 (19.56 — 31.70)
20. Efﬁcacy results The effect of food on the bicavailability of olmesartan was assessed using an ANOVA
model. Results are presented below.
Parameter nsputsls LAM Ratio B/A 90% €I
Olmesartan Tm“'r::: T““,l'::" B *4) (%)
AUCL. 6R73 6359 92.52 {86.95, 98.46)
AUCq.ur 6940 6114 2098 (85.52, 96.78)
i 1079 1056 97.83 (90,60, 105.63)

The effect of food on the bioavailability of amladipine was assessed using an ANOVA
model. Results are presented below.

Parameter (e (“.en::eu*lc _:::;M = Ratio B/A 90% CI
Amladipine Sainte Test (%) (%)
AUChy 385.1 402.5 104.52 (nic‘p);_bch;'
ACiane 430.5 446.6 103.73 53312?,3
Con R.708 8501 97.63 fgg:;;‘)

The effect of food on the bioavailability of HCTZ was assessed using an ANOVA
maodel. Results are presented below.

Geometric LSM

Parameter Ratio B/A | 90% CI
Hydrochlorothiazide T;”:r':;’n':: T"“,:,’:;:‘“ Bl e %)
AUCLa 1126 1038 92.17 (88.39, 96.12)
AUCq.ins 1147 1065 92.78 (89.02, 96.70)
- 183.5 141.8 77.24 | (71.03, 84.00)
21. Safety results No serious or severe AEs occurred during the study. Overall 16

subjects reported 42 TEAEs. No TEAE was considered
definitely drug-related. The most frequently reported AE was
headache by 11 subjects (32.4 of total subjects).

22. Conclusion (summary) [The administration of CS-8635 MIF [40/10/25 mg (olmesartan
medoxomil/amlodipine besylate/hydrochlorothiazide)] with
food did not have a significant effect on the bioavailabilty of
olmesartan and amlodipine. However, the administration of CS-
8635 MIF with food decreased (23%) the peak exposure (Cmax)
of HCT, without affecting the total extend of exposure (AUC)

)

Applicant (registration /}/ : %
certificate holder) / it . ddW/m,W
(signdture)
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___Dr. Kai Schumacher

(full name)
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Clinical study report 3
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1. Name of medicinal
product (registration
certificate No, if available )

ATTENTO® PLUS 40/10/12,5

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-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 I

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: AUCqy, AUCq.1n, AUC%0extr,
Crax, Tmax, Lambda Z, t;» and CL/F

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.mrand Cmax for OM, AML and HCT. The
ANOVA model included sequence, treatment and period as ﬁx;c!

effects. NPEOCTARHUK
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19. Demographic indices of
. i Trait Overall
studied population (sex, age, (n=136)
race, etc.) Gender Male 2R (T7.8%)
(N%) Female 8{22.2%)
Ethnicity Hispanic or Latina 11 (30.6%)
(N%) Not Hispanic or Latino 35 (69.4%)
American Indian/Alaskan Native 2(5.6%)
Race Asian 1 (2.8%)
(N%) Black or African American 26 (72.2%)
White 7 (19.4%)
Age Mean + SD 30.5 + 7.66
(yr) Median (Min — Max) 30.5 (19 -45)
Hciy'u Mean + SD 176.5 + 988
{em) Median (Min — Max) 177.0 (156 — 193)
Weight Mean + SD R0.83 + 12,550
(kg) Median (Min — Max) 79.25 (53.6 - 107.6)
BMI Mean + 5D 25.86 +2.829
L (ks!n: ). Median (Min - Max) 26.43 (19.4 - 31.0)
20. Efﬁcacy results G Treatment A Treatment B
mesartan
N=34 N=35
AUG,, (ng'h/mL)
Arithmetic Mean 8D 61344 + 1676.74 6399.5 = 1R16.81
Geometric Mean (CV%) 5938.7 (25.8%) 6068.9 (38.3%)
AUC, ... (ng-h/mL)

Arithimetic Mean +SD

6249.8 + 1678.98

6501.9 = 1837.56

Geometric Mean (CV%) 6055.8 (25.5%) 6189.9 (35.8%)
Cosx (ng/mL)
Arithmetic Mcan 5D 912.5 = 305.57 1016.3 =317.94
Geometric Mean (CV%) 871.2 (30.7%) 957.4 (40.2%)
Tom (h)
Median {Min, Max) 1.983 (1.00, 4.00) 1.983 (1.00, 3.00)
t,, (h)
Arilhml‘:c Mean =8D 17.394 = 7.8206 16.257 = B.6458
CL/F (L/h)
Arithmetic Mean £SD 6.804 + 1.6651 6.958 + 3.6430
Treatment A Treatment C
Amlodipine N =33 N=34
AUC,, (ng.h/mL)
Arithinetic Mean 8D 339.1 £89.12 334.7=95.38
Geometric Mean (CV%) 327.7 (27.5%) 321.3 (30.1%)
AUCy.4or (ng.h/mL)
Arithmetic Mecan £SD 381.9 112,01 378.3 £ 12645
Geometric Mean (CV%) 365.8 (31.0%) 358.6 (34.2%)
Coax (ng/mL)
Arithmetic Mean 8D 7.456 £1.9622 7.013 +2.,0320
Cicometric Mean (CV%) 7.224 (25.7%) 6.747 (28.7%)
Toas ()
Median (Min, Max) 7.017 (5.98, 12.0) 7.000 (5,97, 12.0)
ty (h)
Arithmetic Mean 8D 45.18 £12.802 44.11 = 12.909
CL/F (LM)
Arithinetic Mean £SD 28.63 £ 9.356 20.43 £ 10.022
Treatment A Treatment B
Hydrochlorothiazide N=34 N=3§
AUC,, (ng.h/mL)
Arithmetic Mcan 5D 1043.4 = 224,90 1052.7=231.13
Geometric Mean (CV%) 1020.7 (21.6%) 1021.8 (27.4%)
AUCqjor (ng.0/mL)
Arithmetic Mean £8D 1069.3 = 224.78 1079.8 = 229.12
Geometric Mean (CV%) 1047.1 (21.0%) 1050.9 (25.8%)
Cax (ng/mL)
Arithmetic Mean £8D 161.51 =53.714 164.78 = 57.837
:!-col::;l.rlc Mean (CV%) 153.90(31.8%) 155.34 (37.0%)
!;l‘:dlmgMin. Max) 1.5000 (0.983, 4.00) 1.5000 (0.983, 4.00)
ty; (h)
‘Arithimetic Mcan 5D 10.800 = 1.4435 10.866 = 2.0647
CL/F (L)
Arithmetic Mean 28D 2438 £ 5.164 24.70 =8.513

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.

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

22. Conclusion (summary)




(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)
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Clinical study report 4 21

available )

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

ATTENTO® PLUS 40/10/12,5

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

which has been or will be
registered

1) type of medicinal product,

Medicinal product with fixed combination

number of clinical trial

5. Title of clinical trial, code

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

has been conducted

8. Countries, where clinical trial

USA

9. Number of trial subjects

planned: 36
actual:29 (completed)

endpoints of clinical trial

10. Objective and secondary

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

and strength

13. Investigational medicinal
product, mode of administration

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

strength

14. Reference product, dose,
mode of administration and

Hydrochlorothiazide 25 mg oral tablet

15. Concomitant therapy

None

16. Criteria for evaluation

AUC, AUC, .t AUC%extr, Cmaxs Triax, Lambda Z, ti» and

efficacy CL/F
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 AUCq.;, AUCrapd Cfd. The AKOVA model
included sequence, treatment ardetiotd(as fixed effects

NTAMACKTHA A.B



TR
19. Demographic indices of i Overatt
. . (n =36}
studied population (sex, age, G v e
Female 6 (16.7%))
race, etc.) Ethniciey Hispanic or Latineg R (22.2%)
(N%) Not Hispanic or Latino 28 (77.8%)
T Asian 1(2.8%)
(N%%) Black or African American 27 (75.0%)
White B(22.2%)
Age Mean + S 310+ 7.75
m) Median (Min - Max) 30.8 (19 — 45)
Height Mean + SD 1735+ R47
{em) Median (Min — Max) 173.5 (156 — 18R)
Weight Mean + SD TRA + 12.578
(kg) Median (Min — Mux) 76.5 (54.0 — 104.8)
HN'I2 Mecan + SD 26.03 + 3.628
V'V__tta_fm_ Medinn (Min — Max) 26.22 (19.0 - 31.9)
20. Efficacy results Bnesar Treatment A Treatment B
Y Clawrin N=33 N=30
AUG,, (ngWmL)
Arithmetic Mean 48D 69769 + 1709.89 6776.1 + 1503.53
Geometric Mean (CV%) 67508 (26.8% 6617.3 (22.5%)
| Geomelric Mean
AUG, ., (ngVmL)
Arithmetic Mean +§D 71134 % 1748.65 6879.1 + 1506.23
Geometric Mean (CV%) 6896.2 (26.3%) 6721.5 (22.3%)
Ca (ng/mL)
Arithmelic Mean 45D 1070.1 +304.01 10851 + 306,40
Gcometrie Mean (CV%) 1028.6 (29.6%) 1013.6 (39.6%)
T (h)
Median (Min, Max) 1.9830 (0.983, 3.98) 2.000 (100, 4.00)
t (h)
Arithmetic Mean #5D 15835 + 61931 15.560 + 6.1679
CL/F (Lih)
Atithmetic Mean 8D 6.001 + 1.6977 6003 £ 1.3700
Treatment A Treatment B
Arwampioy N=33 N=30
AUCs, (sgumL)
Arithmetic Mean +SD 3504+ 127.09 364.7 £ 11024
Geometrie Mean (CV4) 338.0 (37.0%) 347.2 (33.0%)
AUC, . (ng.h/mL)
Arithmetic Mesn +SD 4100+ 170.89 41604 13930
Cleometric Mean (CV94) 378.7 (42.0%) 392.1 (37.2%)
Couy (ngfml)
Arithmetic Mean +SD 2.301 £ 2.0067 7.7%2 2 24615
Geometrie Mean (CV5) 7.027 (29.1%) 7.426 GLY%)
Tum (1)
Mgl (Min. Max) 7.017 (5,98, 16.0) 7.983 (5,98, 12.01
t, (h)
| Arithinetic Mean 450 44,36+ 10,765 4636 = 11313
CLF (L)
Atithmetic Mean :SD 2851+ 11213 2123 £ 10559
5 Treatment A Treatment C
Hydrochlornthlazide N=321 N=33
AUG,, (ag.VmL)
Aithmetic Mean +5D 1054.7 + 202.02 11278 425141
Geometric Mean (CV¥) 10364 (19.1%) 1102.0 {21.9%)
AUCyar (ng.mL)
Atithmetic Mean £SD 1081 4 = 202.63 11535 424921
Geometric Mean (CV34) 10635 (1R.7%) _ 1128.7 (21.3%)
Cous (ng/mlL)
Arithmetic Mean 45D 15RAG = 50,355 162,92 +45.449
Geometric Mean (CV4) 15038 (34.9%) 156.92 (28.3%)
Taas ()
| Modian (Min, Max) _ 1.742 100, 8.97) L9040y |
L, (h)
Arithmetic Mcan +SD 1151 + 1.6693 10.539 + 14503
CLIF (L)
Arithmetic Mean +SD 23,90 £4.426 226224718
| Arithmetic Mean £5D

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 TEAESs that were considered
related to the study drugs. Only 3 (8.8%) subjects in
Treatment C experienced TEAESs 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
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(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
this group of healthy male and female subjects.

Applicant (registration s .

certificate holder) 4/4“ M/W
(signatur £
__Dr. Kai Schumacher

L (full name)
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Clinical study report 5

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

ATTENTO® PLUS 40/10/12,5

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

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

None

16. Criteria for evaluation efficacy

AUCo-t, AUC, 0-Inf> AUC%@XH‘, Cmax, Tmax, Lambda Z, ti2 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.jast, AUCq pand Cppy for olmesartan,

amlodipine and hydrochlorothiazider The; | nK
JAG8HUKA

AAMACKIHA A.B




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

21. Safety results

. . ' .
19. Demographic indices of studied i —T
. Al Overall
(N =21) (N =20) N =41
ipopulation (sex, age, race, etc.) - prei TR RETG TR (0.5 SewIa
N(%a) Fomale 3(14.3%) 2(10,0%) 5 (12.29%)|
Aotieen Yo 1(48%) o L@ds
m Asian 0 2(10.0%) 2(49%)
Black or Afvican American 10 (47.6%) 16 (RO0PG) 26 (63.4%]
White 10 (47.6%) 2(10.0%) 12 (29,344
Ethnicity Hispanic or Latina 7(31.3%) 4(20.0%) 11 (26.8%]
N3 Not Hispanic or Latino 14 (66.7%) 16 (RO.07%) 30 (73.29%
Mean 34.5 30.0 323
Age +8D +7.97 +6.36 + 7.49
() Modian 38.0 RS 330
(Min - Max) 21-44) {22-42) (21-44)
Mean 176.2 179.1 177.6
Height +8D +10.30 +RS7 +9.49
em) Median 178.0 119.5 17R.0
(Min ~ Max) (156-198) (161-193) (156-198)
Mean $4.08 83.99 84.03
Weight +SD + 14,060 +13.379 * 13.560
(k) Median 82,70 85.50 £4.90
(Min — Max) (63.4-108.2) (61.2-106.5) (61.2-10R.2]
Mean 27.0% 26.16 26.63
BMI *SD + 3885 + 1384 +=3.634
(kg/m’) Modian 2881 26.68 27.25
(Min — Max) (19.1-32.0) (19.7-31,2) (19.1-32.0
= o e T — =i e
Tresimeat A Trestment B
20. Efficacy results Olmesariza e N-3
AUCu, (ag-himl.)
Arithmetic Mean £80 66318 = 177448 67442 & 1916,63
Geometric Mean (CVY%) 64289 (24.9%) HAIEN (24.6%)
AUC o (ng-RimL)*
Anthmetic Mean 4SD 6706 = 19198.62 K934 & 191187
Gieometric Mean (CV%4) 64947 (25.9%) B30T (24.0%)
Con (ngiml.)
Arithmetic Mean $8D 963 = 316,348 YR4R & 27097
Gieomatric Mean (CV%) 941.4 (31.8%) 9307 (28.0%)
[T
Median (Min, Max) 19531 (D941, 4.00) 1,742 (.00, 3.00)
TR
Anthaetic Mean #$1) IRAST = 102844 17,235 & 8. 1401
CLIF* (L)
Anthmetic Mesn £50 6381 = 15708 62274 13211
Treatment A Trestment B
Amiladipine N=3 N=30
AUC,, (ng /L)
Arithmetic Mean +8D 359.5 2 %0.69 A5LE29092
Goomwtric Mean (CV9) 3474 (28.1%) 3194 (29.1%)
AUC,.., (ngh/mL)
Arithmetic Mean +SD 406.5 = 114.61 3730+ 110,16
Geometric Mean (CVh) 389.7 (31.2%) 356.8 (31.7%)
Can (ng/mlL)
Arithowtic Mean +5D 7117 = 18022 6.797 £ 1.7252
Coometric Mean (CV%) 6.806 (26.4%) 6.601 (24.8%)
T th)
Median {Min, Max) R.OI7 (5.98, 12.0) 7.508 (6.00, 16.0)
t(h)
|_Arithmetic Mean 50 43.57 £ 10.973 43.15 = 8853
CLIF (L/h)
|_Arithmetic Mean 81 26.92 £ 9.289 2939 £ 9.366
Treaf nt B
Hydrochlorothiazide N‘:::“ A Tﬂ;‘:‘l;‘
AUC). (ng-h/mL)
Arithmetic Mean +SD 11771 +£234.22 11706 + 22905
| Geometric Mean (CV%) | 11520 22.1%) 1147.0 (21.4%)
AUCsur (agh/mL)
Arithmetic Mean +8D 1202.8 + 233,90 11952 + 22933
Geometric Mean (CV%) LI78.7(21.3%) 1172,0(21.0%)
Couss (ng/mLY
Arithmetic Mean +SD 186.48 + 53.543 177.05 +40.209
Giepmetric Mean (CV%) 178.48 (31.9%) 172.14 (25.5%)
Tous ()
|_Median (Min, Max) 14830 (0.983. 3.00) 15000 (0.983.300) |
tu (h)
Mu 10.843 + 1.7363 10457 + 12373
CL/F (L/h)
Arithmetic Mean +SD 21.70+ 5.130 21.81 + 5,126
—_— e — —

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®

25



plus Antacal® regimen,
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Clinical study report 6

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

ATTENTO® PLUS 40/10/12,5

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

healthy subjects.

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

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
conducted

USA

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

plus Antacal® (amlodipine besylate 10 mg)

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

15. Concomitant therapy

None

16. Criteria for evaluation efficacy

AUCO-‘[, AUC, 0-Infs AUC%GXU’, Cmax, Tmax, La.mbda Z, tlfz

and CL/F
17. Criteria for evaluation safety Number and severitymf TEAES, pHysical examination, vital
signs, 12-lead ECGs andlabbifatory measurements A’
LAMACKTHA R /4

/



18. Statistical methods An analysis of variance (ANOVA) was
performed on the In-transformed AUCq. st
AUCq.irand Cpay for olmesartan, amlodipine and
hydrochlorothiazide. The ANOVA model
included sequence, treatment and period as fixed
effects.

19. Demographic indices of studied e D e

i = 16) (=g N=11
population (sex, age, race, etc.) T T T3 (L3%] B
N(%) Female 4(25.00%) 3(188%) T621.9%)
- m”:“h::ﬁ':" 1(6.3%) 2(125%) 3(94%)
Net%) Asian | (6.3%) 0 1(3.1%)
Black or African American 10 (62.5%) 11 {(68.8%) 21 (65.6%)
White 4(25.0% 4(25.0% B (25.¢
Tiheiclly | Wispaie or Lafing vhrﬂﬂ_—ﬂﬁﬁ__ﬂ%ﬂ%
NS Not Hi or Lating 9(56.3%) 9(56.3%) 18(36.3%)
Mean Ll i il6
Age +8D + 785 + 1761 +762
(y0) Median 03 295 0.5
(Min ~ Max) 21-42) 23-45) (21-48)
20. Efficacy results T Tt 4 Troime B
AUC (ng'hmL)
Arithmetic Mean +SD 67105+ 1777.29 60433+ 145581
CGeometric Mean (CV%) 64038 (26.4%) 58740 (24.8%)
AUCsur (ng h/mL)*
Arithmetic Mcan +SD 65880+ 1732.22 6092.5 + 1483.37
Geomelric Mean (CV%) 6384.0 (25.7%) 5919.1 (25.0%)
Cau. (agmL)
Arithmetic Mean +$D 1006.5 + 337,39 899.1 + 27748
Cicometric Mean (CV%) 9574 (32.5%) 856.9 (32.9%)
To
Median (Min, Max) 2.000 (100, 4.00 1992 (1.00. 4.00)
tu (h)*
Arithmetic Mean +S0 21.022 + 14.2767 21874+ 14.6826
CL/F* (Lih)
Arithmetic Mean +50 64560+ 1.5728 6.961 + 1.7548
»\mladipl:; Trentnwmnt A Treatment B
N= N=3
AUC, ingrh/mL) )
Arithmetic Mean 25D JI56x 8T 3089 £ 79.03
_Geometric Mean (CV%) 3188 (28.6%) 3001 (24.6%)
AUCy (ngrh/mlL)
Arithmetic Mean 25D 3558 = 102.19 2383 £06.37
Geemetric Mean (CV) 3.2 (21.4%) 364ETIR)
Cogs (ng/mL) |
Arithmetic Mean 251 7.035 £2,0208 6,799 = 1.5532
Geometric Mean (CV) 6.779 (279%) E 6.631 (23.0%) )
T (h
Wican (Mis. Mex) B009 6,00, 12.00) 2,050 (4.00, 12.00)
by {h
:\ﬁc!,umlic Mean 8D 84326728 W41=7.517
CL/F (L)
Arithinetic Mean +8D 30.15 + 7.R63 31701366
B Hydrochlorothiszide Tmtm;:h\ ” o 'l‘rrl:lm;(i;ll; a
N= N =
AUCw, (ng'/ml.)
Arithmetic Mean 28D 1716423323 11884 + 247 64
Goomewic Mean(CV%) | 118900S%) | 11609Q21%)
AUCq (ag-h/ml)
Avsithmetic Mean 5D 1198.8 + 236.04 12120 267.40
_Gieometric Mean (CV4) N61@02%) | L8s2@16%)
Come L,
Nil':r'rl:t,;:hi‘mn 8D 179.96 + 54987 1739 £ 62.74
Geometric Mean (CV45) 132,13 (31.1%) 170.2 (31.8%)
Tyas (h)
Jiu_‘![;.ﬁ  (Min, Max) 1.5000 (1,967, 4.00) 1,5000 (0983, 300) |
";‘\Emmmic Mean £81 10.831 = 1.3403 10508 = 1.3201
| CLJF (L/h)
| Arithmetic Mean +SD 2168 =4474 21.55 + 4491
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 TEAESs 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
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Clinical study report 7

erame of medicinal product
(registration certificate No, if available

)

ATTENTO® PLUS 40/10/12.5

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-8663-A-U111

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

None

16. Criteria for evaluation efficacy

AUCO-tv AUCO-Ian Cmax; Tmax: kels t1/2

17. Criteria for evaluation safety

Adverse events, clinical laboratory measurements,

NPEACTABHUK
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ECGs.

vital signs, physical examinations and 12-lead

18. Statistical methods

90% ClIs for the difference between treatment
LSMs were derived from the Analysis of Variance
(ANOVA) on the In transformed PK parameters
AUCq.t, AUCp.nrand Cyex for olmesartan and
amlodipine in each cohort.

. . . . Cabare i
19. Demographic indices of studied T e — o] e
opulation (s e t ;
Male D6 (R
population (sex, age, race, etc.) o | Basrn T
Hisck 33 22Re%) 17367 s 39 (usary)
T Cescacian | 4(17.4%) 2240 o000 o gz | mpes)
Hispanic 07400 3@ e L] e LITEEE S
Shher o (1] o 1035005 26790 203.¥)
Naan i34 36 n3 o 303 TE]
£ S04 =48 a2 o8 X7 ] vy
Ageom Modiun, 32 3 a2 £ 29 N4
Nhiaimm n 20 0 1% " "
Maxiomern 4 4 a3 n 45 43
Mosn 175.43 [EXE 1T2ay 11700 [ET) 1750 1737
s THK8 4 .08 7084 X3 R e
Height remy Median 176 163 m 17es 182 1708 1”8
Misimam 156 (£ 15 108 156 156 154
Maxisem 93 1ex 193 5% m 18 v
Nain TN o AT w24l XXy w034 a1
sh ThEA 12919 1nes 11901 11337 12948 12308
Weight (kg) | Madian 4 HiLG L X ELT LS E) 0 T8
Mndmam 0.4 sus s i s 51 303
Muximan a1 =7 IR 1016 2 10186 103.1
e 2873 Iy 204 3037 2483 260 X0
s 3478 3634 Lmy a7y asu7 3411 154K
BMI ') | Modisn w7 2nas 9 2 ELER] 3589
Abasmom 214 194 19x 213 198 il Y]
Marusen 3Ly any Mis 04 s 32
20. Effic ults St
icacy result e - —
(= 30) (n=30)
AUCyq fng-ml)
Asithmetic Meaa 45D INT14 4 073K 17380 & 9102
Cioommitic Mean (CV) 18247 (23.9%) 1.3 (2000
AUCy 4 (ng Wiy
Arithmetic Mean 150 1901.9 & sd.11 17703 & S0k
Giavaneiric Mean (CV%) 18321 {20.1%) 1734.5¢23.3%)°
ALCu f AUCen
Arihinic Yean +81) QL9K3T & UL Y08 A.9%38 5 LiRIE"
Cou, (ng'ml.)
Arithmetic Mean 250 347.5 2 8000 M0 W53
Georoctric Mean (CV4) AIR0{25%) 23311
Toa (W)
Mudian (Min  Man) 13590100 20) 2000 (1040 402)
Tisgh)
Arithmatic Mem $50 14324 £ 7,549 13,639 & S.0088"
Cabart 2
Olmesartan Trestment C Trestment D
fa=2% —(n=1%
ALCycfugh/ml)
Arithmetic Mem 180 9949 £ 178210 S1x32a 12008
Gioomewic Mean (CV*5) ST60.5 {39 2% 33241 26t
ALC, s g Wnad §
Avithmanic Mean 180 BIERT = 1T09.50" Sa91.33 102008
Cisamemic Mann {UV%) S942.1 28.2%)° 3225.7 (26.3%)
ALC T AL s
Atithmutic Meon 350 9L = Q01882° L9809 + 0.01 636
o (gimi)
“Atithmaric Mean 50 9T 2auds HE91s 8238
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21. Safety results

o 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 S mg) was bioequivalent
o co-administered Olmetec® 10 mg and Antacal®
5 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)

10 mg under fasting conditions.

A

(signatz(e) £

|__Dr. Kai Schumacher
(full name)
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1. Name of medicinal product (registration
certificate Ne, if available )

ATTENTO" PLUS 40/10/12,5

2. Applicant

Menarini International Operations Luxembourg S.A.,
Luxembourg

3. Manufacturer

Daiichi Sankyo Europe GmbH, Germany (Manufacturing “i
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 I

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

conducted

9. Number of trial subjects 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.

of administration and strength

13. Investigational medicinal product, mode

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. (Ionnglatﬁqnﬁ)k WK k£

SAGBHAKA
TAMACKIHA A.B



15. Concomitant therapy

None

16. Criteria for evaluation efficacy

AUCo-[nf, AUCQ_;qc, Cmax, kel and tyz for the CsS-
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

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

ILn-transformed AUCU.iqc, AUC.prand Cppay
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.

ALL SUBJECTSB

TOTAL

N (%) as {100%)
GENDER N (%)

MALE 17 (S2%)

FEMALE 16 (48%)
RACE N (%)

CAUCASIAN =2 {38%)

BLACK 14 {42%)

ASIAN 1 {3%)

HISPANIC s {15%)

OTHER 1 (8%}
FRAME SYZ2E N (%)

BMALL 2 (8%)

MEDIUM as (¥8%)

LARGE s {18%)
AGE (yr)

MEAN (3D) 28.8 ( 7.87)

RANGE 18.0 - 44.0
HEXIGHT (in)

MEAN (50) 8.0 ( 4.07)

RANGE 88.0 - 73.0
WEIGHT (1b)

MEAN (3D) 158.1  (28.88)

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.iqe, AUCq.1nrand
Crux, 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 AUCq.q0, AUCq.pns
and Cmax, r€spectively between formulations C
and B, and the 90% CI for all 3 ratios were
contained well within the bounds for
bioequivalence.

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.

21. Safety results

10 TEAESs 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

[PEACT2BHYK
3A9BH UKA

HKAM, LA : /

I
x
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(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

One subject who experienced 14 of the 23
TEAE:s after receiving formulation B was
withdrawn due to nausea and vomiting. No
serious TEAEs were reported.

nausea were the most common TEAEs overall.

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

The 90% CI surrounding the ratio point
estimates for AUCq.q¢, AUC)prand Cpay for
RNH-6270 and for HCT all were within the
standard bounds (0.80, 1.25) for
bioequivalepce.

(CS-866 investigational tablets + HCT tablets).

Applicant (registration certificate holder)

(signéture) /

_Dr. Kai Schumacher

(full name)
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1. Name of medicinal product ATTENTO® PLUS 40/10/12.5

(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 product, which  |Medicinal product with fixed combination
has been or will be registered

5. Title of clinical trial, code number [866-138
of clinical trial

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 |

7. Period of clinical trial 18 Dec 2002 to 07 Jan 2003

8. Countries, where clinical trial has |USA
been conducted
9. Number of trial subjects planned: 42

actual: 38 (completed)

10. Objective and secondary endpoints|To determine the bioequivalence of the market-image, single

of clinical trial 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 Hy.

I1. 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, (Treatment C: 40/12.5 mg CS-866/HCT market-image

mode of administration and strength  [combination tablet, single dose, p.o.

14. Reference product, dose, mode of [Treatment A: 40 mg CS-866 investigational tablet + 12.5 mg
administration and strength 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 AUC).1n5, ALCH 40 Cia Toisn, kd, t1p.of 6270 (the active
metabolite of CS-866). f PE E tl2 f{ Eﬂlﬁlﬁ
j [ [ ¥




17. Criteria for evaluation safety

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

18. Statistical methods

Ln-transformed AUC.1qc, AUCy.1nr and Cppae Were
analyzed by ANOVA. The treatment differences and
their corresponding 90%CIs were obtained from the
analyses and were exponentiated to obtain treatment

bioequivalence ratios and their corresponding 90%
Cls.
19. Demographic indices of studied P —
1 ToraL
population (sex, age, race, etc.) = G
GENDER N (%)
MALE a7 (Ga%)
FENALE 15 {aewy
RACE W (%)
CALUCAETAN az {78%)
BLADK a (7%}
AS1AN 2 5%
HISPANIS >3 17}
ATHER * 2 (6%}
FRAME SIZE N (%)
SwaLL 4 ¢ 10%|
NESTUW L -] 2L Y]
LARDE e C189%)
AGE yr}
MNEAN S0 28.4 (7.50%
RanuE 18.0 - a4.D
HEIGHT (inj)
vEAN (5D) 69.1 {4.17)
RANGE 0.4 TE.0
WETQHT ({1b)
WEAN (SD) 104.1 Jas.er)
RAKG E 118,40 -218.a
RNH-6270 PK Parameters i
20. Efficacy results Treaiment A Tresiea s Treatmeni €
Parameter (n=40)" (n=10)" (n=40)'
Mean (SD) Mean (SD) Mean (SD)
Geomean (%CV) Geomean (%CV) Geomean (%CV)
Median __Median Median |
AUCyy 6632.70 (1704.33) 6601.34 (2056.43) 6362.25 (1523.58)
{ng.vmL) 6406.51 (28.04) 6312.44 (30.75) 6188.20 (24.21)
—— | 662880 | 631193 8137.50
TTTAUC, . 6758.62 (1698.51) 6742.66 (2090.74) 656904 (1587.33)
(ng.Wml) 6539.03 (27.22) 6445.73 (30.99) 6384 67 (24.62)
E— — - . 6609.46 634209 |
- 104,08 (289.24) 1050.03 (331.47) 1070.66 (269.76)
(ng/mL) 1010.07 (28.89) 1006.03 (29.67) 1038,95 (25.12)
989,36 977.20 98531 |
| Can/AUC, (1) 0.16 (0.03) 0.16 (0.03) 0.17 (0.03
o (hrs) 20 S AR R 2
Tz (hrs) 19371 (1557) 1903 (13.39) 21.44 (31.02)
13.44 13.87 14,30
Parameter Treatment € vs, Treatment A‘ Treatment C vs. Treatment Ill
Ratio Point Estimate (90% C1)! | Ratio Poin Extimate (0% CI)
I AUCue 170070090, 104) 0.97(091, 1.05)
AL, 098 (081, 1.05) 009 (092,108
Cna L0386, 111) | 103(096, LI
. CandAlCe, 105(100,1.i1) 104 (0.98, 1.10)
R e MCTE R Pavometers,_
Parameter Treatment A Treatment B Treatment C
(n=40)' (n=40)" {n=40)"
Mean (SD) Mean (8D) Mean (SD)
Geamean (%CV) Geomean (%CV) Geamean (%CV)
Median Median ian
AUC‘“‘. 493.4] (100.12) 48924 (121.77) 472,11 (108.48)
(ngiml) 483,51 (20.74) 475.07 (24.86) 460.60 (22.71)
N 481.93 47122 456.24
“TTAUC,. 541,88 (95.04) 541,54 (120.93) 521.79 (104.98)
(ng.WmlL} $33.54 (18.11) 330,08 (21.92) 312.02 (19.74)
331.93 " ..~ . [ —
Lo 8039 (21.71) 79.98 (29.71) 7818 (221
{ng/ml) 77.67 (27.64) 74.76 (33.09) 7524 (28.63)
78.29 7146 76.01
| ConfAUC, (1) | 015 (0.03) .14 (0.03) 0.15 (0.03)
— .]'.,.,-‘;‘hﬁf\— i75 i.75% 1567
Ty (hrs)y 9.63 (1.83) 10.18 (1.72) 10.01 (1.90)
9.60 10.07 998
Parameter Treatment C vs, Treatment A | Treatment C vs. Treatment B
Ratlo Poiat Estimate | Ratio Point Estimate (30% CI)'
B R — 0.95 (0.90, 1.00) i 0.97(0.92, 1.03)
AUC,. 0.96 (0.92, 1.00) i 0.96(0.92, 1.01)
Com 097 (0.90, 1.04) | 101(093,1.08)
Cpu/AUC, ., 1.01 (0.95, 1 07} 1.04 (099, 1,10)
IPEOrTen U
NPENCTABHUK
JAQAMU K
< il \ A
DAMRACI2 1 LA
~AOALNTRA ALB
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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 RNH-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 European clinical supply (treatment B).

Applicant (registration certificate
holder)

(signapfre) /
__Dr. Kai Schumacher

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

ATTENTO® PLUS 40/10/12,5

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-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 III

7. Period of clinical trial 02 May 2005 to 09 Jan 2007
8. Countries, where clinical trial has been [USA (172 study sites)
conducted

9. Number of trial subjects planned:1684

actual: 1400 (completed)

10. Objective and secondary endpoints of
clinical trial

Period III (open-label extension period):

* 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

Double-blind treatment — Period IT (day 1 to

BCTBHUK

NPEAC!F
IAABAWRA

mean SeDBP >95 mmHg and <120 mmHg at the
LAMACKIHA A.B /ﬁ

randomization visit 3.
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week 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.

Open label treatment — Period IIT (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.

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

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

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

OM 40 mg + AML 10 mg

OM 40 mg + 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

NPZACT/BHUK
IAABHAKA
TAMACKiHA A.B
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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.

ic indi 3 Patients Entering Period 111
19. Derr'lographlc indices of studied A e
population (sex, age, race, etc.) Ags (yen) ik

| Mean (SD) S4.1410.9%)
Age Group (n, %)°
<65 years 1383 (80.3)
268 years and <75 years 2TT{16.4)
278 yewrs. 332
Ciendder (n, %)
Male 97350
Female 757 (45.0)
Tthadeity (a. 92
Hispasic or Lating (27
Not Hispanic of Latina 1468 (87.2)
Race {n, %)
Caucasion 1205(71.6)
Black A3 (245
Asian B
Amgrican Indian/Alaskan Native 10(0.6)
Native Hawadion Pucific Islander 1oy
Other 31{1L.K}
Weight (kg)'
N 1653
Mean (SD) 98142117}
Theight (cm)
N 1672
Mem (SD) 1702(10.40}
Body mass index (kg/m’) "
N 1671
M (D) 334 (7.08)

20. Efficacy results

Table 7: Seated Diastolic Blood Pressure (mmiHg) by Week and Dosing
Reglmen — All Patients Entering Period I1

0N OV
OMdW 0N AMLIOY AMLIW
Week AMLS AMLI® NCTZI2S HCTZ2S Other*
Hascling’ =
N 1683
Mean 2 5D 101.5£4.97
Week 10
N 1630 1 3
Mean £ 5D 860£92% | 928+807 7532381
n(%) o BP goal M2 (483) {18y 3(1o0.0)
1
N [ 3 17 (]
Mean £ 5D KL1£769 | RLO£H26 | 9262788 251755
ngﬁiimnrﬁ' s3(729) | 2470388) 103.1) 10 (71.4)
N 97 a5 E) 30 n
Memn 1 8D 8172768 | BL7£798 | RSR:RAT | RS02739 ®A£750
(%) to P goal* S26(788) | 247 (368) 143 (37.1) 1(233) 13(59.1)
Week 26
S6d kT 308 232 3
Mean £ SD 91771 | R24£761 | Kl62KIl | ESO+N09 1804715
n (%) to BP gaal® 4098 | 271180.3) 167(542) 68 (29.3) 15 (484
N (L] 160 i) 316 7
M 1 S1) WI£761 | RLT£730 | KLS:748 | m3TERoN SLALRI2
(%) o BP poat® 412(86.0) 268 (144) 192 (68.8) 131{LS) W(623)
Weck 43
L] 13 bL R I | (] 7
Mean £ SD 02£701 | W0.5£767 | 801752 | s25:842 8969
n{%) to WP goal’ 37w9%) | 2exs00) | 19071 188(82.1) I5(8)
Weck 53
iz 1] N 2 %
Mean 15D TO8L751 | RII£756 | RO.S:H49 | s272m3R 9.1 29.64
| 5.(%) 1o P goal’® 335(862) | 2440 | 17106800 | 1s0sy
Wk SYET
N 535 378 W7 419 6
Mean 1 8D 810:846 | NL4LRM | RLOZATS | midzam 942990
(%) Io BP goal® 420 (80.0) 267 (70.6) 191 (66.6) 194{46.3)
Week S3Followup
N I 303 FIH] 363 i
Memn £ SD R6190) | 8432907 | 88021041 | %742985 | R4Ssl004

M‘Mlnl.l'l'gra‘_f 263 (66.1) 172 (56.8) 10 I_CMN.M IN;!,!.ZI ._H(H‘I_.!!

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

* Atotal 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.

* A total 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.

¢ Atotal 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
cohort achieving treatment goal. The mean BP
for the total patient cohort at week 52 was
131.2/81.9 mmHg. 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)

(signatlre) o/
|_Dr.’Kai Schumacher
- (full name)

7 7 )
Ll e St fonrm

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

MPEACT/CHAK
JAABHAKA
IAMACK IHA A.8
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HonaTtoxk 30

1o Ilopaaky npoBeleHHs eKCrepTH3H
peecTpauiiiHux MaTepialis Ha JiKapchki
3ac0o0M, 1110 MOJAIOTLCA Ha JEPIKABHY
peecTpallito (epepeecTpariro), a TaKoxK
EKCIIEPTHU3H MaTepiaiB PO BHECEHHS
3MiH 10 peecTpaniiinux marepiatie
NPOTArOM il peecTpaliiinoro
MOCBITYEHHA

(nyHKT 4 pozginy IV)

3BiT npo kainiune Bunpobysanns 1

1. Hazea nikapcbkoro 3aco0y
(3a HasIBHOCTI - HOMEp

ATTEHTO® [UIIOC 40/10/12,5

peecTpauiifHoro

[OCBiIUEHHS)

2. 3asBHUK Menapini lurepremonan Onepeiimonc Jlrokcembypr C.A., Jliokcembypr
3. Bupobuuk Maiui Cankio FOpoyn I'm6X, Himeuunna (Bupobuuureo “in bulk”,

MaKyBaHHs, KOHTPOJIb Ta BHITYCK Cepif)
Beprin-Xemi AI', Himeuunna (makyBaHHs, KOHTPOIIb Ta BUIYCK cepiii)
Menapini-®on Xeiinen I'm6X, HiMeuunna (KOHTpob Ta BUITYCK cepiif)

4. IIpoBeneHi TOCTiPKEHH:

TaK

1) TMn nikapcekoro 3acofby,
3a IKMM IpoBoAMIIacs abo
[IAHYETHCS peccTpaLis

Jlikapcbkwuit 3aci6 3 dikcoBaHow KombiHaLie0

5. ITorHa Ha3Ba KJiHiYHOTO
BUNPOOYBaHHS, KOJOBAHHI
HOMeEp KJTiHIYHOrO
BUNIPOOYBaHHA

CS8635-A-E105

Binkpure, dazu I, B wotHpu nepioau, nepexpecHe M0CHiLKEHHS 3
BKJTFOYEHHSM 3/I0POBHX BOJIOHTEPIB /18 OLIHKH G10€KBiBaI€HTHOCTI
HalBHIIOT Ta HalHMK4YOT o3u mpenapaty CS-8635, npusHaueHoro 11s
KOMEPLIHHOrO BUKOPUCTAHHSI, 3 TIPETIApaToOM IIOPiBHAHHS, a TAKOX
nponopuitiHocti 103 CS-8635, npu3HaueHoro /s KOMepLiifHOro
BHKOPHCTaHHA.

6. @aza KIiHiYHOTO
BUNPOOYBaHHS

Daza 1

7. Ilepion npoBeeHHs
KJ1iHIYHOTO BUTPOOYBAHHA

3 29 repecHs 2008 o 03 Gepesus 2009

8. Kpainu, ne npoBoauiocs
KJliHIYHEe BUIPOOYBaHH

[lipnivna Ipnanmis

9. KinbkicTh JOCHiMKYBaHHUX
MaLieHTIiB

3arn/1aHoBaHo: 72
dbakTuuHO: 57 (3aBEpLIMIN yUaCTh)

10. Mera ta BTOpUHHI 1ii
KJIIHIYHOT O BUNPOOYBaHHS

[lepsunna: nopiBHAHHsA GapmakokiHeTnunux (PK) xapakTepucTHk
onMecaprany (OM), amnoauniny (AMJI) Ta rigpoxnopriazuay (I'XT) npu
npuiiomi B popmi npenapaty, NpU3HAYEHOr0 /11 KOMePLiHHOro
BrKkopucranus (KII), Ta nBox npenaparie nopiBHSIHHS 3 BMiCTOM aKTHBHHX

peuosun 40/10/25 (OM/AMII/TXT) Ta 20/5/12,5 mr.

cacmietak  TTEPEKITAL
(At BIPHY,
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BTopunHi: ouinka nponopuiiinocti o3 KIT CS-8635 npu mpuitomi asoma
nosamu; oninka ®K xapaxrepuctux I'XT npu npuitomi B cknai
Kiiniunoro npenaparty nopisuanna I (benikap I'XT ®) ta kiiniunoro
npenapaty nopisusaHus 11 (FXT) mis ouiHki Ge3neku Ta mepeHoCHMOCTi
CS-8635, KII, npu npuiioMi HaMBHUILOO Ta HARHKKYOK 103aMH (Bl a

HID).

11. Muzaiin KaiHiYHOrO

@asu 1, pigkpuTe, B 4 nepioau, nepexpecHe AOCTIKEHHS.

BUIIPOOYBAHHA
12. OcHogHi kpuTepii YyacHukamu GyJM 310pOBi HOMOBIKH Ta XKiHKH, BikoM 1845 pokis.
BKJIKOUEHHS YyacHuUi OyM CTEPUIBHUMU, TIC/ISt MEHOMAY3H UM KOPHCTYBAJIHCH

HaNCKHUMU POTH3AIIIIIHUMH 3ac00aMu.

13. NocnimxyBaHuii
niKapceKuit 3aci6, croci6
3aCTOCYBaHHsI, CHia Jil

Lpuiiom A, KII-BJI: CS-8635, 40 mr/10 Mr/25 mr, nepopaibHO, O/iuH pa3
Ha 100y.

[puitom b, KII-HJI: CS-8635, 20 Mr/5 mr/12,5 Mr, nmepopaibHoO, OauH pa3
Ha no0y.

14. Ilpenapat nopieHsHHS,
no3a, crnocid 3acTocyBaHHs,
cuna mii

[Ipuiiom B, npenapar nopieusinus [, BJI: Benikap ® I'XT, 40/25 mr,
Amnrakan ®, 10 mMr, nepopansHo, OJMH pa3 Ha 100Yy.

[Ipuiiom I', npenapar nopieusuns 1, HI: Benikap ® I'XT, 20/12,5 wmr,
AnTaxan ®, 5 Mr, IepopaibHO, OIHH pas Ha 100y.

[Ipuiiom JI, npenapat nopieusinus I, BIT: Aszop ® I'XT, 40/10 mr,
rigpoxjopTiasum, 25 Mr.

[Ipuiiom E, npenapar nopisusunst 1L, BJI: Azop ® I'XT, 20/5 mr,
rigpoxmopriazun, 12,5 mr.

15. CynyTHs Tepariis

BincyThs

16. Kputepii ouinku
edexTuBHOCTI

3nauenns 90% noeipuoro inreppaiy (/II) crniBBigHOEHHS FreOMETPHYHHX
cepenix Haifimenmux kaapatiB @K nmapamerpis AUC a5, AUCqinTa Crax
KOJKHOI 3 aHa/li30BaHUX akTHBHHUX pedoBuH (OM/AMJI/I'XT) B ckiani
npenapaty CS-8635 B hopmi 11t KOMepLIHHOIO BUKOPUCTaHHS, Ta
[peraparis MOpiBHAHHS, 3 BiANOBIIHUM BMiCTOM aKTMBHHX PEYOBHH.

17. Kpurepii omiHku Ge3nexku

Ouinka Oe3neKku rpyHTyBalach Ha JaHHX 010 HeGaKaAHUX SBMIL,
pe3ybTATIB KIIHIYHHX N1a00paTOPHUX aHAaMi3iB, TOJOBHUX MOKAZHUKIB

T o [ mE Vg ol
I 074N §

PKATTEAIAJIbHOCTI OPraHi3My, pe3yiibTaTiB TiKapChKuX OOGCTEKEHD Ta
0OCTEKEHD.

18. CratucTiani meTogu

[lucnepciiinmii ananiz (ANOVA) 3 ypaxyBaHHAM H0CJ1iZIOBHOCTI,
npenapary Ta nepiofy B sikocTi axropie. Koxkna Mozess gucnepciiHoro
aHajli3y BK/IIOYANa PO3paxyHOK HaliMeHIuX cepeHix kpaaparie (HCK),
pisHuui HCK npu npuitomi pisHux npenapatie Ta cTaHaapTHOT TOMHIKH
i€l pi3HHMIIi.

19. I[emorpa(biq}]i Jemorpadiuni mapamerpu Koropra I Koropra IT B uitomy
p . B uinomy B uistomy
OKa3HHUKH O0CJI1 BaHOI1
7 asm o (f:lT aTbﬂ;{;i aca Crarb Yonosiua 27 (75.0%) 26 (72,2%) 53 (73.6%)
nony) . AT gy Kinowa 9(25.0%) 10 (27.8%) 19 (26.4%)
TOLIO -
Etniuna ) He _ . , ,
NIPHHATEKHICTh T — 36 (100,0%) 36 (100,0%) 72 (100,0%)
N (%) i
Pacosa Yoproukipi 1(2.8%) 0 (0,0%) 1(1,4%)
;p(’f,z?”e“““m’ Crponetii 35 (97,2%) 36 (100,00%) |71 (98.6%)
NPz 4CT/CHIAK
IAABHUKA
LAMACK IHA A.B
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176.5 (157 — 194)

174,0 (151 191)

Cepemiti=£CB__ [28.9 + 6,62 28,6 = 7,80 28.7%7,19
Rk (powin) r;(f;‘“a Gl = 170(19-45)  [285(18-44)  [27.5 (18-45)

Cepemniti £ CB__[175,4 + 8,49 17234944 [173.8 9,05
3picr (cMm) Meniana (Min —

Makc) 1750 (151 — 194)

Cepenns = CB 76,84 £ 11,431 74,60+ 12,930 75,72 £12,169
Maca Tina (xr) |Meniana (Min — 78,20 (56.8 — 76.95 (44,0 — 77,75 (44,0 —

MaKc) 108.6) 95.4) 108.6)

Cepenniii = CB 24,944 +£2,9188 24,955+ 28389 (24,949 + 2 8588
IMT (kr/M®)  [Meniana (Min—  |25,045 (18.,55— 25,260 (19,30 — (25,090 (18,55 —

MaKC) 29.,89) 29,92) 29.92)

20. Pesynbraru
e eKTHRHOCTI

Craructnane nopisusnaa @K napamerpis IXT npu npuiiomi KII CS-8635
BHCOKOI0 103010 Ta Npenapary nopiBHsaHHs — Koropra I

= CniBBigHomEeHHSA
I'eomerpuune cepeane naiimeHmux
g FGOMETpH'IHOFO cepeﬂ“bﬂro

KBagpaTiB :
Tapamerpu HaliMEHUINX KBAaApAaTiB

Ipuiiom A puiiom B |Ipuiiom I

Hocnimxysanuii [T 1 I 1 — AL
AUCpy 101,66 96,50
(er*rop /) |1192 1133 Ti94 (96.83 — 106.73) |(91.83 — 101,40)
AUCou 101,57 96,58
(er*ropdany | 117" 4 1l (96,86 — 106,51) |(92.02 — 101.37)
Crnax (HI/MT) 103,11 103,25

183,6 1761 177.9 (94,13 — 112.95) |(94.01 — 113.39)

CraTucruune nopisusinas ®K napamerpis IXT npu npuiiomi KTI CS-8635
HH3BKOIO 103010 Ta Npenapaty nopiBHAHHs — Koropra 2

I'eomeTpuyne cepenne HaiiMeHIIHX

CniBBiaHOILEHHS TEOMETPHYHOTO
cepeHbOro HaliMeHux

Tapamerpn i KBagpartis

R el R
élggfﬁ.fm) A6%5 s 60,5 ?975,533_101,69) (1;)603‘-4& 104,61)
&g’goéin".fm) AR 3974 580,5 (9;41?191-—101,84) ;9060g95 — 104,76)
o (i) 106,32 e

91,90 86,44 80,94 (19;7(;,,313; = 0 0 053,515

Cratucruute nopisusuus ®K napamerpis TXT npu npuiiomi npenapary
NOPiBHSIHHA BHCOKOI0 103010, Mo 25 mr I'XT, Ta npenapary Benikap I'XT*, 40/25
mr — Koropra I

Teonmerpunne cepennc nalivemmnx Crissiznomennn

apaverp e Tiipwiow e gt (R s
Hocaimxysauuii [ITIT 90% 11 (%)

é{lgg.;;mﬂ) i Lp 9025 - 99.83)

ag&;f/m) LS 129 ?956?592 ~99.89)

Fms T 11781 171.9 (19? 101]: ~110,02)

Cratnctuyde nopisusanna ®K napamerpis I'XT npu npuiiomi npenapary
nopisasnua HU3BKOIO no3o10, no 12,5 mr I'XT, Ta npenapary Benixap ITXT*,

20/12,5 mr — Koropra 2
I'eomeTpuyne cepeane HaliMenmux CriBBignomenus
n " KBajAparis reOMETPHYHOIO CePeHbLOT0
AR IIpuiiom B Hpuiiom /I Haiimenmnx kpaaparis (I'VE) Ta
Jocaimkysanuii |11 20% /I (%)
AUC 102,92
(ar*ron/un) |°768 2005 (98.78 — 107.22)
Vi TSI Y Y T
NPZACT/BHUK HiePERITAL
LA ) ] i P
SAABHUKA IPHY,



46

AUC s 102,92
(Hr*roz./mi) Rhlg S8ll5 (99.02 — 106,97)
Cinax (HI/MIT) 106,78

i B4 (97,88 - 116,50)

21. PesynbTaty oLiHKH
Oesnexu

Bunaznku cmepti Ta CHA B nepioa nocnimkenns Gynu Bincyrsi. B Lizomy,
59 yuacHukiB nosinomumi po 263 HSI B nepion yuacti B gocimkenni. 3
KoropTH 1 mpo 137 nebaxkanux sieuiy nosizomus 31 yuacHuk, Ta, B
Linomy, 28 yuacHukie 3 koropru 2. Hebaxxanumu sevimamu B nepion
y4acTi B AOCTIKEHHI, PO AKi MOBixoMIANH HalfyacTiwe, OyJM roJIoBHMIA
oine (37,5%), 3anamopouenns (33.3%), Ginb B ropai (20,8%), Hynora
(16,7%), kawens (15,3%) Ta 3akiageHicTs Hoca (12,5%).

22. BucHOBOK (pe3rome)

KIT CS-8635, npu npuiioMi BUCOKOIO 103010, € 510eKBiBaIEHTHHM
npenaparty nopisHanHs, benikap I'XT ®, 40/25 mr, B komGinawii 3
npenapaToM Axrtakan ®, 10 mr, Ta npenapary nopisHanHA Asop ®, 40/10
Mr, B koMOiHawii 3 I'XT, 25 mr.

KII CS-8635, npu npuiiomi HU3bKOI0 103010, € GioeKBiBaTEHTHIM
npenapaty nopisHAHHA, Benikap [XT ®, 20/12,5 mr, B koMGiHawii 3
npenapatoM Axrtakan ®, 5 mr, Ta npenapary nopisHsHHA Azop ®, 20/5

Mr, B KomOiHaii 3 I'XT, 12,5 mr.

3asABHUK (BJACHUK
peecTpauiiinoro
[IOCBiIYEeHHS)

(mimmuc)
H-p Kaii Illymaxep (Dr. Kai Schumacher)
(IL 1 B)

wl Ve W,
=K/ TA

ﬂPE&E&g;HMK
3AABHUAKA o
LIAMACKIHA A.B BIPHI

(VN V)
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3BiT npo KaiHiYHE BUNpOOyBaHHs 2

1. Hasga nikapcskoro 3aco0y
(3a nasiBHOCTI - HOMep

ATTEHTO®ITJTIIOC 40/10/12,5

peecTpalifiHoro

[OCBiTYECHH)

2. 3asBHNK MeHapini Intepremonan Onepeitmonc Jliokcem6ypr C.A., Jlrokcembypr
3. Brupo6uuk Jlaiui Cankio FOpoyn I'm6X, HiMeuduna (Bupo6HHITBO “in bulk”,

MaKyBaHHs, KOHTPOJIb Ta BUITYCK Cepiif)
Bepnin-Xemi AI', Himeuunna (makyBaHHs, KOHTPOIIb Ta BHITYCK cepiif)
Menapini-®Don Xeiinen I'm6X, Himeuunna (KoHTpons Ta BHITyCK cepiii)

4. IpoBeneHi qocnimKeHHS:

TaK

1) Tin nikapcekoro 3acofy,
3a AKUM [IpoBoAMIIacs abo
[IAHYETBLCS peecTpaLlis

Jlixapebkuii 3aci6 3 dikcosanoo KoMGiHaLicO

5. IloBHa Ha3Ba KJIHIYHOTO
BUITPOOYBaHHS, KOAOBaHHH
HOMeEp KJTiHI4HOIrO
BUNPOOYBaHHS

CS8635-A-U106

PannomizoBaHe, BiIKpUTe, B Ba MEPiojIH, NepeXpecHe AOCIIIKEHHS
BIUIHBY ki Ha CS-8635, npenapar, npusHauenuii 1ns KoMepIifiHOro
BHKOPHCTaHHs, PH NPHI OMI 3J0POBUMH BOJIOHTEPAMH.

6. ®aza kniHiYHOrO
BHIPOOYBaHHs

Daza |

7. Ilepion npoBeneHHs
KJIiHIYHOTO BHMPOOYBaHHS

3 07 sxoBTHs 2008 o 04 nmucronana 2008

8. Kpainu, ae npoBoaunocs
KJIIHIYHE BUNPOOYBaHHs

CILIA

9. KilbKicTb JOCHiIKyBaHUX
MauieHTiB

3ariaHoRaHo: 34
paxTruHO: 33 (3aBepmiIn yuacTs)

10. Meta Ta BTOpUHHI wii
KJIIHIYHOTO BUTTPOGYBaHHA

Hepeutna: nopisnsanusg @K OM, AMJI ta I'XT npu npuiiomi B popmi
KombiHoBaHoro npenapaty CS-8635, KI1, Haii6insworo go30m0 (40/10/25)
(osMecapTany Me0KcoMia / amnoauniny Gecinat/ riqpoxnopTiasum) micius
iKi Ta HaTILE.

Bropunta: ouinka Gesneka Ta nepeHocuMocTi KOMGIHOBAHOrO penapaTy
C58-8635, KII, nn pHiioMi GLIBIIOK TO3010 Mic/ii DKi T4 HATIIE,

e

Han

pH I

11. Tuzaitn KiaiHI4HOTO
BUTIpOOYBaHHs

OnHOLEHTPOBE, , BIIKPUTE, PAHIOMi30BaHE B JBa NEPiO/IH, IepeXpecHe
nocaipkenns ¢asu I nis ouinky BiumMBY 1Ki Ha GiogocTynHiCTH
npenapary CS-8635 npu npuiiomi 310pOBHMH BOJIOHTEPaMH.

12. OcHoBHi KpuTepii
BKITOYEHHS

3710pOBi y4aCHHKH 40JIOBIYOI Ta JKiHO4OT cTaTi Bikom 18-45 pokis
(BK/II0YHO). YyacHHI noBuHHi Gy.in GyTH XipypridHo crepunizoBaHiMH, B
1epiojl MOCT MEHOMNay3H Yi KOPUCTYBATUCH HAEKHUMH MPOTH3ATLT THAMH
3acobamu.

13. HocnimkysaHuii
miKapchKuii 3acid, crmocio
3aCTOCYBaHHS, CHJIa Ail

[Ipuiiom A (MopiBHAIBHMIA): TIepopaibHMil IPUHOM OHIEID HANBHILOK
no3oto npenapary CS-8635, KII (40/10/25) (onmecaprany Mexokcomin /
amiouniHy Geciiiat/ riqpoxaopriasui) HaTe.

14. Ilpenapat mopiBHsHHS,
1034, crocid 3acTocyBaHHs,
cuna il

[Ipuiiom A (1ocimKyBaHnif): IepopaibHui NPUIHOM OHIEI0 HAMBHIIOK
no3oto npenapary CS-8635, KIT (40/10/25) (onmecaprany Megoxcomin /

amuloiuniny Gecinat/ rigpoxmopriazuy) micas Hii.

NPEACTABHUK
3AABHUKA
LAMACKIHA A.B
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15. CynyTHs Tepanis BincytHs
16. Kpurepii oninkn [lepentna: 3uayenna 90% nosipyoro intepsany (JI) koediuieHTis
eekTHBHOCTI rEOMETPUYHUX CepelHixX HalimeHmux keaapariz ®K napamerpis AUC,,q,

AUCint Ta Crax KOJKHOT 3 aHATI30BAHUX pPEe4YOBHH (OIMecapTaHy,
aMIJIONHIIIHY Ta riapoxyopriasujy) B ckmaii CS-8635, KIT, mpu npuitomi
HaTILE Ta Npu NpuioMi npenapary micis bki.

17. Kpurepii oninku Gesnexu|Jlikapcbke 06CTEKEHHS, NOJOBHI TTOKA3HUKA HKUTTERISUIBHOCTI Opraismy, ,
Maca Tina, pesynpTati EKT 3a 12 BinBenennsmu, HSI, pesynbrati
KTiHIYHUX JI]aD0paTOPHUX aHATi3iB.

18. CratucTHuHi MeTOaM Jlucnepciiinnii ananis (ANOVA) 3 ypaXyBaHHsM MOCTiIOBHOCTI npHiiomy,
YMOB NPUHOMY Ta Mepiofy B AKOCTi (haKTopis.

19. Hemorpadiumni Jlemorpadiuni napamerpu B uitomy (N = 34)
i + [Crars Yonosiua 36 (76.5%
HOK%HHI.(F ,ElOCJ]lﬂ}K‘}’BaHOl N (%) Kinoua 8 (2(3,5%))
nomyJisLii (cTath, BiK, Paca, g yiuna npHHANeKHicTh |JlarnHOaMepuKaHii 15 (44,1%)
TOILIO) N (%) He narrHoamepukaHii 19 (55,9%)
Pacosa npunanesxHicts  |Amepukanceki intianmi /
N (%) YPOmKEHI AJIACKH 2 (5.9%)
Yopromkipi 21 (61.8%)
€sponeiini 12 (35.3%)
Bik Cepenniii + CB 32,7773
(poxiB) Meniana (MiH. — Makc.) 31.0 (22 - 45)
3picr Cepenniii + CB 173,0+ 8,20
CM) Meniana (MiH. — Make.) 174,0 (157 - 189)
Maca Tina Cepenns £ CB 76,68 + 12,344
(xr) Mepiana (MiH. — MaKc.) 75.95 (56,2 — 98.8)
IMT Cepenniii = CB 25,557+£2,9777
(kr/M?) Meniana (Min. — Makc.) 25,175 (19,56 - 31,70)
20. PesynbTatu Bruius ki Ha GiogocTynHicTh 0MecapTaHy OUiHIOBAIM 3 BUKOPHCTAaHHAM Mojieai ANOVA.
edeKTUBHOCTI OrpuMani pe3ybTaTh HaBEACH] HUKYE. _
I'eomerpiyne cepeane HaliMeHIIHX
IMapamerpun  |KBaapaTiB CnisBianomenns |[90% JII
oamecaprany |Ipuiiom A, Ipuiiom B, B/A (%) (%)
NOPIBHANILHAI | jocaimkysannii
AUC|ast 6873 6359 92,52 (86,95 — 98.46)
AUC.in¢ 6940 6314 90,98 (85,52 - 96,78)
[om 1079 1056 97.83 (90.60 — 105,63)

B i na GiogocrynHicTs aMIOAHIIHY OLIHIOBATH 3 BHKOPHCTAHHAM Moeni ANOVA.,
OrpuMai pe3ynbTaTh HaBe/eH HUKYE.
I'eomeTpuune cepeane HaiiMeHIuX

IMapamerpu |KBagparis Crniepinnomennsn |90% JI

oamecaprany |Ipuiiom A, Ipwniiom B, B/A (%) (%)
NOPIBHAIBLHUI  [10CTiIKYBaHMii

AUC|st 385.1 402.5 104,52 (101.20 - 107,96)

AUCpins 430,5 446.6 103,73 (99.93 — 107.66)

| Crnex 8,708 8,501 97,63 (92,95 - 102,99)

Brnus i Ha Gionocrynsicts I'XT3 ouinrosany 3 Bukopuctanuam moaeni ANOVA,
OrpuMaHi pe3ynbTaTh HaBeIeHi HUMIE.

FCOMBTPH'-IHE cepeaHe HaliMeHIIHX

Hapamerpu  |[kBajparis Cnispignomenns (90% I

oamecaprany |Ilpuiiom A, Ipuiiom B, B/A (%) (%)
NOpiBHAVILHUIL _ |JocaiKyBaHuii

AUCast 1126 1038 92,17 (88,39 —96,12)

AUCq.ip¢ 1147 4065 92,78 (89,02 — 96.70)

iz 183.5 141.8 77,24 (71,03 — 84,00
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21. PesynbTaTh OLiHKH
Gesnexu

Cepiiosui un Tsokki HA B nepion nocimxenns 6yau pigcyTHi. B ninomy,
16 yuacHukis mopifomuu npo 42 HA B nepio yuacTi B ocipKeHHi.
JKonue H B nepion yuacti B goc/ipkenti e 610 0cTaToqHO
KiacuikoBaHe 5K Take, IO MAE IPUYMHHO-HACTIIKOBUH 3B’SI30K 3
npenaparom. Haiiuactimum HS 6yB ronosuuii Gink, npo skuii
noeigomMuu 11 yyacHukiB (32,4% Biz 3araabHOI KibKOCTi y4acHHKIB).

22. BUcHOBOK (pe3tome)

[Ipu npuiiomi npenapary CS-8635, KII (40/10/25 mr (onmecapTany
Mezlokeomin / amnoauniny Gecinat/ rigpoxnopriazum), pasoM 3 HKero
BIPOTiiHKH BIIIMB HA Gi0NOCTYNHICTE OIMECAPTaHy Ta AMIOIHIIIHY
BigcyTHil. BriM npu mpuitomi npenapaty CS-8635, KII, pazom 3 iketo
30inbinyBaBcs (Ha 23%) NMOKa3HMK MaKCHMATBbHOT eKCIO3MIT (Cia) TXT,
Ge3 BIUIMBY Ha 3arajibHy MoKasHUK excnosutii (AUC).

3asBHUK (BJIACHHMK
peecTpauiiiHoro
MOCBiTUCHHS)

(miamuc)
II-p Kaii [llymaxep (Dr. Kai Schumacher)

(IL. 1. B.)

MPcACT/ " HYK
3AABHUKA ]
AAMACKIH
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3BiT mpo KIiHiuHe BUNpOOYBaHHS 3

1. Haspa nikapcskoro 3acofy
(3a HasABHOCTI - HOMep

ATTEHTO® IIJTIOC 40/10/12,5

peecTpauiiiHoro

[OCBi{YEHHS)

2. 3asBHUK Menapini Intepremonan Onepeiimonc Jliokcem6ypr C.A., JIrokcemOypr
3. BupoGuuk Jlaiui Canxio FOpoyn I'm6X, HiMeuuuna (BupoGHHLTBO “in bulk™,

NaKyBaHHs, KOHTPOJIb Ta BUITYCK Cepiii)
Bepiin-Xemi AI', Himeuunna (nakysanHs, KOHTpOIIb Ta BHITYCK Cepiif)
Menapini-®@on Xeiinen I'm6X, HiMeuunna (KOHTPOIS Ta BHITYCK cepiii)

4. ITpoBeneHi JOCTIKEHHS:

TaKk

1) Tan nikapcbkoro 3acoGy,
3a AKUM T1POBOgHIacs abo
[IAHYETBCS peecTpais

Jlikapcbkuit 3aci6 3 GikcosaHo kombiHaIiEO

5. IloBHa Ha3Ba KIiHiYHOrO
BUTIPOOYBaHHS, KOTOBAHMIA
HOMEp KJIIHIYHOIO
BUIIPOOyYBaHHS

CS8635-A-U101

PanioMi30BaHe, BiIKpHTE, 3 OAHOPA30BUM MPUHOMOM, TIEPEXPECHE
JLOCITIIKEHHS ONMecapTaty, aMIOAMTIIHY Ta iApOXIOpPTiaskuy, 1s
owiHkK GiogocTynmHOCTI npu npuitomi B Gopmi npenapaty Benikap IXT ®
(Benicar HCT®) mmoc Hopsack® (Norvasc®) pazom Ta OKpeMo
310POBUMH BOJIOHTEPAMH.

6. @asa KiHIYHOTO
BUTIPOOYBaHHS

Daza |

7. Ilepion npoBeneHHs
KJIIHIYHOTO BUTIPOOYBaHHS

3 25 yepBHa 2007 no 03 Bepecus 2007

8. Kpainu, ne npoeogumnocs
KJIIHIYHE BUIIPOOYBaHHs

CLOA

9. KinekicTs mocimkysanux
MaLiceHTIB

3allJIaHOBaHO: 36
(hakTHYHO: 32 (3aBepUIMIM YYacTh)

10. MeTa Ta BrOpHHHi wini
KJIIHIYHOTO BHIIPOOYBaHHA

IlepBuHHa: oninka 6ioeKBiBaIeHTHOCTI OJIMecapTaHy, aMIOIHUITIHY Ta
riZipoxXaopTiasu 1y npu mpuiioMi pasom, B Gopmi npenapaty Benikap [XT
® Tta HopBack® Ta npu npuiiomi okpemo.

BTG}‘JHHH&;‘ oliitKa Oe3mneKH 1a MICPECHOCHMOCTI 11 104

Ti TIPH OJJHOYACHOMY TIpH
npenapaTiB benikap I'XT ® Ta Hopsack®.

11. Quzaiin kninivHoro

Binkpure, paHioMizoBase, 3 0IHOPa30BUM IPUHOMOM, B TPH TEPiOH,

BHITPOOYBaHH:A NepeXpecHe NOCTiHKEHH.
12. OcHoRBHi kpuTepii YuacHukamu Oy/M 310pOBi Y0MOBiKH Ta JKiHKH, BikoM 1845 poxkis
BKJTIOUEHHSI (BKJIIOYHO), 1110 BiMOBiAa/M yCiM KPUTEPIAM BIJTIOUEHHS Ta HE

BiZIMOBI/laJIU KOJHOMY KPUTEPIIO HE BKITIOYEHHS.

13. Hocnimxyeanuii
nikapcekuii 3aci6, crnoci6
3aCTOCYBaHHs, CHa il

benikap I'XT ® (onmecapTaHy MeAOKcOMin / rigpoxmopTiasuz)

14. TIpenapat nopiBHSHHS,
1034, crocid 3acTocyBaHus,
cuna mil

Hopeack® (amnoauniny Gecinar)

15. CynyTHs Teparis

BiacyTHs
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16. Kpurepii orinku
e(eKTHBHOCTI

Bynu pospaxoBaHi sHauenHs HacTynHux OK napaMeTpiB oJMecapTany,
amnoauIidy Ta rinpoxnopriasuny: AUCq, AUCqqer, AUC%extr, Cpax
Tmax, Lambda Z, t,Ta CL/F

17. Kpurepii ouinku 6esnexu

1ab0paTOpHUX aHaIi3iB.

KinbkicTs Ta ctymine Tsokkoeti HS B TepioJ] MOCIiPKEHHsl, pe3yabTaTH
nmapcmoro 0OCTEIKEHHS, TONIOBHHX MOKa3HMKIB KHTTEAIAIBHOCTI
opranizmy, EKI” o6ctesxenns 3a 12 BiJBEAEHHAMY, KIiHITHHX

18. CratiicTiuHi MeToaM

Jlucnepcitinmit ananis (ANOVA) 6ys npoeeseHuii 3 BUKOPUCTaHHAM
NIOrapu(mMivHO TpchcpopMosaHHx sHaueHb AUC., AUCqpprTa Cay OM,
AMJI ta I'’XT. lo mogeni ﬂHCHepClHHOI‘O aHam3y TNOCJ1iIOBHICTB
npuHoMy, npenapar ta nepios Oyau BKoUeHi B SKocTi BikcoBaHux

AUC,., ( Hr*rom./mi)
Apudmernune cepenne = CB
['eomerpuune cepenne (KB%)

6134,4 +1676,74
5938.7 (25.8%)

edeKTis.
19. emorpadiuni gapaMﬂpH B uinomy (n = 36)
. - Tarhb Yonosiua 28 (77.8%)
HONSIIER ISR Ba0] Lo o Winoua 8 (22.2%)
nomyJiALii (cTaTs, BiK, paca, Erniuna JlarnHoamepukanii 11 (30,61%)
TOII0) NPHHATEKHICTS He narunoamepukanii 25 (69.,4%)
N (%)
Pacosa AMepHKaHChKi iHaiaHui / ypomkeHni
NPHHANEKHICTE Ansicku 2 (5.6%)
N (%) Asiiini 1(2,8%)
YopHoluxipi 4n adpoamepukani 26 (72,2%)
bini 7 (19.4%)
Bix Cepenniii = CB 30,5+ 7,66
(pokin) Meziana (MiH. — Makc.) 30.5 (19 -45)
3pict Cepenniii + CB 176,5+9.85
(cm) Meniana (MiH. — makc.) 177,0 (156 — 193)
Maca Tina Cepenns + CB 80,83 + 12,559
(kr) Megiana (min. — make.) 79,25 (53,6 - 107,6)
IMT Cepenniii = CB 25.86 +2.829
(xr/m?) Meiana (MiH. — Makc.) 26,43 (19,4 —31,0)
20. PesyneTati Ouimecapisi Mpuiiom A Hpuiiom b
eheKTHBHOCTI il vt

6399.5 + 1816,81
6068.9 (38.3%)

AUCqjur(Hr¥*rom./mia)
Apupmernune cepenne + CB

6249.8 + 1678.98

6501,9 + 1837.,56

['comerpuune cepenne (KB%)

327,7 (27.5%)

I"eomerprune cepenne (KB%) 6055.8 (25.5%) 61899 (35.8%)
C iz (Hr/Mm)

Apudmernune cepenne £ CB 9124 + 305,57 1016,3 +£317.94
leomerpuune cepeane (KB%) 871.2 (30,7%) 957.4 (40,2%)
Tmnx (roﬂ)

Meniana (MiH., makc,) 1,983 (1,00, 4,00) 1,983 (1.00, 3,00)
Tip (ron)

Apudmeruane cepenne + CB 17,394 + 7,8206 16,257 + 8.6458
CL/F (a/ron.)

Apudmernune cepenne = CB 6,804 = 1,6651 6,958 + 3,6439
Amyoaunin ;[l;";:l“ i gl:';s‘m B
AUCy, ( ar¥*roa./ma)

Apudmernune cepenne + CB 339,1 £89,12 334,7+ 95,38

321.3 (30,1%)

AUC.ipe(Hr*roa./mia)
Apudmernune cepenne + CB
T'eomerpuune cepenne (KB%)

381,9+ 112,01
365.8 (31,0%)

378,3 + 126,45
358,6 (34,2%)

|Cpax (Hr/MiT)
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l'eomerpuune cepeme (KB%)

1020.7 (21,6%)

Apudmernune cepenne + CB 7,456 +1,9622 7,013 £2,0320
Teomerpuune cepenne (KB%) 7,224 (25,7%) 6,747 (28,7%)
Toaax (ron)
Meniana (Min., Maxc.) 7,017 (5,98, 12,0) 7,000 (5,97, 12,0)
Tin(ron)
Apudmernune cepennc + CB 45,18 + 12,802 44,11 £12,909
CL/F (n/ron.)
Apudmernune cepenne + CB 28,63 + 9,356 29,43 £ 10,022

A . Hpuiiom A Ilpuiiom B
Iiapoxnopriasua N=34 N=35
AUCq, ( mr*roa./mia)
Apu(vernune cepenne + CB 1043.4 + 224,90 1052,7 + 231,13

1021,8 (27.4%)

AUC i (ur*roa./mu)

Apudmernune cepenne = CB 10693 + 224,78 1079,8 +£ 229,12
['eomerpuune cepente (KB%) 1047.1 (21,0%) 1050,9 (25,8%)
Cax (HI/MIT)

Apudmernune cepenne = CB 161,51 £53,714 164,78 +£57.837
I"eomerpuune cepenne (KB%) 153,90 (31.8%) 15534 (37,0%)
Tm.n: (FO.])

Mepiana (MiH., Makc.) 1.5000 (0.983. 4.00) 1,5000 (0,983, 4,00)
Ty (ron)

Apudmernune cepenne + CB 10,800 + 1,4435 10,866 + 2,0647
CL/F (sw/rop.)

Apudmernune cepenne = CB 24,38 + 5,164 24,70 + 8,513

21. Pesynbrati ouliHKu
Oesrnexku

Cepiiosui um Tokki HA B nepion aocmimkenns Gyiu siacyTHi. B ninomy,
16 yuacuukie (44,4%)noinomusu npo 62 H & nepion yuacri B
nocnixenti. Xoane HA B nepiox yuacri B gocnimkerni e 6ymo

OCTaTO4HO K1acu}ikoBane K Take, O Mae 6e3CYMHIBHUH 4u HMOBipHUI
NPUYHHHO-HAC/IAKOBHH 3B’ 130K 3 NpenapartoM. B uinomy, uitka pizaums
H1 B nepio yyacTi B jocnimkenHi npu npuiiomi A, B ta B Gyna igcyThs.

22. BucHoBoK (pe3iome)

DapMaKkOKiHETHUHI XapaKTePHCTHKH OJIMecapTaHy npH npuitoMi B Gopmi
KoMOiHOBaHOrO npenapaty 3 ¢ikcosauoro 103010 (Benikap [XT ®) He
3MiHIOBATMCH TIPU OJHOYACHOMY MpHiioMi 3 amoauniHom. OK
XapaKTePUCTHKH aMJIOMITIHY HE 3MiHIOBAIUCH TIPH OHOYACHOMY
MpuiioMi 3 KoMGiHOBaHMM mpenapaToM 3 pikcoBaHoo 103010 (BeHikap
['XT ®). @K xapakTepuCTHKH TiAPOXJIOPTia3uLy, pH npuiioMi B hopmi
KoMGiHOBaHOro npenaparty 3 dikcoanoro nosorw (benikap I'XT ®) e

. o + .
SMIHFOBaJIMCH [ipH OAHOYACHOMY MpHIOMI 3 aMIOAHITIHOM,

OpuouacHuii npuiiom amnomuniny Gecunary, no 10 mr, onMecapTany
Me0KCcoMinty, o 40 Mr, Ta riapoxioprin3umy, o 25 mr, 6yB Ge3nedHuM
Ta 100pe NepeHOCHBCS €0 rPYIOK 310POBHX YYAaCHHKIB HOJOBIHOT Ta
DKIHOYO] cTaTi.

3asBHHK (BJIACHHK
peecTpaLiiHoro
MOCBITYEHH1 )

(migmic)
/1-p Kaii Illymaxep (Dr. Kai Schumacher)

(TL. 1. B.)

MNPEACTIBHUK
SAABHUKA
OAAMACKIHA A.B
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1. Haspa nikapcbkoro 3aco6y
(38 HAABHOCTI - HOMEP
peecTpauiiiHoro
MOCBiIYEHHS)

ATTEHTO® IIIOC 40/10/12,5

2. 3aABHUK

Menapini [aTepHemonan Onepeiiwonc JliokcemGypr C.A., JlokcemGypr

3. BupoGuux

Haiui Cankio FOpoyn I'm6X, Himeuunna (BupoGuuiteo “in bulk”,
[aKyBaHHS, KOHTPOJIb Ta BHILYCK cepiif)

bepiin-Xemi AI', Hiveuunna (akyBaHHs, KOHTPOITh Ta BUITYCK cepiii)
Menapini-Pon Xeiinen I'm6X, Himeuuuna (koHTposs Ta BUITYCK Ccepiif)

4. IIpoBeneHi HoCiHKeHH:

TakK

1) Tvn nikapesKoro 3acoby,
3a IKMM TIpoBoaumacs abo
TIAHY€ThCS peecTpallis

Ulikapcbkuii 3aci6 3 dikcoaHo KoMGiHawiew

5. IloBHa Ha3Ba KIiHIYHOrO
BUIIPOOYBAHHS, KOMOBAHMH
HOMeEp KJIiHI4HOrO
BUIIPOOYBaHHS

CS8635-A-U102

PanjiomizoBane, BikpuTe, 3 0XHOPa30BUM MPHIOMOM, TEpEXpecHe
OCITIKEHHS 11 OUiHKH 6i00CTyMHOCTI onMecapTany, amJIOIMITIHY Ta
rinpoxsnoptiasuay, npu npuiiomi B gopmi npenapary CS8663 miroc
TiZPOXJIOPTia3u]l pa3oM Ta OKPEMO 310POBUMH BOJOHTEPAMH.

6. Daza KITiHIYHOrO
BUIIPOOYBAHHS

daza [

7. Ilepion npoBeeHHs
KJIiHIYHOTO BUNPOOYBAHHA

3 21 uepBHs 2007 no 09 ceprius 2007

8. Kpainu, e npoBoauiocs
KJIiHIYHEe BUIPOOYBaHH

CHIA

9. KisibKicTh JOCTimKyBaHUX
MaticHTIiB

3aIlJTaHOBaHO: 36
(axTHuHO: 29 (3aBepIIIN yUacTh)

10. Meta Ta BTOpuHHI 1ii
KJIIHIYHOTO BUIIPOOYBaHHSA

IlepBunna: ouinka GioeKBiRaNeHTHOCTI OJIMeCapTaHy, aMIOIHIIHY Ta
rizpoxnopriasuay mpu npuiiomi pasom, B gopmi npenapary CS8663
(onMecapTaH IUII0C amIouIiHy Gecrar) Ta ripox/iopTiasuy, i npu
npuioMi OKpemo.

BropuuHa: ollinka Ge3nexy Ta epeHOCMMOCTI MPH OJIHOYACHOMY TpHiioMi
npenapary CS8663 Ta rigpoxnopriasuay.

11. Tu3aiin kiinigHOrO

Binkpure, pannomizopane, 3 0JHOPa30BUM MPHIHOMOM, B TPH Mepio/H,

PKOTHOMY KPUTEPII0 He BKITIOUEHHS.

BHIPOOYBaHHS EepEXPECHE NOCIIiIKEHHS.
12. OcHoBHi KpuTepii YuacHukamu GyJ1H 3/10pOBi HOMOBIKH Ta JKiHKH, BikoM 19-45 poxis
BKJTFOUEHHSI (BK/TI0YHO), 10 BiAMOBIAMH YCiM KPHTEpisM BK/IIOUECHHS Ta He BijOBiAaau

13. HocnimkyBanuii
niKapceKuii 3acib, crnoci6
3aCTOCYBaHHA, CHa il

CS8663 (onmecapran nmoc amioauniny 6ecunar), 40 mr/10 mr, TablieTky
17151 TEpOpaIbHOrO NpHHOMY

14. ITpenapat nopiBHAHHS,
103a, cnoci6 3acTocyBaHHs,
cuna mil

'inpoxnopriasun, 25 Mr, TabneTku Aisi HEpOPaILHOTo NpHuiiomy

15. CynyThs Tepanis

BincytHs
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16. Kpurepii oninku
e eKTUBHOCTI

AUC(}_t, AUCD_Inf, AUC%GXU’, Cmax; Tmax, Lambda Z, tipTa CL/F

17. Kpurepii oninky Gesnexu|Kinbkicts Ta crynine Tokkocti HS B nepion JOCTiIKEHHS, Pe3yIbTATH
JIKAPCHKOro 06CTe:REHHs, FONOBHHX TIOKA3HUKIB KHUTTEMIUTBHOCTI OpraHiamy,
EKI" oGcTexxenns 3a 12 BiaBeleHHsIMH, KITIHIYHUX 1a60paTOPHKX aHAI3IB.
[lucnepcitinuii ananiz (ANOVA) Gye nposeeHuii 3 BUKOPUCTaHHSM
piorapumiuno TpancdopmoBanux 3HaueHb AUCq, AUC).1msTa Cogy. JI0
MOZieli AUCNepeiitHoro ananisy nocifoBHICTs NpuiiomMy, Mpemapar Ta mnepioj
Oy/11 BK/TIOUEHI B sKOCTI (hiKCOBAHMX e(heKTiB.

18. CratucTiuHi MeToau

edeKTHBHOCTI

19. Nemorpadiyni Hapamerpu B uisomy (n = 36)
s = |Crarts Yononiua 30 (83.3%)
HOKaaHmiI.’I JlOCJ]l,[[}K.yBaHOI N (%) AKinoya 6(16,7%)
nomyiALii (crTaTe, BiK, paca, oy -
TOIIO) ” ; JlaTHHOAMepHKaHII 8 (22,2%)
PUHATIEKHICTH ; G
N (%) He narunoamepukanii 28 (77.8%)
Pacoa npunanexkuicts el ; 1 (2.5%)
N (%) Uopromkipi ui adpoamepuxanmi 27 (75.0%)
bini 8 (22.2%)
Bik Cepenniii £ CB 34,1795
(pokiB) Meniana (Min. — Makc.) 30,5 (19 -45)
3picr Cepenniii + CB 173,5 £ 8.47
(cM) Meniana (min, — makc.) 173,5 (156 — 188)
Maca tina Cepenus + CB 78,44 12,578
(kr) Mepniana (MiH. — Makc.) 76,5 (54,0 — 104.8)
IMT Cepenniii £ CB 26,03 £ 3,628
(kr/M’) Meziana (MiH. — maxc.) 26,22 (19,0 - 31,9) ]
%—
20. PesyneTatu Onmecapran g;;u;som A g;;n;‘l(;m B

AUC,., ( Hr*roa./mu)
Apudmernune cepesne + CB
["eomerpuune cepenne (KB%)

6976.9 = 1709.89
6759.8 (26,8%)

6776,1 + 1503,54
6617,3 (22.5%)

AUCyius(Hr* rojL./mi)
Apu(mernune cepenne + CB
I'eomerpuune cepenne (KB%)

71134 + 1748,65
6896.2 (26,3%)

6879.1 + 1506,23
6721,5 (22,3%)

Cpax (HE/MT)
Apudmeruune cepeane = CB

1070,1 £ 304,01

1055,1 £ 306,40

Apudmernune cepenne + CB

6,001 = 1,6977

I"eomerpuute cepenne (KB%) 1028.6 (29.6%) 1013.6 (29.6%)
Tonax (ro)

Meniana (Min., Maxc.) 1,9830 (0,983, 3.98) 2,000 (1.00, 4,00)
Tz (ron)

Aputpmeriune cepeanc = CB 15,835+ 6,1931 15,560 + 6.1679
CL/F (a/rop.)

6,093 + 11,3700

AMJTOAHIIH

Mpuiiom A
N=33

Ilpuiiom b
N=30

AUC,.;, ( Hr*roa./mu)
Apudmernune cepenne += CB
I'eomerpuune cepenne (KB%)

3594 +£127,09
338,0 (37.0%)

364,7+ 110,24
347,2 (33,9%)

AUC s (HT*roa./m)
Apudmernune cepenne = CB
I'eomerpuune cepeznne (KB%)

410,0 + 170,89
378,7 (42,0%)

416,0 + 139,30
392,1(37.2%)

Cnax (HO/MIT)
Apudmeruune cepenne + CB
I'eomerpuune cepenne (KB%)

7,301 + 2,0067
7,027 (29,1%)

7,782 +£2,4615
7,426 (31,9%)

Tomax (ron)

Mepiana (MiH., Makc.) 7,017 (5.98, 16.0) 7,983 (5,98, 12,0)
Ty (ron)

Apudmeruune cepente = CB 44.36 + 10,765 46,36 11,213
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Teomerpuane cepenne (KB%)

1036,4 (19,1%)

CL/F (a/ron.)

Apudmernune cepenne + CB 28,51 +11,213 27,23+ 10,559
; : Ilpuiiom A IIpuiiom b

Iiapoxaopriazug N=32 N =33

AUC., ( Hr*roa./ma)

Apudmernune cepeanc = CB 1054,7 + 202,82 1127,8 +251.41

1102,0 (21,9%)

AUC ¢ (Hr*rom./min)
Apudmernyne cepente + CB
I'eomerpuune cepenne (KB%)

1081.4 £202,63
1063,5 (18,7%)

1153.5 £ 249,21
1128,7 (21,3%)

Cmns (HI‘/M.]’I)

Apudmernune cepenne += CB 158,46 + 50,355 162,92 + 45,449
["eomerpuune cepenne (KB%) 150,38 (34.9%) 156,92 (28,3%)
Tinax (rom)

Meniana (MiH., Makc.) 1,742 (1,00, 8.97) 1,9830 (0,983, 4.03)
Typ (rom)

Apudmernune cepenne + CB 11,151 +1,6693 10,839 £+ 1,4503

CL/F (afron.)
Apudmernune cepejne = CB 23,90 £ 4,426 22,62+4,718

21. Pe3ynbTaT OLiHKH
besnexu

Cepiiosni H Ta Bumazku cmepri B nepioa fociimpkenns 6y pincyTHi. B
uinomy, 20 yuacHukis noeigomumu npo 60 HS B nepion yuacri B
nocinimkenni. XKonne HS B nepion yuacti B nocaimkenni ve 6yJ1o 0cTaTo4HO
KI1aCH(iKoBaHe AK Take, 0 Ma€ Oe3cyMHIBHUI 4 HMOBIPHHH NPUYMHHO-
HaCJIiIKOBUH 3B’ A30K 3 Mperapatom. Byna Bigmivena pisHuug npu npuiiomi A,
b Ta B 3a 3aranpHol0 KifbKiCTIO y4acHUKiB 3 npuHaiiMui oqaum H B nepion
y4acTi B JOCTiI/KeHH], BUsBIIEHe He3HAYHE 301/IbIIEHHS KiTBKOCTI TAKHX
yuacHuKie nipu [Npuitomi b (o1mecapran Ta amnomunin B komGinanii): npu
KOXKHOMY 3 BapiaHTis npuiiomy y 8 (24,2%) yuacuukis npu [puiiomi A ta y
10 (31,3%) yuachuxis npu npuiiomi b Bunukiio HSI & mepion yuacti B
OCITIDKEHHI, KnacudikoBaHe, K MOB’si3aHe 3 JOCIIKYBaHUMH
npenaparamu. [ aume y 3 (8,8%) yuacuukie npu npuiiomi B sunuxio HS B
Mepioz yuacTi B Joc/i/uKeHH], KnacudikosaHe, K NOB’A3aHe 3
OCJIIUKYBaHUMH [IpernapaTamy.

22. BUCHOBOK (pe3iome)

DapMakoKiHEeTHYHi XapaKTepHCTHKH OJIMecapTaHy rnpu npuitoMi B gopmi
KomGiHoBaHOTO Tpenapary 3 dikcoanow 103010 (CS-8663) He 3MiHIOBAHCEH
Mpy OJHOYACHOMY MpHiOMi 3 rigpoxnopriasiuaom. @K xapakrepucTuku
amioauninHy npu npuiiomi B Gpopmi komGiHOBaHOTrO npenapaty 3 hikcoBaHOO
no3oto (CS-8663) He 3miHIOBaNIUCH IIPU OAHOYACHOMY TIPHHOMI 3
rinpoxnoptiasugom. ®K XapakTepHCTHKH TiIpoXJiopTiasuay, NpH MpHioMi
pasom 3 KoMOIHOBaHMM IpenapaTom 3 hiKCOBaHO 03010 OJIMECapTaHy
MEIOKCOMTY Ta amnouminy 6ecuinary (CS-8663).

OnHovacHuii npuiiom amnoaunidy Gecunary, no 10 mr, onMecaprady
MeqoKcoMity, 1o 40 Mr, Ta riapoxIopTinsuLy, o 25 mr, 6ye Ge3neuHuM Ta
n06pe NepeHOCHBCs LLIEI0 IPYHOI0 3/I0POBHX YUACHUKIB YOJIOBIUOT Ta KiHOUOT
CTaTi.

3asBHUK (BIACHHK
peecTpauiiiHoro
MOCBITYECHHS)

(miamuc)
J1-p Kaii Illymaxep (Dr. Kai Schumacher)

(. 1. B.)
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3BiT npo kiiHiuHe BUNPOGYBaHHs 5

1. Haspa nikapcekoro 3acoby
(32 HasBHOCTI - HOMep
peecTpauiifHoro
MOCBi{YEeHHS)

ATTEHTO®TLIIOC 40/10/12,5

2. 3agBHUK

Menapini Intepremonan Onepeiinionc JliokecemGypr C.A., JTiokcem6ypr

3. Bupobuuxk

Jaiui Cankio FOpoyn I'm6X, HiMeuunna (BupoGHuITBO “in bulk™,
MaKyBaHH:, KOHTPOJIb Ta BUMYCK Cepiif)

bepnin-Xemi AI', Himeuuunna (naxysauus, KOHTPOJIb Ta BHITYCK CEpiif)
Menapini-@on Xetinen I'MGX, HiMeuunna (KoHTposh Ta BUITYCK cepiif)

4. IlpoBeneHi mocimKeHHs:

TakK

1) Tan nikaperkoro 3acoby,
3a AKUM npoBoamiiacs abo
TIAHYETBCS peecTpallis

Jlikapcekuii 3aci6 3 dikcoBaHolo komGiHali€ew

5. IloBHa Ha3Ba KIiHiYHOrO
BUNPOOYBaHHS, KOJOBAHUI
HOMEP KIIIHIYHOTO
BUITPOOYBaHHS

CS8635-A-U103

PanzioMizoBate, BiIKpuTE, 3 OIHOPAa3OBUM IIPUIHOMOM, TIEpEXpecHe
MOCITIJUKEHHS [T OLLIHKK Bi0f0CTYIHOCTI ONMecapTany, aMIIOUNIHY Ta
riZpoXIIopTiasuty, Npu npuitomi B Gopmi npenapary CS-8635,
JLOCITIIKY BAHOTO TIpEnapaTy A, 4n OKpemo, B opmi npemnaparty benikap
I'’XT® (Benicar HCT®) (osiMecapran Ta TiZIPOXJIOPTia3u ) IIOC
AnTakan® (Antacal®) (amI0HMNiH) 370POBUMH BOJOHTEPAMH.

6. ®aza kni"iyHOroO
BHIPOOYBaHHS

Daza |

7. Ilepion mpoBeneHHs
KJIiHIYHOTO BUIIPOOYBaHHSI

3 10 ciuas 2008 o 03 keiTas 2008

8. Kpainu, e npoBoamnocs
KJTiHIYHEe BUNpoOyBaHHS

CILIA

9. KinbkicTs JociipkyBanux
nalieHTiB

3aniaHoBaHo: 41
baxTHuHO: 28 (3aBepuInIM y4acTs)

10. Mera Ta BTOpHHHI i
KJiHIYHOTO BUIPOOYBAHHS

IlepBunHa: ouinka MopiBHIOBaHOT Gi0EKBiBAJIEHTHOCTI ONIMecapTany,
aMJIOJIMITIHY Ta NiIPOXJIOPTiasuILy NpH npuioMi B hopMi KoMBiHOBaHOTO
npenapary 3 dikcoBarnumu nosamu (CS-8635, nocaimkysanuii npenapar
A) Ta npu npuiiomi B dopmi 1Box okpemux Tabnetok (benikap [XT®
wnoc AnTakan®).

Bropuuna: ouinka Gesneku Ta nepeHocumocti npenapary CS-8635
(mocrniuKyBanmii mpenapar A).

11. JIuzaiin kiiHiuHOTO
BUNPOOYBaHHA

Binkpute, pannomizoBase, B 1Ba nepioH, epeXpecHe JOCITiKEHHS.

12. OcHOBHi kpuTepil
BK/TIOYEHHS

YuacHUKaMu GyJIM 3/10pOBi HOJOBIKY Ta XKiHKH, Bikom 1845 pokie
(BKJIFOYHO), IO BiANOBiTaK YCiM KPHTEPISM BKIIIOUSHHS Ta He
Bi/INOBiJaJIH JKOJHOMY KPHMTEPIIO HE BKIOYEHHS.

13. Jocaimkypanuii
nikapchbKuii 3aci6, cnoci6
3aCTOCYBaHHS, cUia ail

[Tpuiiom A: CS-8635 (onmecaprany megokcomin, 40 Mr / aMmmoaumisy
Gecunar, 10 mr/ 'XT, 25 mr), nocaipkysanuii npenapar A

14. Tlpenapar nopiBHsHHS,

benikap '’XT®, tabnerku no 40/25 mr

NP ACT/BHAK o
SAABHAKA Bl
IAMACK IHA A.B



D

n03a, cnocib 3acrocyBaHHs,
cuna ail

AnTakan®, tabnetku no 10 mr

15. CynyTHa Teparis

BincytHs

16. Kpurepii oninku
eheKTHRHOCTI

AUCy., AUCq.1nr, AUC%extr, Craxs Tmax» Lambda Z, t;, ta CL/F

17. Kputepii ouinku Ge3neku

1ab0opaTOpHUX aHai3iB.

KinbkicTs Ta cTyninb Tsokkocti HA B niepioa nocimkeHHs, pesyisratu
J1iKapChKOToO 06CTEIKEHHSI, OLIIHKH FOIOBHUX MOKA3HUKIB KHTTENiSILHOCTI
opranismy, EKI" obcreskenns 3a 12 BifiBeIeHHAMH, KIHIUHHX

18. CratucTHYHI MeTOIH

Oy/M BKJIIOYEHi B SIKOCTi (ikcOoBaHUX eeKTiB.

Jlucnepciiinmii ananiz (ANOVA) 6yB nposezieHui 3 BAKOPUCTAHHAM
norapudmiyno Tpanchopmosanux 3ravenb AUC s, AUC)1mrTa C o
OJIMEcapTaHy, aMJIOZMIIHY Ta rigpoxmiopriazuny. o Moaeni
JIACTIEPCiHOrO aHati3y Mo/ I0BHICTE NpUiioMy, Npenapar Ta nepion

19. lemorpadiuni HocaigoBuicTs npuiiomy
MOKa3HHKH JOCHIIKYBaHOT Hapamerpn 3\115_ - ?\?_ - ?Nu_m"oln;y
nony ALl (cTaTs, BiK, paca, [ Yonosiua 18 (85,7) 18(90,0%) 36 (87.8%)
TOLIIO) N (%) Ainoua 3 (14,3%) 2 (10,0%) 5(12,2%)
AMepHKaHChKi
inpianni / ypoxenui |1 (4,8%) 0 1(2.4%)
Pacosa Ansicku
HPHHANSKHICTS | A3ifi 0 2 (10,0%) 2 (4.9%)
N (%) Yoprowkipi un G 0 o
- 10 (47,6%) 16 (80,0%) 26 (63,4%)
bini 10 (47,6%) 2 (10,0%) 12 (29,3%)
EtHiuna JlarunoamepukaHui 7 (33,3%) 4 (20,0%) 11 (26.8%)
;pg:f)memmcrb He narunoamepukanui |14 (66,7%) 16 (80,0%) 30 (73.2%)
Bik Cepenniii = CB 34,5+7,97 30,0+ 6.36 32,34+749
(pokis) Meniauna (min. — makc.)|38,0 (21, 44) 28.5 (22, 42) 33.0 (21, 44)
3picr Cepenniii £ CB 176.2 + 10,30 179,1+ 8,57 177.6 += 9,49
(cm) Mepiana (min. — makc.)|178.0 (156, 198) [179.5 (161, 193) [178.0 (156, 198)
Maca 1i Cepenns + CB 84,08 + 14,060 83,99+ 13,379 (84,03 +13.560
(Kf)c & \Meniana (vin. — maxe.)[82.70 (63.4, 8550 (61,2,  |84,90 (61,2,
108,2) 106,5) 108.2)
IMT Cepenniii = CB 27,08 + 3,885 26,163,384  |26,63 £ 3,634
(r/m?) Mepiana (min. — makc.)| 28,81 (19,1, 26,68 (19,7 31,2)(27,25 (19,1,
32.0) 32.0)
e
20. PesynbraTu Mpuiiom A Hpuiiom B
Y Ouamecapran N=31 N =30

edexTHBHOCTI

AUCy, ( Hr*roa./mi)
Apudmernune cepenne = CB
I'eomerpuune cepenne (KB%)

6632,3 +1775.48
6423,9 (25,7%)

6745,2 + 1916,63
6538.0 (24.6%)

AUCyipe(Hrrom./muim)
Apudmernune cepenne + CB

6706,8 + 179862

6793.5 = 1911,67

Apugmernune cepenne + CB

I'eomerprune cepenne (KB%) 6493.7 (25,9%) 6588.7 (24,3%)
Crnax (HP/MIT)

Apudmernune cepeine + CB 986,3 +316,35 988,83 +270.97
I"eometpuune cepenne (KB%) 941,4 (31,5%) 958.7 (25,0%)
Trax (rom)

Meniana (Min., Makc.) 1,9830 (0,983, 4.00) 1,742 (1,00, 3.00)
Tyx (ron)

Apudmernune cepenne = CB 18,457 + 10,2844 17,238 + 8,3481
CL/F (a/ron.)

6,351+ 1.5706

6,227 +1,3211
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I"eomerpuune cepene (KB%)

389.7 (31,2%)

i IIpuiiom A Ilpuiiom b
Amnoaunmin N =33 N =230
AUCy., ( Hr*roa./m)

Apudmernune cepenne + CB 359.5 + 00,69 331,8+90,92
I'eomerpuusne cepenne (KB%) 347.4 (28,1%) 319.4 (29,1%)
AUCu_i“f(Hr*rﬂﬂ-/Mﬂ)

Apudwmernune cepenne + CB 406.,5 + 114,61 373,1+110.16

356.8 (31,7%)

Chax (HT/MIT)
Apudmernune cepenne + CB

7.117 + 1,8022

6,797 £ 1,7252

I'eomerpuune cepenne (KB%)

1178.7 (21,3%)

I'eomerpuune cepenne (KB%) 6.896 (26,4%) 6,601 (24,8%)
Tonax (ron)
Meniana (MiH., Makc.) 8,017 (5,98, 12,0) 7,509 (6,00, 16,0)
Typ (rom)
Apudmernyne cepenne + CB 43,57 £10,973 43,15+ 8.853
CL/F (a/ron.)
Apudmernune cepenne + CB 26,92 £ 9,289 29,39+ 9,556

: ; puiiom A Ilpuiiom B
I'inpoxnopriazua N-P; 31 N=31
AUCq, ( mr*roa./mia)
Apudwmernune cepende = CB 1177,1 £234,22 1170,6 + 229,05
I'eomerpuune cepenne (KB%) 1152,0 (22,1%) 1147.0 (21.,4%)
AUC i (Hr*roa./mi)
Apudmernune cepenne + CB 1202,8 +233,90 1195,2 £ 229,33

1172,0 (21,0%)

Ciax (HI/MT)
Apudmernune cepenne = CB
I'eomerpuune cepenne (KB%)

186,48 + 53,543
178.48 (31.9%)

177.05 + 40,209
172,14 (25,5%)

Apudmeruune cepenne + CB

21,70 £5,130

Tinax (rog)

Meniana (MiH., Makc.) 1,4830 (0,983, 3,00) 1,5000 (0,983, 3.00)
Ty (rog)

Apudmerntne cepenne + CB 10,843 +1,7363 10,457 £ 11,2373
CL/F (a/ron.)

21,81+5,126

21. Peaynbrartu OLiHKH
Oe3nexu

OpHovacHui nepopanbHUi NpUiioM oMecapTany MeIoKCoMiny, no 40 wmr,
amyiopuniny 6ecunaty, no 10 Mr Ta rigpoxnopriasumy, no 25 mr, €
Oe3mevHuM Ta 106pe NEPEeHOCHBCS L€ MPYIOK0 3A0POBHX YYACHHUKIB.
Pisnuus yactotu HA B mepiox yuacti B gocuikenni npyu npuitomi 1eox
KoMOiHauiii Oyna BiICyTHS.

22. BucHoBoK (pestome)

KomGiHoBauuii npenapar 3 ikcoBaHO 03010 TPHOX AKTHBHUX PEYOBHH
(CS-8635, nocnimkyeanuii npenapar A) € 6ioekpiBaTeHTHUM KOMOiHAaLiT
npenapatiB benikap I'XT ® ta AnTakan®.

3adBHHK (BJIACHHUK
peecTpaliiiHoro
MOCBiIUEHH)

(mignuc)

J1-p Kaii lllymaxep (Dr. Kai Schumacher)

(IL. 1. B.)




59

3BiT npo KaiHiYHe BUNpPOOYBaHHS 6

1. Haspa nikapcbkoro 3aco0y
(3a HasIBHOCTI - HOMEp

ATTEHTO® IJIFOC 40/10/12,5

peecTpauilinoro

NOCBiIYEeHHS)

2. 3asBHUK Menapini InTepremonan Onepeiimonc Jliokcembypr C.A., JiokcemGypr
3. Bupobuuk Jaiui Cankio FOpoyn I'm6X, Himeuurna (Bupo6rumTBO “in bulk™,

MaKyBaHHs, KOHTPOJIb Ta BUITYCK Cepiii)
Bepiin-Xemi AT', HiMmeuunHa (nakyBaHHs, KOHTPOJIb Ta BUITYCK cepiii)
Menapini-®on Xeiisen I'm6X, Himeutrina (KOHTPOIb Ta BHITYCK cepiif)

4. IIpoBelieHi focHiKeHHS:

TaKk

1) Tim sikapcebKoro 3acoby,
3a SKMM IpoBoJMIacsa abo
TUIAHYETHCS peecTpaLis

Ulikapcbkuii 3aci6 3 dikcoBanolo komGiHaliew

5. IloBHa Ha3Ba KJIiHIYHOTO
BUNPOOYBaHHSI, KOAOBAHHIA
HOMEp KITIHIYHOTO
BUIIPOOYBAHHS

CS8635-A-U104

PannomizoBane, BilKpHTe, 3 OHOPA3OBHM MPHHOMOM, MEpEXpecHe
[LOCTIIKEHHS 1715 OLiHKM 6i00CTYMHOCTI 0MecapTaHy, aMIoHIiHY Ta
rizpoxnopTiasumy, pu npuiiomi & popmi npenapaty CS-8635,
JIOCIIIKYBAHOTO MpenapaTy A, 4u okpemo, B hopmi npenapary Benikap
['XT® (Benicar HCT®) (osMecapran Ta riapox/0pTiasui) IIoc
Antakan® (Antacal®) (amoaumnin) 310pOBMMH BOJIOHTEPAMH.

6. @a3za KiIiHiYHOrO
BHITPOOYBaHHS

Daza [

7. Ilepion npoBeneHHA
KJIiHIYHOTO BUNPOOYBaHHs

3 17 ciuna 2008 mo 14 mmotoro 2008

8. Kpainu, e npoeounocs
KIHIYHEe BUIPOOYBaHHSs

CIIIA

9. KinbKicTs JOCTIKYBaHHX
MalieHTiB

3arlaHoRaHO: 32
dakTHyHO: 28 (3aBepIIMIN Y4acTh)

10. MeTa Ta BTOpHHHI Liji
KJ1iHIYHOTO BUTIPOOYBaHHSA

ITepsunna: ouinka BiTHOCHOT 6i00CTYIHOCTI ONIMEcapTaHy, aMJIOJMITiHY
Ta MiIpOXJI0pTiasuLy npu npuiioMi B Gopmi KoMGIHOBAHOTO Npenapary 3
(bikcoBanuMHM 103aMH TPLOX akTHBHUX pevoBHH (CS-8635,
nociimKyBaHnii npenapat B) Ta npu npuiiomi B Gpopmi JBOX oKkpeMux
tabnaerok (Benikap [XT® mmoc Anrakan®).

Bropunna: ouinka 6e3nexu ta nepesocuMocri npenapaty CS-8635,
JoCIiKyBaHui npenapar b.

11. [uzaiitn kaigiyHOro

Binkpute, pannomizoBane, B /1Ba Nepiofik, NepexpecHe JOCTiKeHHS.

BUIPOOYBaHHS
12. OcHoBHI KpuTepii YdacHHKaMu OyJid 3/0pOBi YOJTOBIKHM Ta yKiHKH, BikoMm 18-45 pokis
BKITFOYEHHS (BKJIFOYHO), L0 BiAMOBiAAMH YCiM KPUTEPiAM BK/IFOUEHHS Ta He

BiJNOBIJaJIH JKOJHOMY KPHTEPIIO HE BKIIOUECHHS.

13. HocnimxkyBanuii
miKapchKuit 3aci6, crnocid
3aCTOCYBaHHS, CHJia il

[Ipuitom A: onna no3a npenapary CS-8635, nociimkyBaHuii npenapar
b, B TabneTkax (oamecapTaHy Megokcomit, 40 Mr / amyioaumniny
Oecunar, 10 mr / rigpoxnopriasun, 25 mr).

14. Ilpenapat nopiBHAHHS,

[Ipuiiom b: onna nepopaneHa no3a npenapary benikap ['XT®

e
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1103, croci6 3acTocyBaHHs,
cuna gii

(onmecapTaHy Menokcomin, 40 mr/ rigpoxnopriasua, 25 Mr) mioc
AnTakan® (amuonuniny 6ecunar,10 mr)

15. CynyTHs Teparis

BincyTus

16. Kpurepii oLiHKH
e(eKTHBHOCTI

AUC., AUCy.1nt, AUC%extr, Cpax, Trmax, Lambda Z, t;» Ta CL/F

17. Kpurepii ouinku Gesnexu

Kinbkicts Ta cTyninb Tspxkocti HA B nepion mociimkenns, pesynstatu
TiKapChKOro 00CTEKEHHs, OLIIHKM FOMOBHUX MOKA3ZHUKIB KUTTEISILHOCTI
oprauismy, EKT” ofcTexxenns 3a 12 BinBeileHHAMH, KITIHIYHUX
11ab0paTOPHUX aHai3iB.

18. CtaTuCTHYHI METOIH

Jlicniepciiinmii ananiz (ANOVA) Gye npoee/ieHHi 3 BUKOPHCTAHHAM
norapudmivHo TpaHcdopmoBanux 3Ha4eHbh AUC asts AUC)1nsTa Crnax
OJIMECapTaHy, aMJIOJUIIHY Ta riapoxsopriazuny. o Momeni
IMCTIepCiHHOro aHai3y mocioBHICTh NpHIiOMy, Npenapar Ta nepiox
OyJiu BKITIOUEH] B IKOCTI (hiKCOBaHMX e(eKTiB.

19. lemorpadiusni Mapamerpu IocaigosHicTs npuiiomy
MOKA3HUKM NOCIIKYBaHOT &B_ - g\f]\_ - ?Nu-lj];zn;y
nonynsuii (cTare, Bik, paca, [Foo Yostosita 12 (75,0%) 13 (81,3%) 25 (78.1%)
TOLLLO) N (%) Kinoua 4 (25.0%) 3 (18,8%) 7 (21,9%)
Pacosa AMepuKaHceKi
NpUHATEKHICTS | ingianui / ypomkeni |1 (6,3%) 2(12,5%) 3(9.4%)
N (%) Ansicku
Asziiini 1(6,3%) 0 1(3,1%)
“InpHBIEIH N 10 (62,5%) 11 (68,8%) 21 (65.6%)
aypoaMepHKaHIIi
Bini 4 (25.0%) 5(25.0%) 8(25,0%)
Etniuna JlatunoamepukaHii |7 (43,8%) 7 (43,8%) 14 (43,8%)
TIPHHAIEKHICTE u ;
N (%) € JaTHHOAMEPHKAHLL |9 (56,3%) 9(56,3%) 18 (56.3%)
Bix Cepenuiii + CB 31,1 +7.85 32,1+7.61 31,6 +£7,62
(poKiB) Meniana (miH. — make.){30,5 (21, 42) 29,5 (23, 45) 30,5(21,45) |
20. Pesynb’ral_"n Ommecapran gin;i{;m A giu;“-(:m b
CPEKTHBHOCTI
¢ o0 AUCq., (ur*rom/mi)
Apudmernune cepenne + CB 6710,5+ 1777,29 6043,3 + 145581
'eomerpuune cepenne (KB%) 6493.8 (26,4%) 5874.0 (24.8%)

AUCipe(ur*roa./mu)
Apudmernune cepenne = CB
Peomerpuune cepenne (KB%)

6588,0 +1732,22
63840 (25,7%)

AT )

6092.5 + 1483,37
5919,1 (25,0%)

C ppax (HT/MUT)

Apudmernune cepenne = CB

21,022 + 14,2767

Apumernune cepenne + CB 1006,5 = 337.39 899,1 + 277,48
I'eomerpuune cepeane (KB%) 957.4 (32,5%) 856,9 (32,9%)
Tinax (ron)

Mepiana (MiH., MaKc.) 2,000 (1,00, 4,00) 1,992 (1,00, 4,00)
Tip(ron)

21,874 + 14,6826

CL/F (a/roa.)
Apudmernune cepenne + CB

6,456 + 1,5728

6,961 + 1,7548

leomerpuune cepenne (KB%)

315.5 (25,6%)

: Hpuitom A Ipuiiom b
Amaogunin N=33 N=30
AUC,., ( HT*rog./mi)

Apudmernane cepeane + CB 3256+ 87,74 308.9 = 79,03

300,1 (24,6%)

AUCips(Hr*rom./mi)

Apudmernyne cepenne £ CB 355,8 £ 102,19 3383+ 96,37
I"'eomerpuune cepeane (KB%) 343.2 (27,4%) 326.4 (27,3%)
e A
npz AT/ CHAR TERE A
gl TR'd =
37\3 x'lH"&,P‘ A B /
L M A ‘—l"i‘ WA '
E_\r".{{i"k" fud w dFMvi
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Cnax (HO/MT)

ApH(pmernune cepenne + CB 7.035+2.0205 6,799 + 1,5532
I"eomerpuune cepene (KB%) 6,779 (27,.9%) 6,631 (23.0%)
Tonax (ron)

Meniana (MiH., Makc.) 8.009 (6,00, 12,00) 7,050 (4,00, 12,00)
Ty (rom)

Apudmernune cepeane + CB 38.43 + 6,728 38,41+£7,517
CL/F (a/ron.)

Apudmernune cepenne + CB 30,15 £7.863 31.70 + 8,366
TiapoxmopTiazuj 2[:1;10 L gi";lo w5
AUCq., ( Hr*roa./mn)

Apudmernune cepeane += CB 1171,6 £233,23 1188.4 + 267,64

l"eomerpuune cepesne (KB%)

172,13 (31,1%)

Teomerpuune cepeane (KB%) 1148.9 (20,5%) 1160,9 (22,1%)
AUCq iy (Hr¥rom./ma)

Apudmeruune cepente + CB 1198.8 + 236,04 1212,0 £267.40
I'eomerpuune cepenne (KB%) 1176.1 (20,2%) 1185.2 (21,6%)
Conax (HT/MT)

Apudmernune cepeane = CB 179,96 + 54,987 178,9 + 62,74

170,2 (31.8%)

Apudmernune cepeane + CB

21.68 £ 4,474

Tmax (roﬂ*)

Mejiiana (MiH., Makc.) 1,5000 (0,967, 4.00) 1,5000 (0,983, 3.00)
T (roa)

Apudmernune cepenne + CB 10,831 + 1,3403 10,508 + 1,3201
CL/F (a/ron.)

21,55+4.491

21. PesynbTaty OLiHKH
Oe3rneKku

OnHovacHul nepopanbHii IPUHOM oMecapTany Menokcominy, mo 40 mr,
amjiounidy Gecinary, no 10 Mr Ta rizpoxiopriasuay, no 25 mr, €
Oesrieynnm Ta 106pe NepPeHOCHBCS LIEI0 TPYIOK0 310POBHX YYACHHKIB.

Pisnuus yactoti HA B nepiox yuacti B jocimkeHHi IpY MpUROMI JBOX
koMmOiHauiii Oyna BincyTHs.

22. BUCHOBOK (pe3toMe)

KomOiHoBaHu# npenapat 3 hikCOBAHOI 1030k TPHOX AKTHRHUX PEUOBHH
(CS-8635, nocnimkypanuii npenapar B) € GioekpiBaneHTHHM KoMGiHaLii
npenapatiB benikap ['XT ® ta Autakan®.

3asBHUK (BJIACHHK
peecTpaliifHoro
MOCBi{YEHHs)

(mimmmc)

/1-p Kait Illymaxep (Dr. Kai Schumacher)

(.1 B)

s (T BHAK

’5\:\3‘““\ n h.B

LAMACK
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3BiT Npo KJiHiYHe BUNPOOYBanus 7

1. Haspa nikapcekoro 3aco0y
(3a HasIBHOCTI - HOMEp

ATTEHTO® IUTIOC 40/10/12,5

peecTpauiiiHoro

MOCBIUCHHS )

2. 3asBHUK Menapini InTepremonan Oneperimonc Jliokcembypr C.A., TiokceMGypr
3. BupoGuuk [lai4i Cankio FOpoyn I'm6X, Himeuuuna (Bupo6HunTBO “in bulk”,

MaKyBaHHs, KOHTPOJIb Ta BUITYCK CEpiif)
Bepnin-Xemi AT, HiveudnHa (nakyBaHHs, KOHTPOIb Ta BUITYCK cepiif)
Memnapini-®on Xeiinen 'mM6X, Himeuunna (KouTposs Ta BUIyCK cepiii)

4. IlpoBesieHi JOCTiIKEHHS:

TaKk

1) Tin nikapebkoro 3acofy,
3a AKMM IIpoBoamiacsa abo
[UIAHYETBCA peecTpaLis

Jlikapebkuii 3aci6 3 dikcoBaHow KombiHanieo

5. IloBHa Ha3Ba KIiHIYHOrO
BUTIPOOYBaHHS, KOJIOBAHHI
HOMEP KJIiHIYHOI'O
BUNIPOOYBaHHSI

CS8663-A-Ul11

Binkpure, paHnoMi3oBaHe, epexpecHe A0CIiIKEHHS B Mapajie/lbHUX
rpynax 1Jis OLiHKH Di0I0CTYMHOCTI OJIMecapTaHy MeI0KCOMITY Ta
amnouminy Oecunaty, B popmi KOMOIHOBAHOTO Mmpernapary 3
(pixcopaHMMM J103aMH AKTHBHHX PEYOBHH Ta npenapatis OneMerek®
(Olmetec®) Ta Antakan® (Antacal®) (amaoxuniu), npu npuitomi
3/J0POBHMH BOJOHTEPAMH.

6. ®aza KIHIYHOTO
BUIIPOOYBaHHs

Daza |

7. Ilepiox npoBeaeHHs
KJIHIYHOTO BUIIPOOYBaHHs

3 23 ciuns 2006 no 22 Gepesus 2006

8. Kpainu, 1e npoBoauiocs
KJTiHIYHE BUNIPOOYBaHHS

CILIA

9. KinekicTs JOCHiIKyBaHHX
MaLiceHTIB

3araHoBaHo: 60
dakTuuHO: 58 (3aBepiIKIN y4acTs)

10. MeTa Ta BTOpHHHI 11i1i
KJIIHIYHOTO BUTIPOOYBaHHS

Ouinka 6i00CTYIHOCTI ONIMecapTaHy Ta aMIIOJMIIIHY TIPH MPUHOMI B
(bopmi kombiHORaHOTO Npenapaty 3 GiKCOBAHUMH J103aMU AKTHBHHUX

JIBOX OKPEMHMX, BIKE 3apeeCTPOBAHMX Npenapartis. BioqocTymHicTh
OLIHIOBAJIH TIPH IPUIOMI TIpenaparis 3 pi3HUM BMIiCTOM aKTHBHHUX
PEe4OBHH — oliMecapTaHy, no 10 Mr, Ta amJI0HIIiHY 110 5 Mr; ONIMecapTaHy,
1o 40 mr, Ta amnoauminy mo 10 mr.

11. Auzaiin kaiHiyHOroO

OnHOLEHTPOBE, 3 OHOPA30BUM IPUHOMOM, PaH/IOMi30BaHE, BilKpHTE,B

BUITPOOYBAHHS J1Ba NEPiONIH, TIEPEeXpecHe JOCTIIKEHHS.
12. OcHoRBHI KpuTepil YuacHukamu Oy 3710pOBi 4OJIOBIKHM Ta *kKiHKH, BikoMm 18-45 pokie
BKJIIOYEHHS (BKJIHOUHO), 11O BIANOBINAJIM YCIM KPUTEPIAM BKITFOUEHHS Ta He

Bi/INOBi /1M JKOJAHOMY KPHUTEPIIO HE BKIOYEHHS.

13. HocaimxyBanuii
JlikapchKuii 3acib, cnocid
3aCTOCYBAHHSA, CUa il

[Ipuiiom A: CS-8663, TabneTky 115 NepopasbHOTO MPUHOMY
(xomGinoBaHMit mpenapart 3 QiKCOBAHUMM [I03aMU OJIMECAPTAHY
MeaokcoMiny, 10 Mr Ta amyioauniny 6ecunary, 5 mr).

L Ipuiiom B: CS-8663, TabneTku 1uist nepopaibHOro npuiiomy
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(xombiHoBanuii mpenapat 3 dikcoBaHMMHE JJ03aM¥ OJIMEcCApTaHY
Menokcomity, 40 Mr Ta amnoauniny 6ecunary, 10 mr).

14. TIpenapat nopiBHSHHS,
11033, crnoci6 3acTocyBaHHs,
cuna aii

[Ipuiiom b: onmecaprany menokcomin, 10 Mr (Onmerex®) Ta
amioauniny 6ecunart, S mr (AnTakan ®).

[Ipuiiom I': onmecaprany Menokcomin, 40 mr (Onmerek®) Ta
amJioauniny 6ecunar, 10 Mr (AHTtakan ®).

15. CynyTHs Tepanis

BincyTHsa

16. Kputepii oniHka
edeKTUBHOCTI

AUCO-h AUCO-lnfs Cmaxa Tmam ke], tin

17. Kpurepii ouinku Gesnexku

HeGaxkaui ABMILa, pe3y/bTaTH KIiHIYHHAX 1abOpaTOPHUX aHANI3IB, FONOBHI
MOKa3HUKH JKMTTEAIAABHOCTI OPraHi3My, pe3y/bTaTh JKapchKoro
obcTesxenHs, Ta EKI™ o6crexxenns 3a 12 BiBeaeHHIMMY, .

18. CrarucTiuni MeToau

3uauenns 90% JII pisHuLi HaliMeHIIHX cepeaHix KBaapaTis Gyiu
po3paxoBani MeTofiom aucnepcilinoro anamizy (ANOVA), sxuii Gy
MPOBEJCHUH 3 BHKOPUCTAHHAM JorapuMiuyHO TpaHCHOPMOBAHHX 3HAYEHD
AUCq.;, AUCq.infTa Cpax ONIMECapTaHy Ta aMJIOAUITIHY IS KOKHOT 3
KOTOPT.

19. Hemorpadiuui Koropra 1 Koropra 2 ‘
I[ P q) . " Iapamerpu Yonosixn |Kinkn B miiomy |Yoaosikn |Kinkun B ninomy (I;u;n:(;;y
MOKa3HUKH 10C/I11XKYBaHOI (N=23) |[(N=7) |(N=30) |(N=26) |N=4) [(N=30)

: Crats |Yonosiua 23 (76,7%) 26 (86,7%) |49 (81,7%)
NomyJisiLii (craTh, Bik, paca, e 7233%) 4(133%) |11(183%)
TOIIIO) YopHomkipi 15 (65,2%) [2 (28,6%) |17 (56,7%) [19 (73,1%) |3 (75,0%) |22 (73.3%) |39 (65.0%)

Paca |Esponeiimi 4(17.4%) |2 (28.6%) |6(20,0%) |4(15.4%) |0 4(133%) |10 (16,7%)
Jlatunoamepukani |4 (17,4%) |3 (42,.9%) |7 (23.3%) |2(7.7%) |0 2(6.7%) |9 (15,0%)
Inmi 0 0 0 1(3,8%) [1(250%) [2(6,7%) [2(3.3%)
Cepeaniit 32,0 326 322 30,7 27,0 30,2 312

Bi CB 5,64 8,38 6,22 7,67 6,68 7,55 6,93

p ;‘ iy | Meziana 32 35 32 29 28 29 29.5

PORIBH p fig. 23 23 23 21 19 19 19
Make. 43 42 43 45 33 45 45
Cepeaniit 175.43 162,57 172,43 177,00 162,75 175,1 173,77

3picr |CB 7.885 4,791 9,085 7,054 6,238 8,438 8,796

L ) [Meniasa 179 163 173 178.5 162 176,5 175

s I ¥ 156 154 154 165 156 156 154
Maxe. 193 163 193 188 171 188 193
Cepennii 79,18 76,59 78.57 82,43 65,98 80,24 79.41

Maca |CB 11,832 12,919 11,915 11,901 11,337 12,953 12,368

tina  |Meniana 79,4 80,6 795 83,1 66,35 80 79.5

(kr)  |Min. 59,5 50,5 50,5 61 52 52 505
Make. 103.1 87 103,1 1016 79,2 1016 103,1
Cepenniii 25,72 28,96 26,48 26,27 24,83 26,08 26,28

T |CB 3475 3,674 3,727 3373 3,907 3411 3,548

(ko) | Meiana 258 30,7 26,45 25,9 238 25,55 2595

KO\ i, 19.4 214 19.4 198 213 198 19.4
Maxc. 31,7 31,7 31,7 31,5 30,4 31,5 317 |

20. PesynsTaTi Koropra 1
EIbeKTHBHOCTi Oamecapran Hpniiom A ITpuiiom b
(n=230) (n=230)

AUCy, ( Hr*roa./mm)

Apudmernune cepenne £ CB 1871,5 + 407,38 1738,6 + 391,02

I'eomerpuune cepenne (KB%) 1824.7 (23.9%) 1696.3 (23.0%)

AUC. iy (Hr*roa./mn)

Apudmernune cepenne + CB 1901,9 + 403,11 1778.3 = 403,09

I'eometpuuse cepenne (KB%) 1857.1 (23.1%) 1734,5 (23,2%)

AUCy/ AUCqr

Apudmernune cepenne = CB 0,9827 +0,01704 0,9835+0,00916

Cpax (HO/MT)

Apudmernune cepenne + CB 347,5 + 80,00 306,0 + 80,55

I'eomerpuune cepenne (KB%) 338.,0 (24.8%) 295,7 (27,3%)

T s (ron 1,559 (1.00, 4,02) 2,000 (1,00, 4,02)
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Meniana (miH., Makc.)

Ty (ron)

Apudmernune cepeane + CB 14,328 + 7,5439 13,639 + 5,6033
Koropra 2

Ouamecapran Hpuiiom B Hpuiiom T
(n=29) (n=29)

AUC, ( Hr*rom/mi)
Apudmernyne cepene = CB
I"eomerpuune cepenne (KB%)

5994.9 + 1782,10
5760.8 (29,2%)

5383.2+1297,31
5223,1 (26.0%)

AUC iy (Hr¥*roa./mim)
Apudmeruune cepenue = CB

6168,7 + 1789,50

5491,5+1327,74

Ieomerpuune cepenne (KB%) 5942.1 (28.2%) 5325,7 (26,3%)
AUC,./ AUCq s
Apudnmernune cepenne + CB 0,9849 + 0,01552 0,9809 + 0,01646
Cpax (HO/MiT)
Apudmernune cepenne = CB 938.5 + 240,44 859,14+ 182,23
I'eomerpuune cepenne (KB%) 907,3 (27,7%) 839.3 (22,7%)
Tﬂlll (ro'ﬂ)
Meniana (MiH., Makc.) 2,000 (1,00, 4,02) 1.517 (1,00, 3,10)
Ty (ron)
Apudmernune cepenne + CB 15,630 +7,0027 17,273 + 8,1291
Koropra 1
Amioaunin Ipuiiom A Ipuiiom b
(n=30) (n=30)
AUCy, ( nr*rog./m.)
Apudmernune cepente + CB 152301.,85 +42443,62 |149952,8 + 43336,46
I'eomerpuune cepenne (KB%) 146500,5 (29,3%) 144154.0 (29.3%)
AUC o (mr*rom./mim)
Apudmernane cepesne = CB 168328.2.8 +£ 54018.97 |165875.9 + 56421,90
'eomerprune cepenne (KB%) 160308.7 (32,8%) 157724.4 (32,8%)
AUC4/ AUCq.in¢
Apudmernune cepenne = CB 0,9150 £ 0,04480 0,9150 = 0,04209
Coax (nr/ma1)
Apudpmernyne cepenne = CB 3168.7 + 806,56 3188,0 £ 764,42
I"'eomerpuune cepenne (KB%) 3074.2 (25,3%) 3104.8 (23.5%)
Tomax (ron)
Mejtiana (MiH., Maxc.) 8,017 (6.00, 12,1) 8,000 (6,00, 12,0)
Ty (rom)
Apudmernune cepenne = CB 40,74 £ 9,692 40,46 + 9,168
Korapra 2
AmioauniH Hpuiiom B Hpuiiom T
(n=29) (n=29)
AUC, ( nr*roa/min)
Apudmernune cepenne £ CB 318909.8 + 79462.6 309796,6 + 69009,20
I'eomerpuune cepeane (KB%) 309233,5 (26.1%) 301708.0 (24.5%)
AUC ¢ (nr*roa./mu)
Apudmernune cepenne £ CB 350212,2 £ 9165526  |341976,5 = 84607.54
I'eomerpuune cepenne (KB%) 338307.8 (27.8%) 331203.5 (27,0%)
AUC./ AUCqinr
Apudmernune cepenne = CB 0,9147 +0,03393 0.9117 +0,03650

Cax (nr/mut)
Apudmernune cepenne = CB

6824,1 + 1546,74

62383+ 1391,8

Apudmernune cepenne = CB

40,24 + 7,534

I'eomeTpuune cepenne (KB%) 6643.1 (24.6%) 6084.9 (23,3%)
Tnax (ron)

Meniana (Min., Makc.) 6,100 (6,00, 12,0) 7,983 (5.98, 12.0)
Typ (ron)

40,79+ 7,114

21. Pe3synbTaTi OLiHKH

Cepiiosni un Tsxki HA B nepion nocnimkenss 6ymu BigcyTHi. BinbmicTs

npzACTIG HAK

3 ;,‘.”_“.Ig'i':’ﬁ KA =
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Oesnexu H1 B mepion qocmimkeHHs Gy HU3LKOTO CTYMEHs TSHKKOCTI, skoHe 3 H
B [IEPIOJ| 10CTiDKEHH CePEHBOrO CTYTEHs TSHKKOCTI He Masio ITPUYHHHO-
HAC/Ii/IKOBOrO 3B°A3KY 3 10CJIiPKYBAaHUMH TIpenaparamu. OI{H YIaCHUK
OyB BiACTOPOHEHMIA BiJ MOAAMbIIOT yuacTi B JociKkeHHi BHactinok HS
(omyXaHHA HWKHBOT IIEJIeIH 3/1iBa / TAPOTHT) Ta MOMIpHOT eo3uHOMINil: 1
H51 B mepion nocnimkenns 6ynu knacudikoani sk Taki, 1o He MalOTh
NPUYHHHO-HACIIIIKOBOTO 3B’ A3KY 3 NOCIIIKYBaHUMH NPENapaTaMu.
JKomre HA B nepion nocnimrenns ve Gyno knacudikoBane sk Take, 10
Mae Oe3cyMHIBHMI 4H HMOBIPHHI 3B°A30K 3 JOCTIIKYBaHHMH
npenapaTamMmu.

22, BRchoRGK (peerone) [Ipenapar CS-8663, TabneTku 715 mepopanbHOro NPUHOMY, HHXKUOK0

103010 (KoMGiHOBaHuii Mpenapar 3 GikcoBaHOM 03010 OMecapTaHy
MeoKcoMiny, o 10 mr, Ta ammoauniny Gecunaty, no 5 Mr) €
GioeKBiBANIEHTHHM OJHOYACHO 3aCTOCOBYBaHMM NpenapataM OnMeTexk®,
10 mr, ta AxTakan®, 5 mr, npu npuiiomi HaTILE.

[Ipenapat CS-8663, tabneTku 1Uist IepOPaLHOTO IPUHOMY, BHILOM0
j103010 (komMOiHOBaHHI npenapar 3 (piKCOBaHOK 103010 OJIMECAPTAHY
MezokcoMminy, no 40 mr, Ta amnoauniny Gecunary, mo 10 mr) €
DioeKBIBaJICHTHUM OJIHOYACHO 3aCTOCOBYBAaHMM Ipenapatam OaMeTek®,
40 mr, Ta AnTakan®, 10 Mr, npu npuiioMi HaTIIE.

3asiBHUK (BJIACHHK

peecTpauiiiHoro (mizmuc)
[IOCBi{YEHHs) J1-p Kaii Illymaxep (Dr. Kai Schumacher)
(I1. 1. B.)

1 Ii
{ - |\ i
it -

3A 1]‘1 B HACA

NAMACKIHA A.B
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3BiT npo kiiniune BUNpoGyBanna 8

1. Hasga nikapcekoro 3acoby
(3a HasIBHOCTI - HOMeEp
peecTpauifHoro
MOCBiUEHH)

ATTEHTO® TIJTIOC 40/10/12,5

2. 3asBHUK

Menapini IntepHemonan Onepeitionc Jliokcem6ypr C.A., JTiokceMmbypr

3. BupoOnuk

Maiui Cankio IOpoyn I'm6X, HiMeuyuuna (Bupo6uumTeo “in bulk”,
MaKyBaHHs, KOHTPOJIb Ta BHITYCK Cepiii)

bepnin-Xemi Al', Hiveuunna (makyBaHHs, KOHTPOJIb Ta BUITyCK Cepiii)
Menapini-Oon Xeiinen 'm6X, Himedquuna (KOHTpoJIb Ta BHITYCK cepiii)

4. Ilpoeeaeni mociimKkeHHs:

TaK

1) Tvn nikapeekoro 3aco@y,
3a IKMM NpoBoAuIIacsa abo
[IAHYETHCS PEECTpALLis

Ulikapebkuit 3aci6 3 ikcoBaHOK KOMGIHALIE

5. IToBHa Ha3Ba KIiHIYHOIO
BUIIPOOYBaHHS, KOAOBAHHH
HOMEp KJIHIYHOro
BUIPOOYBaHHA

866-126

PanpnomizoBaHe, BifkpuTe, B TpU nepiom, MepexpecHe AOCIiHKEHHS
GioekriranenTHOCTI npenapary CS-866 B TaGneTkax moc
iJIpOXJIOPTIa3u/l B Kalcynax un TabieTkax, Ta KoMGiHOBAHOro npenapary
CS-866/rifpoxnopriasuy, 3 BKIOYEHHSM 310POBHX JOPOCIHX BOJIOHTEPIB.

6. ®aza KITiHIYHOTO
BHIPOOYBaHHs

Daza [

7. Ilepion npoBeneHHs
KJIIHIYHOTrO BUMIPOOYBaHHA

3 10 ceprins 2001 o 28 ceprins 2001

8. Kpainu, ne mpoBoauiocs
KJliHiYHE BUNPOOYBaHHS

CIIA

9. KinbkicTb gocmimkysanux
MaiieHTiB

3arnnaHoBaHo: 33
dbaktryno: 30 (3aBepLIKMIN yHacTh)

10. Meta Ta BTOpHHHI w1ii
KJ1iHIYHOTO BUIIPOOYBaHHS

Ouinka GioekpiBanentHocTi npenapary CS-866, nocraBineHoro s
KIiHIYHOTO JI0CTTi/KeHHs, B TabneTKax, Ta rigpoxsiopriasuay ([XT), B
Karcynax 4 TabyieTkax, npy nepopaibHOMY NpHHoMi, Ta KOMOiHOBaHOTO
npenaparty, NPU3HAYEHOTO 1711 KOMEPLIHHOro BAKOPUCTAHHS, B hopMi
tabmetok, CS-866/T'XT.

11. Quzaiin knivigyHOrO
BUIIPOOYBaHHS

PanzioMi3oBaHe, BikpuTe, B TPH MEPiOAM, MEPEXPECHE NOPIBHAIbHE
JIOCITIZKEHHSL IpU Tipuiiomi oaHiero no3oto npenapary CS-866 (20 mr) B
kom6inanii 3 'XT (12,5 Mr), 310poBHMK BOJOHTEpaMH YOJIOBiUOT Ta
HKiHOYOT cTari.

12. OcHoBHi KpuTepii
BKJIIOYEHHS

Y4acHHKaMM J10CTi/DKeHHs Oyl 310POBi BOJOHTEPH, YO0JIOBIKH Ta JKIHKH
(ne B mepiof BariTHOCTI), Bikom 18—45 pokiB (BKJIHOYHO), 10
KOPMCTYBATHCh HAJIE)KHHMH MPOTH3AILI JHUMHU 3ac00aMH (CTOCYEThCS
BUKIIFOYHO JKIHOK), 3 MaCOIO TiNla Ta 3pOCTOM, Bi/ITIOBIIHUMM NIPUIHATHOMY
flianasoHy, He 3aCTOCOBYBAJIU THOTIOH MPOTATroM 12 nonepeaHix micsiis,
JULs AKUX OyJid OTpMMaHi HeraTMBHI Pe3yNbTaTH Npo6 cedi Ha HAPKOTHYHI
PeUOBHHMU/AJIKOrO/b, Ta AKi MiATHCANH JOKYMEHT Ipo noindopMoBaHy

3rofay.
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13. NocnipkyBanuii
TikapcbKuii 3aci6, croci6
3aCTOCYBaHHs, cuiia aii

20 mr CS-866 / 12,5 mr, I'XT, taGneTku, npusHaueHi ams KoMepuiHOro
BUKOPMCTaHHA, UL NIEPOPaIbHOro 0AHOPA30BOro npuiiomy (npemnapar B).

14. IIpenapat nopiBHsAHH,
1034, crocid 3acTocyBaHHs,
cuna il

20 mr CS-866, nocimxyeanwuii mpenapar B Tabnerkax + 12,5 mr I'XT, B
Kancynax, Ui NepopaibHOro 0JHOPA30BOro npuiiomy (mpenapar A).
20 mr CS-866, nocnimpkyeanuii npenapar B Tabnetkax + 12,5 mr I'XT, B
TabieTkax, /Ui NepopagbHOro 0JHOPA30BOro MpuiioMy (npenapar B).

15. CynyTHs Teparis

BincytHs

16. KpuTepii ominku
eeKTUBHOCTI

AUCo.inr, AUCo.1gc, Crnax, Kel Ta 12 MeTaGomiTy CS-866 RNH-6270 ta I'XT

17. Kpurepii ouinku 6e3neku

Jlikapcbke 0GCTEMHEHH S, TONOBHI TTOKA3HHKH KHTTEMISIBHOCTI OpraHismy,
IUIHIYHO 3HAUYIi HeOaXaHi SIBUINA, Pe3yJIbTATH KIiHIYHOTO aHATI3Y
KpoBi, GioxiMiuHOTO aHATi3y KPOBI Ta aHali3y ceyi.

18. CratucTiHuni MeTOIH

Jlorapudmivuno TpaHchopMOBaHi 3HAUEHHS AUC g, AUCq ins T2 Crnax
Oynu npoananizoBani MeToaamu Jucnepciiinoro ananisy (ANOVA); 6yin
pO3paxoBaHi pisHMLS IpK NpHitomi mpenaparis Ta Bianosiani 90% I, 3
HACTYNHUM €KCITOHEHTYBAaHHAM, /Ul OTPUMAHHS Koe(illieHTIB
Di0EKBIBAJIEHTHOCTI Ta BiAMOBiAHKX 3HaYeHb 90% 1.

19. Hemorpadiuui
MOKa3HUKHU J0CIIKYBaHOT
nonynaAuii (cTate, BiK, paca,
TOLLLO)

TABJIMLIA 6.3: JEMOI'PA®IYHI IAPAMETPU

YCI YYACHHKH

B LIJIOMY
N (%) 33 (100%)
CTATD, N (%)
YOJIOBIYA 17 (52%)
KIHOUA 16 (48%)
PACOBA TTPUHAJIEXXHICTh N (%)
€BPOIIEHLI 12 (36%)
YOPHOIIIKIPI 14 (42%)
A3IALI 1 (3%)
JIATUHOAMEPHKAHIII 5 (15%)
THIIT 1(3%)
CTATYPA, N (%)
JIPIGHA 2(6)
CEPEJIHSI 26 (79%)
BEJIMKA 5(15%)
BIK (pokis)
CEPEJIHIN (CB) 26,5 (7,87)
TIATTAROH 18,0 -44.0
3PICT (aroiimis)
CEPE/IHIH (CB) 66,0 (4.07)
JIATIA30H 59,0-73,0
MACA TUIA (dyuris)
CEPE/IHIM (CB) 156.1 (25,96)
JUATTA30H 114,0-212,0

20. PesynpTatn
eeKTHBHOCTI

Kombinopanmit npenapat CS-866/'XT, B TabneTkax, npu3HaueHUit st
KOMEpUiHHOTo BUKOpUCTaHHs (npenapat B) Ta gocnimkysanuit npenapar
CS-866, B TabneTkax, B koMGiHalil 3 3apeecTpoanuM npenapatom I'XT B
Kkarcynax (npenapat A, CIIA) uu Tabnetkax (nmpenapar b, €spona) €
OioeksipaneHTHUME. ToukoBi oiinku KoediuienTis RNH-6270 ctaHOBMIM
1,04, 1,04 ta 1,08 nas AUCq.igc, AUC.ins T2 Crnax, BiATIOBiAHO, 1pH
npuiiomi npenapatie B ta A. 3nauenns 90% I ais yeix Tppox
KOE(ILlEHTIB BIANOBIAAH IPAHHLISIM CTAHAAPTHOrO Jiana3oHy
6i0eKBiBaJICHTHOCTI.

Tax camo, ToukoBi omiHku koedinientie RNH-6270 cranopunu 1,07, 1,07
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ta 1,08 nna AUC.4c, AUCq.pnf T2 Ciax, BiAOBiAHO, TipH mipHiiomi
npenapatis B ta BA. 3nauenns 90% JII ns ycix Tppox KoediuieHTiB
Bi/IMOBiJa/IM I'paHULsIM CTaHAAPTHOrO Jiana3oHy GioeKBiBalEHTHOCTI.

bioekgiBaneHTHicTs Oyna miaTBeppKena Takox i 41 I'XT, TouykoBi
oninku koediuientie Ta 90% JII koediuienTis nmpu npuitomi ycix
npenapaTi OyaM MoAiOHUMHU U1 3HAUEHB, PO3PAXOBAHKX A MeTaboiTy
RNH-6270.

21. Pe3yabTaTi OLIHKY
Oe3mneKu

[Ipo 10 HA B nepiox yyacti B gocnimkenni noigomumu 7 (21,9%)
y4acHHKiB mpH npuiiomi 20 mr CS-866 + 12,5 mr I'’XT (npenapar A), npo
23 H5 B mepion yuacti B qocimkeHHi nosinoMuimu 6 (19.4%) yuacHukis
ripy npuiiomi 20 mr CS-866 + 12,5 mr I'XT B Tabnetkax (npenapar B) ta
npo 17 H B nepion ydacTi B focniixKeHHi MOBIAOMMIH 12 y4acHUKIB npH
npuiiomMi KoMGiHOBaHOTO npenapary B Gopmi TabIeTOK, MPHU3HAYEHOTO
U151 KoMepLifiHoro Bukopuctanus (mpenapat B). [Nonosuuii 6iib,
3aI1aMOpOYEHHA Ta Hy10Ta, B LijoMy, Oy HalwacTimmamu HA 8 nepion
ydacTi B nociimpkeHHi. OUH y4acHHK, y KOTO BUHUKIO 14 3 23 HS B
nepioJl y4acTi B 1OC/IipKeHHI micis npuiiomy npenapary b, Oys
BiICTOPOHEHHH BiJl OJANBILIOT y4ACTi B IOCHIKEHH] BHACIIOK HYI0TH
Ta 6noroTH. [ToBiTomMneHHs nipo cepiosni HA B nepioa yuacri B
nociuKeHHi Oyu Biacy THi.

22. BCHOBOK (pesiome)

PesynpraTamu gocaikeHHA Oy10 MPOEMOHCTPOBAHO, 110 KOMOIHOBAHHH
npenapat CS-866/'XT B Tabnerkax, npu3HaYeHHi 115 KOMEpPL{iHHOrO
BUKOPHCTaHHs, € O10eKBIBaAJICHTHHUM TIpenapary, MpU3HAYE€HOMY /IS
KtiHivHKX gociimkers B CLLIA (CS-866 + I'XT B kancynax) ta 8 €spori
(CS-866 + I'XT B Tabnerkax). 3nauerns 90% JII TOUKOBHX OLIIHOK
KoedinieHTiB AUCq.iqc, AUCq.pnr Ta Cyyax MeTabonity RNH-6270 Ta I'XT
BIIMOBIZAIH I'PAHMLIAM CTAHIAPTHOTO Jiana3oHy 0i0eKBiBaIEHTHOCTI
(080-1,25).

3assBHUK (BIACHUK
peecTpauiifHoro
MOCBITUEHHS)

(rmigmnuc)
JI-p Kaii lllymaxep (Dr. Kai Schumacher)

(. 1. B.)
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3BiT npo kiiniune BUNpoOyBaHHs 9

1. Ha3zea nikapcekoro 3aco0y
(3a HasABHOCTI - HOMEp
peecTpaliiiiHoro
MOCBIAYEHHA)

ATTEHTO® TUTIOC 40/10/12,5

2. 3asgBHUK

Menapini Inrepremonan Onepeiimmonc Jliokcem6ypr C.A., JTiokcemBypr

3. BupoOuuk

Jlaivi Cankio FOpoyn I'M6X, Himeyuunna (BupoGHUITBO “in bulk™,
MaKyBaHHs, KOHTPOJIb Ta BUITYCK Cepiii)

bepnin-Xemi AI', Himeuunna (nakyBaHHs, KOHTPOJIb Ta BHITYCK Cepiii)
Menapini-Don Xeiinen 'M6X, HiMeuuuna (KOHTPOJIL Ta BUITYCK cepiif)

4. IlpoBeneHi JOCiIKeHH:

TakK

1) Tun nikapcekoro 3aco0y,
3a IKUM ITpoBoaunacs abo
MIAHYEThCS PeecTparis

Jlikapcbkuii 3aci6 3 dikcoBaHOO KOMOIHAIIEKD

5. IloBHa Ha3Ba KIIiHIYHOTO
BUTMPOOYBAHHA, KOJOBAHHH
HOMEp KJiHiYHOro
BUITPOOYBaHHSA

866-138

PanoMizoBaHe, BiIKpUTe, B TPH M1EPIOIH, EpEXpecHe JOCIiKEHHS
OioeksiBasieHTHOCTI 40 Mr CS-866, B TabneTkax, muroc 12,5 Mr
riZipoxJopTiasuay, B Karcynax 4 tabnerkax, ta 40/12,5 mr CS-
866/rinpoxnopriazua, B hopMi KoMGiHOBaHHX TaBNETOK, 3 BKIFOYEHHAM
300POBHX JOPOCIHMX BOJIOHTEPIB.

6. Daza KIiHiYHOro
BUTIPOOYBaHHS

Daza

7. Iepiox npoBeneHHs
KJTiHIYHOTO BUMPOOYBaHHS

3 18 rpymus 2002 no 07 ciuns 2003

8. Kpainu, ne mpoBomuiiocs
KJIiHIYHE BUMPOOYBaHHS

CIIA

9. KinbKicTh JOCIIIKYBAHUX
MaLi€HTIB

3aryiaHoBaHo: 42
(hakTHuHO: 38 (3aBEPIIUIN YUACTh)

10. MeTa Ta BTOpHHHI 1T
KJ1iHIYHOTO BHMPOOYBaHHS

Ouinka GioeKBiBaJIEHTHOCTI Ipenapary, NPU3HAYEHOrO /71 KOMEPLiifHOTO
BUKOpHCTaHHsA, KoMOiHalii CS-866 - rinpoxnopriazuay B ojHili Tabnerui
(mocnimxyBanuit npenapat B) Ta npenapary CS-866, npusnadeHoro ais
KJIIHIYHUX TOCIiDKEHD (0MecapTaHy MeIOKCOMin), B TabeTkax +
TiIpoXjopTiasu, B Kancynax (npenapar nopiBHAHHA A) Ta Tpenapary
CS-866, mpuzHaueHoro Ajs KIiHIYHUX JOCIiIXKeHb (oMecapTaHy
MEI0KCOMLIT), B TabNeTKax + TiIpoXJopTiasui, B TabneTkax (nmpenapar
nopieHsAHHA b)

11. luzaitn kniHidHOrO
BUTIPOOYBaHHS

PanjomizoBaHe, BiIKpHTE, B TPH TIEPiOaH, EPEXpecHe MOPIBHAJIbHE
NOCTIKEHHS 3 OJTHOPa30BUM NEepOpaib-HUM TpHitoMoM npenapaty CS-866
(40 mr) B komOinauii 3 'XT (12,5 Mr) 310poBMMH BOJIOHTEPAMH Y0JIOBIUOT
Ta J)KIHO4OT cTaTi.

12. OcHoBHi KpuTepil
BKJTIOYEHHS

VyacHuKaM# gociiipKeHHs Oyad 310pOBi BOJIOHTEPH, YOJIOBIKM Ta IKIHKH
(He B mepiof BariTHOCTI), Bikom 19—45 pokiB (BKIIOYHO), 110
KOPUCTYBAJIMCh HANE)XKHUMH TIPOTU3ATLTI THUMH 3ac00amMu (CTOCYETHCS
BUKJIIOUHO JKIHOK), 3 MAacOIO Tijla Ta 3pOCTOM, BiAMOBIAHUMHU MPUHAHATHOMY
niana3oHy, He 3aCTOCOBYBAJIH TIOTIOH MPOTAroM 12 momnepeaHix Micsis,
1151 IKMX Oy OTpHMaHi HeraTUBHI pe3ysbTaTH Ipob cedi Ha HAPKOTHYHI

NPz0CTi RAK

IAABHAK A
TAMACK P HA

A 3]
A.D
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PEYOBHHM / aJIKOTOJIb, Ta SKi MiMHCATH JOKYMEHT 1po noinhopmMoBaHy
3roay.

13. JocaimKyBaHui
niKapchKuii 3acib, crioci6
3aCTOCYBaHHS, cuJia dil

[Tpenapar B: 40/12,5 mr CS-866/T X T, komOiHOBaHi TaONeTKH,
TMpH3HAYEH] 118 KOMEPIiHOr0 BUKOPHUCTAHHS, /IS IEPOPAIBHOIO
OTHOPA30BOro Mpuiiomy.

14. Ilpenapat nopiBHsAHHS,
103a, croci6 3acToCcyBaHHs,
cuna gil

[Ipenapat A: 40 mr CS-866, nocnimkyBsaHuii npenapar B raGnerkax +
12,5 mr I'XT, B kancynax, st mepopanbHOro OAHOPa30BOro MpHUioMy.

[Ipenapat b: CS-866, nocnimkysanuii npenapar B Tabnerkax + 12,5 mr
['XT, B TabneTkax, A1 NepopagbHOro 0JHOPA30BOrO NpUiiomy.

15. CynyTHs Tepanis

BincyTas

16. Kpurepii owinku
e(DeKTHBHOCTI

AUC.inf, AUCo.1gcs Crnaxs Tinax> Ket T t12 RNH-6270 (akTuBHMi MeTabomiT
CS-866).

17. Kputepii owinku Oe3nexu

PesynbraTh JIIKapcbKOro 00CTEKEHHS, OLIHKH I'OJIOBHUX NOKA3HUKIB
PKUTTENISUIBHOCTI OpraHi3my, KIiHIYHO 3Ha4yli HebaxkaHi BULIa,
pe3yabTaTd 010XIMIYHOIO aHalli3y CHPOBATKH KPOBI.

18. CtaTHCTHYHI METOH

Jlorapudmiuno tpancdopmopani 3HaueHHS AUCq. g0, AUCq.ins Ta Cpay
Oy npoaHanizoBaHi MeToiaMu aucnepciifnoro ananizy (ANOVA). 3a
pesysbTaTaMH aHamizy OyJii po3paxoBaHi pi3HHLS TIPH NPHHOMI
npenapatiB Ta BianoriaHi 90% JII, 3 HACTYIIHUM €KCIIOHEHTYBAHHAM, /14
OTpuMaHHs KoedilieHTiB 6i0eKBiBaNEHTHOCTI Ta BiANOBIAHUX 3HAYEHD

90% 1.

19. lemorpadiuni

MOKa3HUKHU JIOCIIHKYBaHOT YCI YHACHHUKH
nonyJssiuii (cTate, BiK, paca, gg/{)};@MY 42 (100%)
TOLLO) CTATD, N (%)
YOJIOBIUA 27 (64%)
WIHOUA 15 (36%)
PACOBA [TPHUHAJIEXXHICTB N (%)
E€BPOITEMLII 32 (76%)
YOPHOUIKIPI 3 (7%)
ABIALI 2 (5%)
JIATHHOAMEPHKAHIT 3 (7%)
THIIII 2 (6%)
CTATYPA, N (%)
JIPIBHA 4 (19%)
CEPEJIHS1 30 (71%)
BEJIMKA 8 (19%)
BIK (poxig)
CEPEJIHIM (CB) 28,4 (7.50)
JUAITA30H 19,0 — 44,0
3PICT (mroiimis)
CEPEJIHIM (CB) 69.1(4,17)
JUAITA30H 60,0 — 76,0
MACA TUIA (¢dyurig)
CEPEJTHIM (CB) 164,1 (25,87)
JIATIA30H 114,0-218,0
nPEACT/BHUK
IAABHAKA
IAMACKIHA A.B Lo
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20. PesynbTatu
e(peKTHBHOCTI

®K napamerpu RNH-6270

Ipenapar A Ipenapat b Ilpenapar B
(n=40) (n =40)" (n=40)!

ITapamerp Meniauna (CB) Meniana (CB) Meniauna (CB)
Ieom. cepeane (KB) |I'eom. cepenne (KB) |Teom. cepeane (KB)
Mepaiana Meniana Meniana

AUCq. 4 6632,70 (1704.33) 6601,34 (2056,43) 6362,25 (1525,58)

(ar*rom./mim) 6406,51 (28,04) 6312,44 (30,75) 6188.20 (24.21)
6628.59 6311.93 6137,50

AUCpins 6758.62 (1698.51) 6742.66 (2090,74) 6569,04 (1587,33)

(ur*rog./mn) 6539,03 (27.22) 6445,73 (30,99) 6384.,67 (24,62)
6694,36 6609.,46 6342,09

G 104808 (289,24) 1050,03 (331.47) 1070.66 (269.76)

(ur/min) 1010,07 (28.89) 1006.05 (29.67) 1038.95 (25.12)
989,36 977,20 985,31

Conax/ AUCq i 0.16 (0,03) 0,16 (0,03) 0,17 (0,03)

(/ron.)

Tnax (ron.) 2,00% 2,00% 1,50%

12 (roa.) 19,31 (15,97) 19,03 (13,39) 21,44 (21,02)
13,44 13,87 14,30

Ananiz @K napamerpis RNH-6270 pis ouinku ioexsisanenTnocri

IIpenapar B B nopiBusinHi 3
npenaparom A

Ilpenapar B B nopieusinui 3
npenaparom b

T paNEH TOYKOBA OLiHKA KoediuienTy TOYKORA OUiHKa KoedinicHTy
(90% JID)' (90% 2’

AUC .14 0,97 (0,90 — 1,04) 0,97 (0,91 — 1,05)

AUC.ins 0.98 (0,91 —1,05) 0,99 (0,92 — 1.06)

Coiox 1,03 (0,96 -1.11) 1,03 (0,96 —1,11)

Cmax / AUCG-inf

1,05 (1,00 -1,11)

1,04 (0,98 — 1,10)

DK napamerpu riapoxsopriazuay

Mpenapar A IIpenapar b Hpenapat B
(n=32) (n=32) (n=32)"

Iapamerp Meniana (CB) Megpiana (CB) Meniana (CB)
Teom. cepeance (KB) |I'eom. cepenue (KB) [Teom. cepeane (KB)
Meaiana Meaiana Mejiana

AUCq,q 493 41 (100,12) 489.24(121,77) 472,11 (108.48)

(ur*rom./mim) 483,51 (20,74) 475,07 (24 86) 460,60 (22,71)
481,93 471,22 456,24

AUCins 541,88 (95,94) 542,54 (120,95) 521.79(104,98)

(ar*rox./mm) 533,54(18.11) 530.08(21.92) 512,02(19.74)
531,93 524,44 508,59

Gy 80,39 (21,71) 79.98 (29,71) 78,18 (22.,12)

(Hr/Mn) 77.67 (27.64) 74.76 (33.09) 75,24 (28.63)
78,29 71.46 76.01

Cmaxf AUCO-im"

(1/Ton.) 0,15 (0,03) 0,14(0,03) 0,15(0,03)

T pax (roa.) 1,75% 1,75* 1,50*

t12 (rom.) 9,63 (1.83) 10,18 (1.,72) 10,01 (1.90)
9,60 10,07 9,98

Ananis @K napamerpis rigpoxiopriasnay aas ouinkn GioexsiBajsenTHocTi

[Ipenapar B B nopisusinui 3
npenaparom A

IIpenapat B B nopisusinmi 3
npenapatom b

Tapanerp TOYKOBA OUiHKA KoediuieHTy TOYKOBA OlliHKA KoedinienTy
(90% AN (90% JIN’
AUCqqc 0.95 (0,90 — 1,00) 0,97 (0,92 -1,02)
AUCq ¢ 0,96 (0,92 — 1,00) 0,96 (0,92 - 1,01)
A 0,97 (0,90 — 1,04) 1,01 (0,93 -1,08)
Crax! AUCq.ing 1,01 (0,95 - 1,07) 1,04 (0.99 - 1,10)

1PERCT/ uHAK

IAABHAKA
LAMACKiHA

"n.D
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21. PesynbraTH OLiHKH
Oe3nekn

B wninomy, npo 16 HS B mepiox yuacti B ocnimpkenni nosigomunm 11
(27,5%) yuacuukis npu npuiiomi 40 mr CS-866 x 12,5 mr TXT B kancynax
(npenapat A), mpo 15 HSI B nepion yuacti B Jocsiakenni nosizomunu 10
(23,8%) yuacuukis npu npuitomi 40 mr CS-866 + 12,5 Mr I'XT &
tabnerkax (npenapat B) 11 HSI B nepioa yuacti B focipKeHHi
MOBiIOMKIIH Bicim (20,6%) yyacHUKIB npu npuioMi KoMGiHOBaHOrO
npenapary B Gpopmi TabNeToK, MPH3HAYEHOTO /151 KOMEPIIIHHOrO
BUKOpHCTaHHA (ipenapat B). Haituactiuumu HSI B mepios yuacri B
nocsliKeHH] Oyau 3anmaMOpoyYeHHs Ta FoJI0BHMI 6inb. JIume ouH
Y4aCHMK OYB BiJICTOPOHEHHH Bi/l MOMANILINOT YYACTi B JOCIKEHH]
HeOaxaHoro sABHINA (TaXikap/is), MOBIIOMIIEHHS PO cepifo3Hi HebaxkaHi
sBULIA OyJIM BiZICYTHI.

22. BucHOBOK (pesiome)

3HaueHHsA 3araJbHOI eKCIO3HULIT T MAKCHMAITBHOT eKCNO3HULLT MeTaboiTy
RNH-6270 npu npuiiomi npenapary CS-866/I'’XT, 40/12,5 mr, B
TabieTKax, NPU3HAYCHOr0 [/l KOMEPLIHHOro BUKOPUCTaHHs (npenapar
B), € GioeKBiBaleHTHUMHM TaKUM [PU NPUHAOMI MpenapaTy, NpU3HAYEHOMY
U1 KiHIYHUX ochipkens B CIIA, 40 mr CS-866 + 12,5) mr IT'XT B
Karicyaax (npenapat A) ta 40 mr CS-866 + 12,5 mr I'XT, B Tabnerkax,
npenapary, Npu3Ha4eHOMY IS KIHIYHUX Joc/TilKeHs B €Bpori
(mpemnapat B).

3naueHHs 3aranbHOl excriosuwil I'XT npu npuitomi npenapary CS-
866/I'XT, 40/12,5 mr, B TabneTkax, NPU3HAYEHOTO I KOMEPLIHHOro
BUKOpUCTaHHsA (npenapat B), € 6ioekBiBaJeHTHUMH TaKUM TIPH TIpUHOMI
[penapary, pu3HauYeHOMY IS KiiHigyHMX nocaimkens B CIIA, 40 mr CS-
866 + 12,5) mr I'XT B xancynax (npenapatr A) Ta 40 mr CS-866 + 12,5 Mr
['XT, B TabseTkax, npenapary, NpH3HAUYCHOMY IS KJIIHIYHHMX J0CTiKEHb
B CBporni (npenapar B).

3asBHUK (BJIACHHK
peecTpariifHoro
MOCBiTYEHHS)

(mianuc)
J-p Kait lllymaxep (Dr. Kai Schumacher)

(L1B)
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3BiT npo kainiuHe BunpoOysanus 10

1. Ha3ga nikapcekoro 3aco0y
(3a HasIBHOCTI - HOMEp

ATTEHTO® IJTIOC 40/10/12.5

peecTpaliiHoro

[MOCBiAUEHHS)

2. 3asBHAK Memnapini Inrepuemonan Onepeiimonc Jliokcembypr C.A., Jliokcembypr
3. BupobHuK Jaiui Cankio FOpoyn I'm6X, Himeuuuna (BupoGuuiTeo “in bulk”,

NaKyBaHHs, KOHTPOJIb Ta BUITYCK cepiii)
bepnin-Xemi AT', HiMeuunHa (11akyBaHHs, KOHTPOJIb Ta BUILYCK Cepiif)
Menapini-®on Xeiinen 'm6X, Himequnna (KOHTpONL Ta BUITyCK cepiit)

4. IpoBeieHi 1OCTiKeHHS:

TaK

1) Tun nikapeskoro 3acody,
3a SKUM NPOBOguIacsa abo
M1aHyETLCS PeecTpaLisn

Jlikapcbkuii 3aci6 3 dikcoBanow komGiHaLiew

5. [loBHa Ha3Ba KJiHIYHOTO
BUMPOOYBaHHS, KOJJOBAHHIA
HOMEp KIIIHIYHOrO
BUMPOOYBaHHS

CS-8663-A-U301

PanjiomisoBane, nojgikiHe ciine, niuane6o KOHTPoOIbOBaHe (akropianeHe
MOCITIDKEHHS A7 OLiHKK e)eKTHBHOCTI Ta Oe3MeKH 0JHOYACHOTO
3aCTOCYBaHHsA OJIMECANTaHy MeJOKCOMLTY TUTFOC aMITOJMIIIHY B OPiBHAHHI
3 130/TbOBAHMM 3aCTOCYBAHHSM LIMX MPENaparis B Teparii NauieHTis 3
rinepTeH3i€l0 CePeIHBOrO Ta BHCOKOTO CTYNEHs TSKKOCTI.

Pe3ysibTaTi BIAKPUTOrO €Tary JOCHiIKEHHS, 3 THKHA 8 10 THXIEHB 52.

6. ®aza KIIHIYHOTO
BUIIPOOYBaHHS

Dasa [11

7. Ilepion npoBeaeHHs
KJIiHIYHOTO BUITPOOYBaHHS

3 02 TpaBus 2005 no 09 ciuus 2007

8. Kpainu, ae nporoaunocs
KJiHIYHE BUNPOOYBaHHs

CILIA (172 nocnifHUUBKUX LEHTPH)

9. KilbKicTh HOCIIHKYBAHUX
MalicHTiB

3anaHoBano: 1684
akTuuno: 1400 (3aBepiuwam y4acTs)

10. MeTa Ta RTOpPUHHI uini

KJTIHIYHOTO BUMIPOOYBaHHS

[epion I (BimkpuTHii 10MATKOBKI eTan TOCTIKEHHS):

e Orpumanns iHdopmanii moo edexTuBHOCTI Ta He3neKu
JIOBIOTPUBAJIOrO OAHOYACHOTO 3acTocyBaHHsI OM + AMIJI (3
nonauHsaM ['XT npu HeoOxigHOCTI).

¢ OuiHka KinbkocTi (%) malieHTiB, 1Mo qocariu Koutpomo AT
(Busnauenmii, ax AT < 140/90 mm pt.cT. un < 130/80 nnis narienHTis,
10 CTPaXKJA0Th Ha JiabeT.

11. JTuzaiin KAiHiYHOTO
BUTPOOYBaHHS

baratoueHTpoBe, 52-TiKHEBE, paHIOMi30BaHe, MO/BiliHe chine, niaue6o
KOHTPOJILOBAHE, B Napalie/IbHUX rpynax, akTopiaabHe JOC/iIKEeHH,
MPOBECHE B TPHU IIEPiOH, a came:

Busenenns panime orpuMyBaHuXx npenapatis — nepioa I (mpu6nusuo 2
TIDKHI): IpoTsAroM nepiony I Oys nepenGavennii ojuH Bi3HT Ha eTari

CKPUHIHTY MALEHTIB, 10 HE OTPUMYBAJIH aHTUTINEPTEH3UBHI NpenapaTu

NPZACTABHAK
JAABHAKA ~—  F4i=F
LAMACKiHA R.D
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paHillie, Ta BUBE/IEHHS paHillle OTPUMYBAHUX [IPENapaTiB 3 OpraHizMy
MALi€HTIB, 10 OTPUMYBANIH AHTHTINIEPTEH3MBHI MpenapaTH paHiie.
[Tipisrany BKIIOYEHHIO Ha eTami paHAOMi3alii yci maLieHTH 3 cepeHiM
JIAT 2 95 mm pr.cT. Ta < 120 MM pr.CcT. Ha Yac Bi3uTy 3 Ha eTani
paHomi3alii, nig yac Bisuty 3.

Ilepion moagiiinol cainoi Tepanii — Mepiox II (aeus 1 — TiKaeHb 8):
nepion Il monAras B nposenenni 8-TikHeroi Tepanii. [aiienTs, mo
BIIOBI/IaM YCiM KPHTEPisM BKIIOYEHHS Ta HE BiANOBIAaTH KOTHOMY
KPUTEPiKO He BKIIOUEHHS, OyJIM paHI0Mi30BaHi, B OJHAKOBIi KiTbKOCTI,

710 oAHi€el 3 12 TepaneBTHYHUX IPYTI, & CaMe: IPyNH OTPUMaHHA Tuiaie6o,
o/MecapTaHy Menokcomiay (OM), mo 10 mr, OM no 20 mr, OM mo 40 wmr,
amnoauniny 6ecunaty (AMJI), no 5 mr, AMJI no 10 Mr, OM no 10 mr +
AMJI no 5 mr, OM no 20 mr + AMJI no 5 mr, OM o 10 mr + AMJI o 10
Mr, OM no 20 mr + AMJI o 10 mMr yu OM no 40 mr + AMJT o 10 mr.

Binkpuruii eran tepanii — Iepioa III (twxaens 8 — TiKaeHb 52):
nepioz 111 nosisras B 44-TikHeBii Biakpuriit Tepanii. [Tics 3aBepieHHs
y4acri B ITepioai Il yci nanientu 6yu nepeseieni Ha koMm6inariito OM no
40 mr + AMJI o 5 mr. Iauienram, y sikux He 6yB 3a6e3nedeHuii
afiekpaTtHid KOHTposib AT, o3y migsunrysamu 10 OM no 40 mr + AMJI
1o 10 mr. Iauienram, y sxux GyB BincyTHil agexpaTuuii konTpons AT i
micyis nigsuinenHs 1034, noaasamu I'XT no 12,5 mr, i npu HeobxigHocTi
1o 25 Mr, ais 3abe3neueHHs KouTpoo AT,

12. OcHoBHi KpuTepii
BKJIOYEHHSA

B mocnizkenHs Oynu BKIIOYEH] MAL[iEHTH Y0JI0BIYOT Ta XKiHOYOT cTaTi,
BikOoM noHan 18 pokiB 3 rineprensiero (BU3HAYEHOT, K CEPeIHE 3HAYCHHS
aprepiansHoro THEKy (AT) B monoxkenni cunsum > 140 /100 MM pr. cT. un
cepezne 3HaveHHsa AT = 160/90 mm pr.cT.). B nocnimkenns Moriu Gytu
BKJIKOYEH] MalliEHTH 3 IOKHO AiarHOCTOBAHOKO TiTEPTEH3i€l0, O He
OTPHUMYBAJIM TEPaMilo paHillle, a TAKOXK MALIEHTH, 110 BXKE OTPUMYBAIIH
AHTHUTINEPTEH3UBHI NpenapaTH.

13. HocnimKyBaHw i
likapchKHii 3aci6, cnoci6
3aCTOCYBaHHA, CHIIa Oil

¢ Onmecaprany megokcomin (OM), 40 mr + amnoauniny Gecunar
(AMJI), 5 mr

14. Tlpenapat nopiBHAHHA,
1103a, cnocid 3acTocyBaHHS,
cuna Jif

e OM, 40 mr + AMJL, 10 mr
e OM, 40 mr + AMJI, 10 mr + rigpoxnopriazuz (CXT), 12,5 mr
e OM, 40 mr + AMIJL, 10 mr +I'XT, 25 mr

15. CynyTHs Tepanis

[IpuiioM CTaHAAPTHUX aHTUTINEPTeH3UBHUX NpenapaTis 6yB J03BOJICHHUIH
nepe]] MOYaTKOM y4acTi B IOCHi/PKEHHI, 0Aa/IbLInii IPHIfOM NOBHHEH
OyTH cKacoBaHMii B epio/i BUBEICHH paHillle OTPUMYBAHUX Mpernaparis.

16. Kputepii ouinku
e)eKTUBHOCTI

o Cepenni 3nauenns JIAT micns 44 THKHIB Tepanii 3
inTencudikauiero Tepanii —3 OM 40 + AMIJT 5 mr g0 OM 40 mr +
AMUII 10 mMr Ta OM 40 + AMJI 10 mr + I'XT 12,5/25 mr,
BiMOBIIHO.

o KinbkicTb (%) nauienTis, wo gocarian konTpomo AT (Bu3Ha4eHNil,
K AT < 140/90 mm pr.ct. uu < 130/80 m1s martienTis, wo
CTpasKJaloTh Ha aiaber).

17. Kpurepii owinku 6e3nexu

YacToTa, cepiosHicTb Ta TsKKicTs HS micas nouartky Tepanii.

NPEACT/BHAK
IAABHAKA
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18. CratucTuuni MeToau

1151 OLIHKK e(eKTHBHOCTI 3aCTOCOBYBAJIH METO/IM T1i[ICYMKOBO]
CTaTUCTHKH 3 HABEICHHAM NJaHUX 1100 cepenHix 3HayeHsb JJAT ta CAT 3
YpaxyBaHHAM /1034 IPHHOMY Ha 4a¢ KOXKHOTO 3 Bi3HTIB Ha €Tari BiIKPUTOI
Teparii.

[lincymkoBa cTaticTiKa GyIia 3aCTOCOBAHA TAKOK i TS OLiHKH edeKTy
30inbLUeHHS 103H, KK mosisiraB B 3MiHi 3Hauens JIAT ta CAT npu 3mini
nosu. Llei edext pozpaxoBysanm, sk 3Ha4eHHs AT Ha yac OCTAHHBOTO
BI3UTY B I€Pi0Jl OTPUMAHH MPENapaTis HOBOIO 1103010 MiHYC 3HAYCHHSI
AT Ha yac 0CTaHHBOTO Bi3UTY B [IEpio OTPUMAHHS NpenapariB
nonepeiHboI0 Ko30t0. Ha nonarok, Oynu nincymoBani nauni mono
KiNIbKOCTI Ta BiZICOTKY MAlli€HTIB, 10 JOCAIIIM LibOBHX 3Ha4eHb AT IIpH
OTPHMaHHI KOMKHOT0 3 PEXKHMIB J103yBaHH.

19, ]_'[eMorpa(bqui XapaKkTepHCTHKH j10 NOYATKY Tepamnil Mauienru, Baoveni B nepiox 111
MOKa3HUKH JOCiKyBaHOT = sy (N=1684)
nonyJsuii (ctaTh, BiK, paca, NIK fporcie 1684
TOLLO) Cepenne 3nauenns (CB) 54,1 (10.98)
Bikosa rpyna (n, %)*
< 65 pokiB 1353 (80.,3)
= 65 pokiB Ta < 75 pokis 277 (16,4)
= 75 pokis 54 (3,2)
Cratb (n, %)
Yonogiua 927 (55,0)
JKiHoua 757(45.0)
Ertniuna npunanexuicts (n, %)°
Jlarunoamepuxaniii 214 (12,7)
He narunoamepukanui 1468 (87.2)
Pacora npuHane:kHicTs (n, %)
E€Bponeini 1205 (71,6)
YopHouikipi 413 (24,5)
Asifiui 33(2,0)
AMepHKaHCbKi inaianmi Ta ypomwkenui Assickn |10 (0.6)
Ypomxkenui I'aBaiiiB Ta THX0OKCaHCHKHX 0-BiB 1(0,1)
Iammi 31(1,8)
Maca Tina (kr)*
1683
Cepenns (CB) 95,1 (2L77)
3pict (cMm)
N 1672
Cepenniii (CB) 170,2 (10.40)
THj1eRe MacH Tita (i)
N 1671
Cepenuiii (CB) 33,4 (7.08)
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20. Pesynbratu
eexTrBHOCTI

abumus 7: giacTosiuHuil apTepiajbHuil THCK B IOJIOMKeHHI CHIsYn (MM pr.cT.),
B Pi3Hi THHKHI TA 3 YPAXYBAHHSM PeRUMY 103yBAHHS — AaHi yCix
nauieHTiB, Braovennx B Hepioa 11T

OM40 / OM40 /
OM40/ AMUIT0/  |[AMJI10 /
Tumnenn OM40/AMJIS |AMJII0  [’XT 12,5 [IXT25 Inme’
Jlo mouarky Teparii |
1683
|[Ccpenﬂiii +CB 101,54+ 4,97
[Twxnens 10
1640 11 3
Cepenniii = CB 86 0+9,28 92,8 + 8,07 75,3 + 3,61
n (%) winsosmii AT 792 (48,3) 2 (18.2) 3 (100,0)
Tnxcnem, 12
882 694 32 14
Cepe,umﬁ +CB 82,1+ 7,69 87,0+ 8,26 192,6+ 7,88 82,5+7,55
FL n (%) minsosmii AT? 643 (72,9) 247 (35,6) |1 (3,1) 10(71..4)
[[Toxnens 18
697 435 301 30 22
Cepenniii + CB 81,7 + 7,68 83.7+7,95 [85.8+8,67 (85,0+7,39 [84,4+7,59
n (%) uimsosuii AT [526 (75.5) 247 (56,8) [145 (37,1) |7(23.3) 13 (59,1)
Twxnens 26
IN 564 391 308 232 31
Cepenniii + CB 80,9+ 7,71 82.4+7,61 83,6811 [850+8,09 [85,0+7.15
n (%) ninsosuii AT? 450 (79.8) 271(69,3) [167 (54.2) |68 (29,3) 15(48.4)
Tmxaens 34
IN 479 360 279 316 37
Cepenniii + CB 80,1+ 7,62 81,7+7,30 81,5+ 7,65 [83,7+8,08 (81.8+8,12
in (%) uimsosuii AT |412 (86.0) 268 (74.4) 192 (68.8) [131(41.5) [23(62.2)
[Twxnens 42
431 335 258 355 47
Cepeniii = CB 79,2+ 7,01 80.5£7,67 [80,1+7.52 [82,5+8,42 [80,9=6.93
n (%) uinsosuit AT> 387 (89.8) 268 (80,0) [199 (77.1) |185(52.1) |35 (74.5)
Twicnens 52
IN 412 312 248 372 56
Cepenniit + CB 79,8 £ 7,51 81,3+£7,56 80,5+8,49 [82,7+8,38 [79,1+9,64
fin (%) uimsosuii AT* [355(86.2) 244 (78,2) {171 (69,0) 180 (48,4) [40(71.4)
Tuxnens 52/ ET
IN 525 378 287 419 63
Cepenniii + CB 81,0 + 8,46 82,4 +8,14 181,0+8.78 [83,4+8,72 [79.4+990
'.n (%) uinsosuit AT [420 (80,0) 267 (70.6) 191 (66.6) [194 (46,3) |43 (68.3)
Tuxens 54 /
[lepion nactynmuoro
CTIOCTEPEKEHHS
398 303 242 365 51
Cepenniii = CB 82,6 + 9,03 84.3+£9,17 85,0+ 10.41{87.4 + 9,85 [84,5+10,14
n (%) ninsopuit AT? 263(66,1) 172 (56.8) |108 (44.6) [103(28,2) |31 (60.8)

(ET — 3aBepiuenns Tepanii)

* B uinomy, 525 nauientis nponoskysaau npuiiom OM, 1o 40 mr, +
AMIL no 5 mr, cepenne 3Hadenns JJAT y uux cranosuno 81,0 Mm
pT.CT., a cepenHe 3HaueHHss CAT cranoBuio 127 mm pr.cT. 3 HHX
80,0% nauieHTiB qOCATIM HiNBOBOro 3HaYeHHs AT.

* B uinomy, 378 nauientis npoposicysam npuiiom OM, o 40 mr, +
AMJI, o 10 mr, cepenne 3Hauenns JIAT y aux craHoBuio 82,4 Mm
pT.CT., a cepenne 3HaveHHs CAT cranoruno 130,9 mm pr.cT. 3 HUX
70,6% nauieHTiB HOCATTIH ILOBOrO 3Hauyenus AT.

e B uinomy, 287 nauienrie orpumysamu OM, no 40 mr, + AMJI, no

EACTEBHRAK
QE]?“W&A
TAMACKIHA A.B
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10 mr, + I'’XT, no 12,5 mr, cepente 3nauenns JJAT y Hux
cranoBuiio 130,7 Mm pr.cT. 3 HuX 66,6% namieHTiB JOCATIH
uinbororo 3HaueHust AT,

e B uinomy, 419 nauientie orpumysana OM, no 40 mr, + AMJL, o
10 mr, + I'’XT, mo 25 mr, cepeane 3uadenns JIAT y HUX CTAHOBHIIO
83,4 mm pT.cT., a cepenne 3nadeHns CAT cranosuio 136,8 mm
pr.cT. 3 HUX 46,3% nauieHTiB DOCATIIH HiILOBOrO 3HaYeHHs AT,

21. Pe3ynbTaru OLIHKH
Gesnexu

Hoei npo6nemu Ge3nexu B (oMY JOCIIPKEHH, IPH OTPUMAaHHi
nauiesramu koMGiHoBaHoi Teparii, ineHTH(ikoBaHi He Gynu. B mepion
Y4acTi y BIIKpHTOMY JIOJIaTKOBOMY eTari gociifkedns HS punukmm y 622
(37,0%) nauienris, mo otpumysan OM, no 40 mr, + AMJL, o 5 mr, y
455 (40,5%) nauienTis, mo orpumysam OM, no 40 mr, + AMJIL, no 10 mr,
v 312 (42,2%) nauienrie, mwo orpumysaau OM, no 40 mr, + AMJL, o 10
mr, + I'XT, mo 12,5 mr, Ta 'y 248 (56,4%) nauieHrie, mo orpumysanu OM,
o 40 mr, + AMJL, mo 10 mr, + I'XT, o 25 mr.

22. BucHOBOK (pe3iome)

3 cepeiHBOro apTepiabHOro THCKY /10 MoYaTtKy Tepanii, 163,6 / 101,5 MM
pT.cT, 3HMKeHHA AT crioctepirany y maitieHTiB BCix rpyn KomGiHOBaHOT
Tepanii uepes 52 TikHI, 66,7% NalieHTiB 3 KOTOPT JOC/iUKEHHA N0CATIN
LiIbOBUX TTOKa3HUKiB. Cepene 3Hauenns AT s KOTOPTH MALli€HTIB B
Lisomy vepes 52 TkHi cTanoBuao 131,2 / 81,9 mm pr.c1. Ha ueii yac
HaiiHwk4e cepenne 3HauenHs AT (127,6 / 81,0 mm pr.ct.) Ta Hal6inba
KiTbKICTB TIALIEHTIB, M0 JOCSIIIN LiIbOBHX MokasHukiB AT, 6y/u B rpyni
nofanpioro npuiomy OM no 40 mr + AMJI o 5 mr, To6TO0, B rpyIIi, B
saKil Oyna BincyTHs norpeba 30iIbIIEHHS 1031 aMJIOMIIHY, i B AKiii He
3acTOCOBYBanM rigpoxiopriazun. [lauientu B rpynax, ae 6ysio
HeoOxinHum 36inbmenHs 1031 AMJT uu nqonanns ['XT, crpaskian Ha
riNepTeHsito BUIIOTO CTYMEHs TSHKKOCTI Ta/abo Gynu Ginbiu

PE3UCTEHTHUMMU [0 AHTUTINEPTEH3UBHOT Ail Tepartil.
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