Anncx 29
to the Order of expert evaluation conduction

of registration materials on medicinal
products submitted to state
registration  (re-registration), as well as

expert evaluation of materials on making

amendments to  registration  materials
during validity term of
Registration Certificate
{point 4 section IV)

REPORT

l?bfame of medicinal product (if available -
Registration Certificate number):

1) type of medicinal product, for which
, registration has been conducted or
planned

on preclinical stadies

Pascal Amlo
film-coated tablets 20 mg/5 mg,40 mg/10 mg

This application is for generic.

j 2) conducted studies yes

The

has

performed.
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4) pharmacodynamic interactions

3. Pharmacokinetics:

medicinal products as delined in Article 10.1 (a)
(iii) of Directive 2001/83/EC as amended, since it

composition of the
reference product , the same dosage form with
reference product, no prechinical studies were

no if no, justify

product meets the definition of a generic

the same qualitative and quantitative
active substance with

1) analytical methods and reports on INFL
their validation

= |
2) absorption E{NA

3) distribution
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4) metabolism NA
5) elimination NA
6} pharmacokinetic interactions | NA
(preclinical)
7) other pharmacokinetic studies NA
4. Toxicology:
1} single use toxicity I_Nh
2) repeated doses toxicity NA
3) genotoxicity: NA
in vitro
in wvivo (including additional | NA
assessment on toxicokinetics)
4) cancerogenicity: NA
— - —_— — ——eeeeeee e e —_— Ce—— - - ———— '——l
Long-term studies NA
Short-term studies | NA
or medium-term studies
Additional studies NA
3) reproductive  and  developmental | NA
toxicity;
| Effet on fertility and early NA
embryonal development |
embryotoxicity NA
Prenatal and postnatal toxicity NA
Studies where the product is |NA
administered to offspring (immature
animals) and/or remote effect is
estimated
6) local tolerahility 'NA
7) additional toxicity studies: NA ;
(i . . = 5 ER = v —
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immunotoxicity

antigenicity (formation of antibodies)

drug dependence

study of mechanisms of action

metabolite toxicity

impurity toxicity

olher

NA

| NA

NA

NA

NA

NA

3. Conclusions regarding preclinical study

Applicant (Registration Certificate

holder)

(signature)
_ Mr, Andrew Peter Duncan Cook

(surname, name, father's name)

Accord Healthcare B.v.

Postbus 851383

3508 AD Ulrecht

The Nethardands

Phone: +31 (0} 30 B50 6014
MaJ!:uerkonp@ﬂﬂcord~haalthcarﬂ.mm
m.accnrdmaalthcara.:uwm

accord

We make It better
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Jonarok 29

a0 llopaaky  nposenenms EKCIEePTH3H
peccTpaiiiinux marepianis  ma TMKapCEKi
3acobu, mo nomalThes  Ha ACpiKaBHY
peecTpanio  (mepepeecTpamiio), a  Takok
CKCHIEPTH3H  MarepialiB  [po  BHeceHH:
3MIH 0 peceTpauiifamx  martepiais
MPOTATOM mii peecTpauiiinoro
MOCBIT4EHHA

(myHKT 4 posainy IV)

3BIT
npo J0KIIHIMHI JocTimmKenns

l. Ha3ssa nikapcekoro 3acoy (3a nassmoer
- HOMEp peecTpalliiHoro nocsinuenus):

[Tackane Ammo

TabNeTkH, BKPHTI IUIBKOBOO
20 mr/5 mr, 40 Mr/10 Mr

oboNoHKO,

1) i aikapeskoro sacoby, 3a sxum
npoBoanIacs abo miaHyeTbes
peccTpartis

3asiBKa Ha reHepuuHuil TiKApCLKUit 3aCi6

2) nposeneni qocmimKkeHHs:

Tak Hi  AKIIO Hi, 0BTPYHTYBATH

IIpenapat sifnosigae Bu3HAYCHHIO FEHEPHYHHX
JKAapCHKUX 3aco0iB BimoBingHo g0 eraTTi 10,1 (a)
(iii) Jupexrusu 2001/83/EC i3 sminamu ta
JIOTIOBHEHHAMH, OCKUTLKH BIH Mae Takuil cammuii
AKICHHI Ta KinbKicHUIT ckran aiiouol peyosruu Ta
TAKY camy JiKapceeky dopmy, mo i npenapar
NOPIBHAHHS, WOJHHX TOKTIHIYHHX TOCILUKCHE He
MPOBO/HIOCE,

2. DapmMakosoris:

He 3actocoryeTnes

1) nepsuuna GapmaxomnHamia

He 3actocoByerses

2) BTopuHHA dapmakoHHAMIKA

He 3actocoByernes

3) hapmakonoris Sesmexu

He sacTocosyeTtnes

4) thapmakoaHHaMiuni B3aemonii

He 3acTocoByeThes

3. DapMakokineTHka:

1) amamiTHuHi MeTOAMKH Ta 3BiTH MO0

He 3acTocoByeTtnes

S
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IX Bamigamii

2) BCMOKTYBaHHs

He 3actocoByerses

3) poanogin

He 3acrocosyerses

4) merabonizm

He sactocoByeTnes

5) BHBeIEHHS

He 3acTocoByerhes

6) (apmakokinernuHi B3aemonii
(DoxaiHiuHI)

He 3actocoByernea

1) 1Hmi dapMakokiHeTHYHI
TOCTIIKEHHA

He sactocoByeThes

4. Toxkcuxonoria:

1) TokcHyHicTh ¥ pasi omHOpazoBoro
BBEJICHHSI

He 3actocosyernea

2) TOKCHMHHICTE y pasi MOBTOPHHX
BBE/IEHE

He 3acTocoByeThen

3) reHOTOKCHYHICTE!
in vitro

He sactocoryeThes

in Vivo (BKTIOHaI0uH J0JATKOBY OLIHKY 3
TOKCHKOKIHETHKH)

He 3actocoByerhes

4) KaHUepOreHHICTH:

He 3actocoByernes

NOBIOCTPOKOBI JOCTiAHeHHA

He 3actocoByernes

KOPOTKOCTPOKOBI I0CTIeHHS
ab0 JIOCITI e HH S CepeIHbOT TPHBAIOCTI

He sactocoeyeThes

TOMATKOBI JOCTI e HHS

He 3acTocoByeThes

5) penpoAyKTHBHA  TOKCHYHICTE  Ta
TOKCHYHHH BIUIHB Ha  PO3BHTOK
MOTOMCTRA:

He 3actocoByeTses
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BITHB Ha GepTHIBHICTS | paHHii He sacTocoByerses
eMOpioHaNbHHIT PO3BHTOK
eMOpIOTOKCHYHICTE He sactocosyeTnes
MpeHaTATbHA | IOCTHATANIbHA TOKCHUlicTh  |He 3aCTOCOBYE€ThCH
AOCTIJUKSHHSA, NIPH AKHX Penapat yeoautses [He 38CTOCOBYETLCH
MOTOMCTBY (HecTaTeBo3piIiuM TBapHHAM)
Ta/abo oLiHIETRCA BifUlaneHa nis
6) Micuesa nepeHoCHMiCTB He sactocosyernes
7) noaatkosi gociimkenus He sacrocomyetnes
TOKCHYHOCTI:
AHTHI'€HHICTD (YTROPEHHA aHTHTLN) He 3actocosyerhea
IMYHOTOKCHYHICTE He sactocomyetses
NOCTIKEHHA Mexaniamin il He 3actocosyerses
MiKaperKa 3aeKHICTh He 3actocosyetpen
TOKCHYHICTE MeTabo1iTin He sactocosyetres
TOKCHYHICTE JOMIIIOK He sactocosyerses
s He 3actocoByeThes
5. BucHoska mo0 gokiHiYHOro He 3actocosyerbes
JOCTKEHHS

3assHuK (Bnacuuxk peecrpauiiinoro

MOCBII4eHHA)
(miammc)
llan Aunpeii [Merep Jvukan Kyvk (Mr, Andrew Peter Duncan Cook)
(TIE)
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Annex 30
to the Order of expert evaluation conduction

of registration materials on medicinal
products submitted to state
registration  (re-registration), as well as

expert evaluation of materials on making

amendments  to  registration  materials
during validity term of
Registration Certificate
(point 4 section [V)

REPORT

on clinical trial No. 1

. MName of medicinal

product (if available
- Registration

Pascal Amlo

film-coated tablets 20/5 mg,40/10 mg

Certificate number)
2. Applicant Accord Healthcare B.V., The Netherlands
3, Manufacturer Batch Release:
Accord Healthcare Polska Sp. z 0.0. Magazyn Importera, Poland
Manufacturing, primary and secondary packaging:
Intas Pharmaceuticals Limited, India
Batch Control Testing Site:
Pharmadox Healthcare Limited, Malta
4. Conducted studies: |yes no  ifno, justify
1} type of medicinal | generic
product, for which
registration has been
conducted or
planned
5. Full name of clinical | Project number 422-14;

trial, code number of
clinical trial

“An open label, balanced, randomized, two-treatment, two-period, two-
sequence, single oral dose, crossover, bioequivalence study of two
products of Amlodipine and Olmesartan medoxomil tablets 10mg/40mg
in healthy, adult, human subjects under fasting condition.”

Version: 02

Date: 08 March 2016
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6. Clinical trial phase | Phase-I (Bioequivalence)

7. Period of clinical |from 22 March 2016 to 16 April 2016
trial conduction

8. Countries where | India
clinical 1irial has
been conducted

9. Number of enrolled | Total number of patients: 54
population
Actual number of patients: 48

10. Aim and secondary | The aim of this study was lo compare the bioavailability and characterize

goals of clinical trial |the pharmacokinetic profile of the sponsor’s test product (Amlodipine
and Olmesartan  medoxomil Tablets 10mg/40mg  of Intas
Pharmaceuticals Ltd., India) relative to that of reference product
[SEVIKAR® (amlodipine and olmesartan medoxomil) tablets 10 mg/40
mg of Daiichi Sankyo UK Limited., Buckinghamshire, SL9 0BG, UK]
in healthy, adult, human subjects under fasting conditions and to assess
the bioequivalence.

AND

To monitor the adverse events and fo ensure the safety and tolerahility
of the subjects.

1. Design of clinical | An open label, balanced, randomized, two-treatment, two-period, two-

trial sequence, single oral dose, crossover, bioequivalence study of two
products of Amlodipine and Olmesartan Medoxomil Tablets
| 0mg/40mg in healthy, adult, human subjects under fasting condition.

12, Main criteria  for Non-smoker, non-alcoholic, healthy, adult, human volunteers between

enrollment I8 to 45 years of age (both inclusive), having a Body Mass Index (BMI)
between 18.5 to 30.0 kg/m® (both inclusive), who were able to
understand and comply with the study procedures and having given their
written informed consent were checked in for the study. Not having any
significant diseases or clinically significant abnormal findings during
screening, medical history, clinical examination, laboratory evaluation,
12-lead ECG and chest X-ray (posterior-anterior view) recordings.
Volunteers who complied with all the inclusion and exclusion criteria
were enrolled in for the study.

13. Investigated Amlodipine and Olmesartan medoxomil Tablets 10mg/40mg
medicinal product,
method of | In Fasting condition.

3I'IAHO 3 OPHT'THAJIOM
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administration,
strength

1

14.

Reference product,

SEVIKAR® (Olmesartan Medoxomil and Amlodipine tablets 40 mg/10

dose, method of | mg)
administration,
strength In Fasting condition,

15. Concurrent therapy | None

16. Criteria for [The criteria for efficiency assessment were In-transformed
efficiency lphm‘mamkineﬂc parameters Cinax, AUCos and AUCh= for Olmesartan
assessment and Crax and AUCyay for S-amlodipine. The criteria were assessed if

their 90% confidence interval of above parameters falls within the
acceptance range (80.00-125.00%)

17. Criteria for safety | Safety was asscssed from the sereening period to the end of the study, It
assessment was assessed through clinical examination, vital signs assessment, 12-

lead electrocardiogram (ECG), chest X-ray (posterior-anterior view)
recording, orthostatic hypotension, clinical laboratory parameters (e.p.
biochemistry, hematology, immunology and urine analysis), subjective
symptomatology and menitoring of adverse event,

15. Statistical methods | Descriptive  statistics were calculated and reported for all

pharmacokinetic parameters of Olmesartan, R-Amlodipine and S-
Amlodipine,

ANOVA, power and ratio analysis for In-transformed pharmacokinetic
parameters Couy, AUCo and AUCq.. were computed and reported for
Olmesartan  while Cpax and AUCho2, for R-Amlodipine and S-
Amlodipine.

Using two-one sided tests for bioequivalence, 90% confidence intervals
for the ratio of the geometric least-squares means between drug
formulations were calculated for In-transformed pharmacokinetic
parameters Cpax, AUC: and AUCq. for Olmesartan while Crue and
AUCq.72, for R-Amlodipine and S-Amlodipine.

19, Demographic Healthy, adult, human volunteers between 18 to 45 years of age (both
indicators of the | inclusive), having a Body Mass Index (BMI) between 18.5 to 30.0
investigated kg/m?,
population (gender,
age, race, etc.)

20. Results of [The test to reference ratio of geometric least squarcs means with
efficiency

corresponding 90% CI for In-transformed pharmacokinetic parameters

MHAJIOM
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Coar, AUCo. and AUCo. was within the acceptance range of 80.00-
125.00% for Olmesartan while Cyay and AUC) 724 for S-amlodipine,

21, Results of safety

One (01) serious AE, which was also considered as significant was
reported in Period-1 of the study. The AE occurred after administration
of Test Product-T. The AE was moderate in nature and the subject was
followed up until resolution. The causality assessment was judged as
unrelated for the AE. The subject was withdrawn from the study on

medical grounds. He was treated appropriately and followed up until
resolution of his AE.

There were no deaths or other significant AEs reported during the
conduct of the study.

22, Conclusion
(assessment)

Test Product-T (Amlodipine and Olmesartan medoxomil Tablets
10mg/40mg of Intas Pharmaceuticals Ltd,, India) when compared with
the Reference Product-R (SEVIKAR® - amlodipine and olmesartan
medoxomil) was well tolerated and met the bioequivalence criteria under
fasting condition as per criteria set in the protocol.

Applicant (Registration
Certificate holder)

Y AN

{Sie:namr;e.j o ‘ot 3!’0'1/4_{

Mr. Andrew Peter Duncan Cook

(surname, name, father’s name)

Accord Healthcare B.vV

Foslbus 85783

3608 AD Utracht

The Metheriands

Fhone; +31 (0) 30 850 6014
Mau:verkmp@aﬂm;d-haailhnare.mm
www.accord-heallhcare.comin|

accord

We make it hatter
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Homator 30

o Iopaaky npoeenenns EKCIIEPTHIH
PeECTpaliiiHnX MaTepianis Ha Tikapekki
3aco0bu, mo nogawTeca HA JEpHKaBHy
peectpauito (epepeecTpaniio), a Takox
EKCTIEPTHIH MaTepiasis po BHeCeHH:
3MIH 10 peecTpaniiinux Marepiatin

MPOTATOM Aii peecTpauiifnoro mocsiryenus

(myHkT 4 posniny IV)

3BIT

npo KaiHivHe BHNpoSyBanns Nel

1. Hassa mikapeekoro |Ilackans Anio
3a ;o
3000y ( : TabJIeTKH, BKPHTI ITiBKOBOIO obomonkor, 20 Mr/5 mr, 40 Mr/10 mr
HAABHOCTI — HOMep
peecTpanifHoro
MOCBITYeHHS)
2. 3agBuuk Akropn Xenckea B.B., Higepnanmu
3. Bupo6umk Bionosioansnuii sa eunyck cepii

Axkopn Xenckea Iloncka Cr. 3 0.0, Cxnan IMnoprepa, [oasma

Bupodnuymeo nikapcskozo 3acody, nepsunne ma emopunne
HAKYEAHHA:

Inrac @apmacsiorikanc Jlimiren, s
Konmponas axocmi:

Dapmanoke Xenckea Jlimiten, Matsta

4. Ilpoeeneni

JOCHTKEeHHS:

TaK Hi AKIIO Hi, o0rpyHTYBaTH

1) THI NikapckKkoro
3acoy, 3a SKuM
NpoBOjiMacs abo

FeHepUYHHI nikapcekuit 3acif

[UTAHYEThCA peccTpari
5. TloBua Ha3zpa Homep npoexry 422-14:
IHIYHOTO . :
2:: ;guaaﬂ «BimxpuTe, sbanancoBane, PaHIOMI30BaHe, JBOETANHE, 3 JABOMA
KDHE }i{ﬁ TM nepiojlaMu,  ABOMOCTiNOBHE, 3 OIHOPA30BHM  IEPOPATLHHM
anl N i g s NPHAOMOM, TIepexpecHe NOCIimKeHHs OloexpiBanenTHoCcTi aBOX
Hl 4 . f
g npenapaTie  Aminomuminy Tta  Onmecaprany MEINOKcOMinTy B
BHIIpOGYBaHHs

B YMOBax npHiiomMy Hatie, »
Bepcia: 02
Hara: 08 Gepesns 2016

Tabnerkax 10mr/40Mr 3a yuactio 30posux IOPOCIHX JOOPOROJILIIE

V. S -
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6. ®asa kninivsoro | daza—1I( bioexsisanentuicrs)
BUIIpoOYBaHHA

7. Ilepion 3 22 Gepesns 2016 p. mo 16 keitus 2016 p.
NpOBeIeHHH
KIIHIYHOTO
BHIIPOOYBaHHS

8. Kpaiuu, Je | Innin
MPOBOIHIIOCH
KITIHIYHE
BHIIpOOYBaHHS

9. Kinekicrs 3ananoBana KinexicTs HOCIBKYBaHUX: 54

JDOCTIKY BAHHX
DakTHYHA KiNbKICTL M0CTi Ky BaHuX: 48

10. Mera ta Bropunni | Metolo 1moro Jocniaenns Gyio nopisHATH OlogocTynHicTs Ta
i KiiHiuHOro OXapakTepH3yBaTH (papMakokiHeTHUHHH npodine JOCKYBAHOTD
BHIIPOOYBaHHSA npenapary crnoncopa (Ammoaunin Tta Onmecaprany Memokcomin,

Tadnetku o 10 mr/40 mr., BUpoOHHUTRa [HTac MapmackioTikans Jtp,
[nnis) nopissro 3 pedepentuum npenapatoM [CEBIKAP®
(aMIOJHMIN Ta onMecaprany Memokcomin), Tabaetkn 10 mr/40 MT,
BHpobHunTBa [atui Canxso FOK Jlimiten, bykinreminnp, SL9 0BG,
BenuxoGpuranis] v 3moposux AOPOCIHX MOJEH B yMOBaX MpHiioMy
HaTile, 8 TAKOX OLUIHHTH D10eKBIBAICHTHICTE.

TA

3aificHiosatH  MoHiTOpHHT nOGiuHMX peakwilf Ta KOHTpONE 3a
De3nexol0 i nepeHoCHMICTIO npenapary cyb'ekraMu J0CTLIKeH S,

11. JTuzaiiu Binkpute, 36anancosane. panaoMizoBaHe, JBOSTANHE, 3 IBOMA
KIIHIYHOTO nepiojaMH,  IBONOCTiIOBHE, 3 OIHOPa30OBHM  [epOpalbHUM
BHIIPOOYBaHHH NPHAOMOM, TepexpecHe JOCTiIKeHHS BioeKBIBAICHTHOCTI JBOX

npenaparie Amnouminy ta Onvecaprany MEJIOKCOMINY B Tabnerkax
1Omr/40Mr 3a yuacTio 310pPOBHX IOPOCTHX N00pOBONLLIE B YMOBAX
NPHAOMY HaTIIE.

12. Ocuosni kputepii | JIng yyacti B nociimxenyi Oyan BrmoueHi 310poBi 106poBONELI

BEJTHOYEHHHA

BiKOM Biz1 18 no 45 pokie (06uaBa BKMTIOYHO), AKi HE NAIATh, HE
BIKHBAIOTE aIKOTO/Ib, MalOTh iHAeKke macu Tina (IMT) sig 18,5 ;o
30,0 kr/m® (oBuasa BKJTIOYHO), 3JaTHI PO3YMITH | BHKOHYBATH
NPOUEAYPH JOCTIIKEHHA Ta HAMAIH MHCBMOBY iH(pOpMOBay 3romy
Ha Yy4acTk ¥ JOCTiKeHHI, Y HHX He Oyn0 BHABICHO KOIHHX
CEpPHO3IHMX 3aXBOPIOBAHE 800 KIIHIYHO IHAYVIIMX aHOMAaiH M7 yac
CKPHHIHTY, 300py aHamuesy, xiinignoro ornamy, nabopartopHOro
obcreskenna, namux EKI B 12 Bigsenennax ta peHTreHorpadii
OpraHiB rpyaHol Kiitki (Y 3aiHbonepeHiii npoekii). Jobposoasui,
AKI BUANOBIANH BeiM KpHTepisM BKIIOYEHHS Ta BHKITIOYEeHHA, OyIn
1apaxoBaHl /10 J0C/TKeHHS.

Drawads byt M



13, JocnimkyBaHuii
miKapcekuit 3aci6,
crocit
3aCTOCYBaHHs,
cuna mii

Amnoaunin Ta OnMecaprany Meokcomin, Tabnerxn 1 0mr/40mr
Harme.

14. [lpenapar
NOPIBHAHHA, 1034,
crocio
3aCTOCYBAHHA,
cHna mif

CEBIKAP"™ (Onmecapran menokcomin ta AMIOIUIIH B TabneTkax
no 40 mr/10 mr)

Harue.

15. CynyTusa Tepanis

He 3actocoByernes

16. Kpurepii ouinkn
eheKTHBHOCTI

Kputepismu  ouinkn  edexrusnocri Gy In-rparcopmonani
apmakokinernuni mapamerpu Cma, AUCon Ta AUCh. ana
onmecaprany T8 Cmax 1@ AUCp7n ans S-aminomuniny. Kpurepii
ouiHOBaTHes, KMo ix 90% nosipumii inTepman BHINe3a3HAUCHHX
NapaMeTpiB MOTPanIss y fianalod npuiiaaraocti (80,00-125,00%).

17. Kpurepii ouinkn
Geznexn

Besneky ouimioBanu nounmmaiouM 3 mepiogy CKpHHIHTY i 10
3aKIHYeHHs JociiKkeHHs. [1 oliHIOBAIM 3a J0NOMOTO0 KTiHIYHOrO
00CTeMEHHA, OLIHKH OCHOBHHX MOKa3HUKIE WHTTEAIANEHOCTI, TaHHX
EKT B 12 Bineenennsx Ta pentrenorpadii opramis rpyanoi kiitkn (v
3QIHBONEPEIHIA poekil), opTocTaTHYHOT rinoTeHsii, KIiHiYHEX
nadopaTopHHEX NOKAZHHKIB (Hampuknax, OGioximii, remaromoril,
iMyHonorii Ta amamisy ceui), cyG'exTHBHOI CHMITOMATHKH Ta
MOHITOPHHTY TOBIUHMX peakLiii.

18. CrarucTHyni
METOIH

OnucoBy cTaTHCTHKY HOpaxyBam Ta MpeICTaBHIN 1714 Beix
(hapmakokiHeTHIHHX NapameTpis OnMecapTany, R-amnopuniny ta S-
aAMJIOIHTIHY,

Hucnepcifiunii  amanis  ANOVA,  ananis MOTYRHOCTI  Ta
CHIBBIIHOLIEHHA s norapumiuHO TpaHchoOpMOBaAHNX
(bapmarokineTHunnx  napamerpis  Cmax, AUCo: i AUCh«
po3paxysand Ta npeActasuan ana Onmecaprany, Ta Cmax 1 AUCh72n
A R-ammoauniny ta S-amnomuniny.

Buxopucrosytoun jpa ogHoCTOpoHHI kpuTepil GioekpiBanenTHOCTI,
Oymn  pospaxomani 90% jomipui imTepanm mim  Bigmomwenss
FEOMETPHYHHX CEPeHIX pO3PAXOBAHMX METONOM HANMEHIIHX
KBAIpaTie Mk Jikapcekumu  dopMamMu  Juis norapu{pmMiyHo
TpaHchopmoBaHux (apMaKkoKiHeTHIHUX napaMeTpiB Cmax, AUCq i
AUCo. utst Onvecaprany 18 Comax i AUCq.72n ans R-amtozmminy Ta
S-aMnoauniny.

19. Hemorpadiuni
NOKa3HHKH
NOCTITKYBaHOT
nonyaAii (cTaTh,
BiK, paca, TOLIO)

3nopoei jgopocti moGpoBossii BikoM Big 18 mo 45 pokie (o6uasa
BKITIOYHO) 3 iHaekcoM Mack Tina (IMT) six 18,5 o 30,0 xkr/n?,

Lrnsnnonll s




20. Pesynwratn Bigmomenns cepeanix TEOMETPHYHHX HaHMEHINMX KBanpatis (i3

eeKTHBHOCTI BIAMOBIIHUMH  90% JOBIpYMMH  iHTepeanamu)  gns ln-
TpaHc(opMoBaHuX (apMaKkokineTHIHIX napametpie Cmax, AUCO-t
Ta AUCO-%0 nepefysano B mexax NpuHHATHOTO jianazony 80,00—
125,00% nans Onmecaprany, toxi sk Cmax Ta AUco-zn - mma S-

AMIIOIHITIHY .
21. Pesynerarn lpo oxuy (01) cepiiosny nobiuny peakuito (I1P), axa Taxos Gyna
Beanexn BH3HAHA 3HAYYINOIO, MoBinoMasanocs & Tepioni 1 gocnimxennsg. [P

BHHHKIA MICTA BBEICHH: Hocnimkysanoro npenapary-T. TIP Oyuna
noMipHoro erynento, i cy6'ekt nepe0yBas M HAMMAIOM 10 HOBHOrO
onyxanHa. OUIHKa NPHYHHHO-HACTIKOBOTO IB'A3KY Oyia BH3Hana
HC [OB'{3aHOI0 3 penapaToMm. Cyb'ekr Oy BHBegeHHIT 3
MOCTIPKEHHSA 33 MeAHYHHMH [OKa3aHHAMI, Homy 6yno wmanamo

BIAMIOBI/HE NiKyBaHHA Ta MPOBEIEHO CIIOCTEPEKEHHA JI0 3HHKHEHHA
I,

ITin wac npoBesenHs Moc/iTKeHHs He NOBiTOMIATOCH Npo NeTalbHI
BUMAanku abo iHmi 3naymi [1P.

BucHoBok (3axmouenus) Hocnijuxysanuit nikapeekuil saci T (tabserkn Amuoguniny Ta
Onmecaprany menokcominy 10 mMr/40 mr pix Tntac DapmackioTikanc
Jlimiten, lunis) y nopisusuni 3 pedepentaum JnikapchkuM 3acobom R
(CEBIKAP® — amnoaunin Ta OnIMecapTaH MelokcoMin) goGpe
IEPEHOCHBCA Ta BIANOBIIAB KpUTEpiaM GioeksipateHTHOCT] B YMOBAX
NPHHOMY HATLE BIANOBIAHO [0 KPHTepiiB, BCTAHOBICHUX v
NPOTOKOJII.

Jaasuuk (Bracauk
peecTpaniinoro
MOCBITYEHH: ) (minnmuc)

[Tan Augpeii Ietep [lynkan Kyk (Mr. Andrew Peter Duncan Cook)

Npi3BHLILE, IM'S, 10 GaTEKOBI
P

Soznnts , gtoe SHHE



