REPORT

Annex 29

to the Procedure for carrying out the expert
examination of registration materials for
medicinal products, submitted for state
registration (re-registration), as well as the
expert examination of materials for

amendment of registration materials within the |
validity period of the marketing authorization |
(clause 4 of section 1V)

on Preclinical Studies

I. Name of the medicinal product (marketing
authorization number — where available):

BRONCHOBOS" 375 mg capsules, hard

I) type of the medicinal product under which| Generic
the registration was performed or is planned
2) performed studies yes no if no, give reasons

This active substance is a generic formulation of|
Mucodyne 375 mg Capsules by Aventis Pharma
Limited. No new non-clinical data have been
submitted. This is acceptable for this type of|
application.

2. Pharmacology:

I) primary pharmacodynamics

2) secondary pharmacodynamics

3) safety pharmacology

4) pharmacodynamic interactions

3. Pharmacokinetics:

I) analytical methods and reports on
validation thereof

2) absorption




3) distribution

4) metabolism

5) elimination

6) pharmacokinetic interaction (preclinical)

7) other pharmacokinetic studies

4. Toxicology:

I) single-dose toxicity

2) repeated dose toxicity

3) genotoxicity:
in vitro

in vivo (including additional assessment of
toxicokinetics)

4) carcinogenicity:

long-term studies

short-term studies or mid-term studies

additional studies

5) reproductive toxicity and developmental
toxicity:

effect on fertility and early embryonic
development

embryotoxicity

prenatal and postnatal toxicity

studies where the drug is administered to
offsprings (immature animals) and/or remote
effect is assessed




6) local tolerance

7) additional toxicity studies:

antigenicity (antibody production)

immunotoxicity

mode of action study

drug dependence

toxicity of metabolites

toxicity of impurities

other

No new non-clinical studies were conducted, which is
acceptable given that the application was based on
being a generic medicinal product of the originator
product

Applicant (marketing W

authorization holder)

5. Conclusions on the preclinical study
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Jlomatox 29
no Ilopsnky npoBefeHHS eKCIIEPTU3H
peecTpaliiHuX MaTepianiB Ha iKapChKi
3aC00H, 110 NOJAI0THCS Ha JAepPXKaBHY
peecTpaiiio (nmepepeecTpaniio), a TaKoxK
CKCIEPTU3M MaTepiajiB PO BHECEHHS
3MiH JI0 peecTpaiiiHuX Marepianis
IIPOTATOM il peecTpaniifHoro
MOCBiTUEHHS
(myHKT 4 po3ainy IV)
3BIT
NPo NOKJIIHIYHI ZoCTiTKeHHA

1. Ha3Ba nikapcbkoro 3aco6y (3a HasBHOCTI - [BPOHXOBOC?, Karcynu Teepai mo 375 mr
HOMED PeeCcTpaliiiHOTo MOCBiIYeHHs):

1) Tun nikapcbkoro 3aco0y, 3a SKAM I'enepuunmii nikapcbkuii 3aci6
[IPOBO/IMJIACS a0 IUIAHYETHCS pPeeCcTpallis

2) mpoBeieHi JOCIiKEHHS Tak Hi

Jliroua peqoBHHA CYOCTAHIs € TeHEPHYHOIO
Gopmynoro npenapary Mikoaun (Mucodyne),
Karcyay TBepi o 375 Mr BUpOoOHHIITBA
kommanii Apentic ®@apma Jlimiten (Aventis
Pharma Limited). Hosi nani goxiainivanx
JIOCIIIKeHb He HaBeJieHi. Take € IonmycTHMHM
JUIS1 3aBOK TAKOTO THITY.

2. ®apmakosioris:

1) nepeunHa dapMakoJMHaMiKa

2) BTOpHHHA QapMaKoHHaMiKa

3) dapmakooris Oe3nexu

4) papmaxoguHaMiuHi B3aeMOIii

3. dapMakoKiHeTHKa:

1) aHAMITHYHI METOIMKH Ta 3BiTH OO 1X
BaJIilamii

2) BCMOKTYBaHHSsI




3) po3noxain

4) metabomizm

5) BUBEICHHS

6) papmaxokiHeTHuHi B3aeMoiT (1OKTiHiHi)

7) inmi papMaKOKiHETHYHI JOCTIKEHHS

4. Toxcukooris:

1) TokcH4HicTh y pasi 0HOpa30BoOro
BBEJIEHHS

2) TOKCHYHICTB y pa3i IOBTOPHHX BBEJICHb

3) reHOTOKCHYHICTh:
in vitro

in vivo (BKJIIOYAIOuH JI0JIaTKOBY OLLHKY
TOKCHMKOKIHETHKH )

4) KaHLEPOTeHHICTh:

JOBIOCTPOKOBI TOCIIIKEHHS

KOPOTKOCTPOKOBI JTOCTiIXKEHHSI
abo NoCIIiKeHHS CepeIHbOT TPUBAIOCTI

JOJATKOBI JIOCIIIHKEHHS

5) penpoayKTUBHA TOKCHUYHICTE Ta
TOKCHYHHMI BIUIUR Ha PO3BHTOK IOTOMCTBA:

BIUIMB Ha (ePTHIBHICTD | paHHIH
eMOpiOHaNBHHUI PO3BUTOK

eMOpPiIOTOKCHYHICTD

IIpeHaTalibHa 1 NOCTHATAIbHA TOKCHYHICTD

JOCTIDKeHHA, IPH SKHX MIPenapar yBOJUThCS
TIOTOMCTBY (HECTAaTEBO3PiTUM TBAPHHAM )
Ta/ab0 OLIHIOETHCA BiIaneHa Jis




6) MicrieBa epeHOCUMICTh

7) 1OAATKOBI IOCi/KEHHS TOKCUYHOCTI:

AHTUTEHHICTh (YTBOPEHHS aHTHTIN)

IMYHOTOKCHYHICTB

JOCJIIJDKEHHS MEXaHI3MiB Jii

NiKapchKa 3ajeKHiCTh

TOKCHYHICTE MeTa00IiTiB

TOKCHYHICTE JOMIIIOK

iHme

5. BUCHOBKHM 100 JOKIIHIYHOTO BUBYEHHS

HoBi nokniHiuHI Z0ocnikeHHs He TPOBOIMIIM, IO
€ TPUAHATHUM, OCKIJIbKM 3asBKa IOJaHa Ha
PEECTpallil0  JIiKApCHKOro Ipemapary, o €
ICHEPUKOM 10  OPMIiHaJBHOTO  JHKapChbKOro
npenapary.

3asBHUK (BJIACHHK
PeeCTpaniiHOro MOCBiT4eHHs )

(nionuc 8id pyku)
(nianuc)
JlupexTop Bimniny po3pobku Ta peectpanii
Maiisi Yepaniu (Maja Ceranic), 6akanasp hapmanii

(IL1.B)

(kpyrna neyaTka komnanii Bocnanek)




Annex 30

to the Procedure for carrying out the expert
examination of registration materials for
medicinal products, submitted for state
registration (re-registration), as well as the
expert examination of materials for
amendment of registration materials within the
validity period of the marketing authorization
(clause 4 of section 1V)

Clinical

Trial REPORT

I. Name ol the medicinal product (marketing
authorization number — where available)

BRONCHOBOS® 375 mg capsules, hard

2. Applicant

Bosnalijek d.d.

3. Manufacturer

Bosnalijek d.d.

the registration was performed or is planned

4. Performed studies: yes no  ifno, give reasons
1) type of the medicinal product under which | Generic

5. Full name of the clinical trial, encoded number
of the clinical trial

‘Determination of the bioequivalence of carbocisteine
from BRONCHOBOS 375 mg Capsules with Mucodyne®
375 mg Capsules, Hard, manufactured by Famar Health
Care Services - Spain and distributed by Sanofi - UK,
using an open-label, single dose, 2-period crossover,
randomized design in 30 healthy subjects under fasting
conditions’

6. Phase of the clinical trial

Phase |, Bioequivalence

7. Period of performance of the clinical trial

from 22 March 2017 to 31 March 2017 (Clinical Part)

8. Countries where the clinical trial was
performed

Erciyes University Hakan Cetinsaya lyi Klinik
Uygulama ve Arastirma Merkezi, IKUM (Center for

GCP), Erciyes University, 38039 Kayseri, Turkey




/Y

9. Number of subjects

planned:30
actual:30

A total of 30 healthy male Caucasian subjects were
enrolled. All 30 subjects completed the entire clinical trial.
All available samples of 30 subjects were analysed.

10. Purpose and secondary objectives of the
clinical trial

Primary

To evaluate the pharmacokinetic profiles and the relative
bioavailability of carbocisteine from the test preparation
(BRONCHOBOS 375 mg Capsules, Bosnalijek d.d.,
Bosnia and Herzegovina) in comparison with the reference
preparation (Mucodyne® 375 mg Capsules, Hard)
manufactured by Famar Health Care Services - Spain and
distributed by Sanofi - UK) so that to demonstrate the
bioequivalence of both preparations under fasting
conditions.

Secondary

Safety monitoring of healthy volunteers after taking
carbocisteine 375 mg on an empty stomach. Safety criterial
included any adverse events, laboratory parameters,

medical parameters and vital signs.




I'l. Design of the clinical trial

open-label, single dose, 2-period crossover, randomized design in
30 healthy subjects under fasting conditions’

12. Key entry criteria

[Normal, healthy,adult human volunteers of the European race men
aged |8 to 55 years, physically and mentally healthy, having a body
mass index between 19.2 - 29.7 kg/m:, and having given their their
written informed consent were checked in for the study.

They did not have any significant diseases or clinically significant
abnormal findings during screening, physical examinations, clinical
examinations, laboratory evaluations, 12-lead ECG and respiratory
rate recordings. Volunteers who complied with all the inclusion
criteria were checked in for the study.

13. Investigational medicinal product
mode of administration, strength

¢l

Bronchobos® (carbocisteine), 375 mg hard capsules)
Oral use

Administered dose: 2 x 375 mg carbocisteine, in total 750 mg

14. Comparator drug, dose, mode of
administration, strength

Mucodyne® (carbocisteine), 375 mg hard capsules
Oral use

Administered dose: 2 x 375 mg carbocisteine, in total 750 mg

I5. Concomitant therapy

llinesses present at entry into the study are regarded as concomitant
illnesses and generally as an exclusion criterion. Illnesses occurring
during the study period (intercurrent ilinesses) are to be regarded as
adverse events and will be documented on a separate page

("adverse event form" and "dropout sheet") in the case report forms.

16. Efficacy evaluation criteria

[in order to investigate the bioequivalence of the test preparation
with the reference preparation, the 90 % confidence intervals was
calculated for the intraindividual ratios (test/reference) of the
primary target parameters (AUC o) and Ciax of carbocisteine).
These confidence intervals were then compared with the
corresponding acceptance ranges (80.00 %- 125.00 %) for AUC .,
and C.x of carbocisteine. Further pharmacokinetic parameters tax,
Az and 11> were declared to be secondary target variables, including
AUC 0. Analysis of variance (ANOVA) and determination of 90
% confidence intervals was applied to AUCp), AUC(0.1) and Cinay.

|7. Safety evaluation criteria

Subjects were monitored throughout the study by the clinical
staff for adverse events to the study medications and/or
procedures. AEs/ADR were assessed by spontaneous,
unsolicited reports of the subjects, by observation and by
routine open questionings of the subjects. Questionings were
done by experienced clinical staff during admission to the
clinical facility and at least at the following times of each




study period: Oh (within 60 minutes before dosing), Ih, 6h
and 12 hours after drug administration.

| 8. Statistical methods

Pharmacokinetic parameters of primary target variables AUCO-t
and Cmax of carbocisteine as well as of secondary variable
AUC(0-00) were tested for statistically significant differences by
means of the ANOVA test procedure following In-transformation
of data and 90 % confidence intervals (two one-sided t-tests) were
calculated with the computer program Phoenix WinNonlin
V7.0.0.2535. Differences in the parameter tmax were statistically
tested by nonparametric analysis (90 % confidence intervals; two
one-sided Wilcoxon tests) also applying Phoenix WinNonlin
V7.0.0.2535.

19. Demographic determinants of the
study population (sex, age, race, etc.)

-Caucasian origin

-male

-age between |8 and 55 years and BMI between 18.5 and 30 kg/m2
-physically and mentally healthy as judged by means of a medical
and laboratory standard

20. Efficacy outcomes

Statistical Results (test vs reference) of carbocisteine; n = 30:

Primary pharmacokinetic parameters:

AUCa. 90 % confidence interval of
ANOVA (two one-sided t-tests): 95.86% - 101.92 %
pount estimator (ratio): 98.84 %

Clane 90 % confidence interval of
ANOVA (two one-sided t-tests): S0 10%- 103.18 %
powunt estimator (ratio): 9642 %

Secondary pharmacokinetic parameters:

AUCox 90 % confidence mterval of
ANOVA (two one-sided t-tests). 9590 % - 101.77 %
point estimator (ratio)” 98.80 %

tams 90 % confidence mterval of
Don-parametnc analysis ©017k-033b
median (differenice reference-test): 000k

21. Safety outcomes

[Two treatment emergent adverse events (headache) occurred in two
out of 30 enrolled subjects. One adverse event (headache) was of
moderate intensity, occurred in period | after the reference
preparation. The second adverse event (headache) was also
observed in period 1 after the reference preparation and was of mild
intensity. No severe or serious adverse events were reported. Both
adverse events recovered without sequelae. All laboratory safety
tests and physical examinations performed at study termination did
not show clinically relevant abnormalities or changes compared to
the pre-study examination.

As to be expected for two double oral doses of carbocisteine (2 x

375 mg), all treatments administered were well tolerated.
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22. Finding (conclusion)

Based on the results of the present study, the extent (AUCO-t) and
rate (Cmax) of carbocisteine absorption from test preparation
(BRONCHOBOS 375 mg Capsules) and reference preparation
(Mucodyne® 375 mg Capsules, Hard) are comparable. The 90 %
confidence intervals of the In-transformed AUCO-t and Cmax of
carbocisteine meet the bioequivalence criteria of 80.00 % - 125.00
% as laid down in the Study Protocol (Final 1.0).

For the secondary pharmacokinetic target variable

AUC(0-2) of carbocisteine the 90 % confidence interval of
In-transformed data are also included in the bioequivalence
acceptance range. The safety profile of both study preparations is
well acceptable. A clinically relevant difference in the tolerability
and safety of the treatments was not detected. Bioequivalence
between BRONCHOBOS 375 mg Capsules and Mucodyne® 375
mg Capsules (Hard) is shown for 30 healthy male Caucasian
subjects after administration of double oral doses (2 x 375 mg

carbocisteine each) under fasting conditions.

Applicant (marketing authorization
holder)

(7.
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Honarok 30

1o Iopsaky NpoBeeHHS eKCIEPTH3H
peECTpaliiHUX MaTepialiB Ha JIKapChKi
3ac00H, 0 MOAAFOTHCS Ha JIepKaBHY
peecTpalliro (mepepeecTpalii), a TaKox
€KCIEPTU3U MaTepialiB Npo BHECEHHS
3MiH JI0 peecTpaliifHuX Marepiasis
IpOTATOM Aii peecTpalifiHoro
NOCBITYEHHS

(myHKT 4 posainy IV)

3BIT
npo KJiHiYHe BUNPoOyBaHHS

1. Ha3ga
nikapchKOro 3aco0y
(3a HasIBHOCTI -

BEPOHXOBOC® / BRONCHOBOS®, kamncynu TBepai o 375 Mr

HOMeED

peecTpalliitnoro

MOCBITYCHHS)

2. 3asiBHUK bocHanek Ji.1.
3. Bupobuuk BocHanex .1,

4. [Iporeneni
TOCITIKEHHS

Tak  Hi

1) Tun npikapcerKOro
3aco0y, 3a IKUM
nposoauiacs abo

['enepuyHmii TiKapchKuit 3aciod

TUIaHYETHCA
peecTpaiis

5. [ToBHa Ha3Ba Ouinka GioeksiBaneHTHOCTI KapbouucTeiny npenapary bpouxo6oc®
KIIHI9YHOTO (Bronchobos®), kancymu Teepai 1o 375 Mr y mopiBHSHHI

BUIIPOOYBaHHA, 3 npenapatom Mikoaua® (Mucodyne®), KaIcyiu TBepai 1o 375 mr,
KOZIOBaHWH HOMep (BUTOTOBIIEHI KoMnanicio @amap Xenc Kep Cepsicus (Famar Health Care
KITIHI9HOTO Services, Icnanis, mucTpu6’ioTop — Canodi (Sanofi) — Benukobpuranis, y
BUIIPOOYBaHHS BiIKPHTOMY, PaHIOMi30BAaHOMY, IEPEXPECHOMY 3 IBOMA TepiolaMu

KJIiHIYHOMY BHIIpOOYBaHHI 3a ydyacTio 30 3M0poBHUX Cy6’eKTiB IpH
0/IHOpa30BOMY NIpHiloMi HaTIecepie

6. ®aza xninigyHOrO
BUIIPOOYBaHHS

Daza I, mocaimkenHs 6i0eKBiBaIEHTHOCTI

7. Ilepion
POBE/ICHHS
KJIIHIYHOTO
BUIIPOOYBaHHS

3 22 Oepe3ns 2017 no 31 Gepesns 2017 (kriniyHa 9acTHHA)




8. Kpainmu, ne

Erciyes University Hakan Cetinsaya lyiKlinik

ITPOBOIHUIIOCH Uygulama ve Arasturma Merkezi, IKUM (Llentp GCP [HanexHoi Ki1iHiuHOj
KJIIHIYHE npakruku)], Yaisepcuter Epmxuec, 38039 Kaiicepi, Typeuunta
BHIIPOOYBaHHS
9. KinbskicT
li I’HH 3amiaHoBaHo: 30
OCTIIKYBAaHHUX
ROGIILEY. (paxTuyHO: 30
naieHTiB
B uinomy, Gyno BkmoueHo 30 310poBMX 4oNOBiKiB, eBpomeiiniB. Bei 30
YYACHHKIB 3aBEPIIMIIM yJacTh B KIiHIYHOMY JoCiimkeHHi. ByB nmpoBeaenuii
aHaJi3 yciX HasBHMX 3paskiB ycix 30 yuacHHKIB.
10. Meta Ta
0 M o OcHoBHa MeTa
BTOPUHHI 11111
KITiHI9HOTO Oninna papmakokinetnani npodini Ta GioexBiBaseHTHICTH KapGomuCTEiny,
BUIIPOOYBaHHS mocmimKyBaHoro mpemapary (Bporxo6oc® 375 wmr KalCylnu TBepi,

Bocuanex n.1., Bocuis Ta I'epueroBna) y NOpIiBHSHHI 3 €TAIOHHMM
npenapatoM (Mikogun® 375 Mr kamcym: Teepni, BHpoGHHMnTBa Famar]
Health Care Services - Icnanis, muctpubstorop Sanofi — Bemuko6putanis),
00 NpoaeMoHCTPYBaTH GioeKBiBaICHTHICTH 060X MpenapaTiB HATIIECEPIE.

Bropunsi i

Mounitopuar ~ Gesneks  370pOBHX  IOOPOBOJNBLIB  Mmicas — mpHiiomy]
kapbonucteiny 375 mr HaTmecepie. Kpurepii 6e3nexu pximrodamn 6ymp-sxi
110014H1 sBUINA, 1abOpPaTOPHi MapaMeTpH, MEAWYHi MapaMeTpH Ta KHTTEBO
Ba)KJIMBI IIOKa3HHUKH.




11. Jluzaiin

BIKpUTE , paHIOMi30BaHe, nepexpecHe, 3 aBoma nepiogamu Ha 30

KJIIHIYHOTO 370pPOBHUX Cy0’€KTax NpH OJHOPA30BOMY IpHitoMi HaTmecepue
BUIIPOOYBaHHS

12. OcHoHi kputepii |/lng yuacti B nociipkerni 6y1u 3amydeni 310posi gopocri JOOPOROIBIII
BKJIIOUCHHS EBPOIEOIHOT pacH 40J10Bi40i cTati BikoM Bij 18 10 55 pokiB, dizuuno Ta)

[ICUXI4YHO 3[0pOBi, 3 iHZEKCOM MacH Tina Bix 19,2 mo 29,7 kr/m2, ski
Ha/laJIi MICBMOBY iH(OpMOBaHY 3roJly Ha y4acTb y HOCIIHKEHHI.

[lix wac ckpuminry, xiiHidHOro obcTexeHHs, 1aGOPATOPHMX
imocimkens, 12-kanansaoro EKT ta peecTpanii 4acTOTH AMXaHHS YV HUX|
He OyJo BHABIEHO JKOJHUX CYTTEBHX 3aXBOPIOBAHb ab0 KIiHIYHO
3HAYYNIMX BiIXHIIEHb BiZl HOpMH. JI06pOBOJBIN, SKi BiAmOBimamm Beim
KpUTEpisAM BKIIOYEHHs, OYIIH 3apeecTpoBaHi /I ydacTi B JOCITiKEHHI.

13. HocnimxyBanuii
TiKapchKHid 3acib,
crocid 3acTocyBaHHS,
cuna mii

BporxoGoc® (kapbouuctein), kancymn TBepai o 375 Mr
U715 IEPOPAIBHOTO TPHHOMY
[ [pu3nauena no3a: 2 x 375 mr kapbouucreiny, Bcboro 750 Mr

14. Tlpenapar
[OPIBHSHHS, 1032,
criocib 3acTocyBaHHS,
cuia mii

Mikoauu® (kap6ommctein), Kancyiu TBepai mo 375 Mr
VISl TIEPOPAIEHOTO TIPUHOMY
I Ipu3nagena no3a: 2 x 375 mr kapbouucreiny, Bchoro 750 Mr

15. CynyThs Tepamis

3aXBOPIOBaHHS, HAsBHI Ha eTami BKIIOYEHHS [0 JOCIiIKEHHS,
pO3riisiiai, K CYIYTHI 3aXBOPIOBaHHS Ta, B IUIOMY, AK KpHTEpiH He
BKJIFOYEHHSA. 3aXBOPIOBAHHS, [I0 BHHHKAIH B IIEPION JOCIiHKEHHS
(oZlHOYacHI 3aXBOPIOBAHHS) pO3MVIAjanH, #K No6iYHi peaknii, ix
peecTpyBaaM Ha BIANOBiIHIA cTopinmi («dopma peectpamii mobiusmx
peakuiii» Ta «dopma peectpamii BHOYTTH») KapTKM yYacHHKA
TOCITiKEHHSL.

16. KpuTepii oninku
e(eKTUBHOCTI

3 METOKO JI0CIiKEHHs 6i0eKBIBAICHTHOCT] JAOCIIKYBAHOTO IIPEMapary
3 pebepeHTHHM IpemnapatoM Oyio pospaxoBaHo 90 %-mi goBipui
iHTEepBaIu st BHYTPIIIHbOIHIMBIAyaTbHIX CIiBBiJHOIIEHE
(mocnmikyBanuil/pedepeHTHHI) TEPBUHHHX LiIBOBHX  I[ApaMeTpiB
(AUC(0-t) Ta Cmax xapbGommcreiny). Lli nosipui inTepBanu mnoTiM
MOPiBHIOBAJIM 3 BiATIOBITHUMM HpPWHHSTHUMH ianaszoHamu (80,00 % -
12500 %) gma AUC(0-t) i Cmax xapbommcteiny. Immi
(papmaxoxineTHdni mnapamerpum tmax, Az i tl/2 Oyma orosomeHi
BTODHHHHMH  IiTbOBHMH  3MiHHAMH, Bikmodaioun  AUC(0-00).
Jlucnepcifinuii ananiz (ANOVA) ta BusHauenHs 90 %-Hux J0BipumMx
inTepBaiB 6yIo 3actocoBano 10 AUC(0-00), AUC(0-t) Ta Cmax.

17. Kputepii oliHku
Oesnexn

Cy0’eKTM KOHTPOMIOBAIMCH MPOTAIOM YCHOTO AOCTIIKEHHS KIIiHiYHUM
NEePCOHANOM OO MOOIYHMX SBUIN, IOB’SI3aHHX 13 JOCIIHKYBaHUMHM
JiKapchKHUMH  3acobamu  Ta/abo mpomexypamm. IloGiymi  peakiii
OIIHIOBANM NUIAXOM CIIOHTAHHHX, HeOaXaHMX IOBiOMJIEHb CyO’€KTIB,
CIIOCTEPEKEHHA Ta 3BHYAHHMX BIJKPUTHX OIMTYBaHb Cy0 €KTIB.
OnuTyBaHHA IPOBOJMIKCS AOCBIAYEHHM KIIHIYHMM NEPCOHATIOM IIif 9ac
HaJXODKEHHS 0 KJIIHIYHOTO 3aKjiaay Ta MpUHANWMHI B HACTYIHMH 4ac
KOXHOTO mepiogy nocmipkenHs: 0 rox (mporsrom 60 xBuauH J0
03yBaHH#), 1 rox, 6 roz i 12 roauH micis BBeIEHHS Ipenapary.




18. Cratuctiuni
METOIU

Jlaui 3a hapMakOKiHETHYHHMH TIapaMeTpaMH, EPBHHHAMHE 3MiHHHMH,
AUCo-« Ta Cmax xapbouucreiHy, a Tako BTOPHHHMMH 3MiHHIMH,
AUC(0-»), TepeBipsiId Ha CTATHCTHYHO BiPOTiIHY Pi3HHINIO METONAMH
ICTIEPCIHHOTO aHaMi3y, /Uil aHalidy JaHi HajaBamu morapudmiumiii
rpanchopmarii, 90% noBipunii iHTEpBa (1Ba OIHOCTOPOHHIX t-TeCTH)
[PO3paxOBYBaId 3 BMKOPHCTAHHAM KOMII'IOTepHOI mporpamu Phoenix
Win Nonlin, Bepcias 7.0.0.2535. Craructuunuil amanmis pisHHII
[IOKa3HMKIB 32  IapaMeTpoM tmax  3/ifiCHIOBaIM  METOHOM
HenapamMeTpuuHoro amamizy (90%  noBipumii  iHTepan, [Ba
OMHOCTOPOHHIX TecTH BinkoKcOHA), TaKOX 3 BHKOPHCTAHHAM
KoMmI1 roTepHOi mporpamu Phoenix Win Nonlin, Bepcis 7.0.0.2535.

19. lemorpadiuni
[TOKA3HUKH
NOCTiKYBaHOT
MOILYJIAMIT (CTaTh, BiK,
paca, ToIIO)

- €Bporeiir

- YOJIOBIKH

- Bik Bix 18 10 55 pokie, IMT 18,5 — 30 kr/m>

- (isMuHO Ta MCHXiYHO 370pPOBi 3riIHO 3 pe3yJbTATAMH JiKApCHKOTO
obcTexeHHs Ta JabOPaTOPHUX aHAIIi3iB.

20. Pe3yneTaTn
e(peKTUBHOCTI

CTaTHCTHYHI  pe3y/NbTaTH (JOCHILKYBAaHHII mpenapaT B NOpiBHSHHI 3
pedepeHTHIM) KapGouucreiny; n=30

Ilepsunni papmakoKiHeTHYHI mapaMeTpu:

AUCq 90%-nuii KoBipuwii inTepBan
ANOVA (nBa onHOCTOpOHHIX t-TecTH): | 95,86% - 101,92%
TOYKOBHH OlLliHIOBaY (cniBinHomenHs): | 98,84%

Cunax 90%-Hwuii nopipuunii inTepran
ANOVA (nBa omHocTOpOHHIX t-recTu): | 90,10% - 103,18%
TOYKOBUH OLIiHIOBAY (criBiaHOmenHs): | 96,42%

Bropunni papmakokiHeTHYHI mapameTpu:

AUCo— | 90%-nwnii noripumii inTepean
ANOVA (nBa o1HOCTOPOHHIX t-TecTH): | 95,90% - 101,77%
TOUKOBHIi ouiHIOBay (cniBinHomenHsa): | 98,80%

tmax 90%-nuit foBip4YMil iHTEpBaI
HENapaMeTpUYHOro aHaisy: -0,17h-0,33 h
MegiaHa (pi3HuL pedepeHTHHII- 0,00 h
JOCJIiKYBaHHH)

21. Pe3ynbTaTh OIIHKH
Oeslexn

B nepioa nociikeHHs BUHEKIM J1Bi o0iuHi peakiii (rojoBHuii 6ins) y
eox 3 30 yuacHukiB. OnHa nobiyHa peakuis (rojoBuuii 6inb) Oyia
OMIPHOI IHTEHCHBHOCTI, BHHHMKJA B | mepiomi micis 3acTocyBaHHS
pedepenTHoro npenapaty. pyra mobiuxa peakuis (rojosHuii 6isb)
TaKOXK crocrepirangack B | mepioai micnst 3actocyBaHHs peepeHTHOrO
npenapaty i Oyna nerkoi imteHcuBHocti. ITpo sxomHi TsKKi abo
cepiio3Hi mobivHiI peakuii He moBigomusiocs. O6uaBi mobivHi peakii
MUHYJIM Oe3 HacuinkiB. Pesympratu ycix naGopaTopHMX aHamiziB Ta
TiKapchKUX 00CTE)KEHD, TPOBEEHHX IMICIIs 3aBEPUIEHHS J0CIIKEHHS,
He I0Kas3add KIIHIYHO 3HA4YyIUX aHoMauii abo 3MiH HOpPIBHAHO 3
00CTEKEHHAM TIEpe JOCIIHKEHHSIM.

Ik 1 owikyBamocss i ABOX TOABIMHHMX IE€POpalbHHX 103
KapOonucTeiny (2 x 375 Mr), yci 3acTocoBaHi MeTO/IM JIIKyBaHHS 100pe
MePEeHOCHITUCS.
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22. BicHOBOK

Ha mincraBi pesynbTaTiB 1bOr0 JOCHIUKEHHS MOXHA 3poOHTH
BHCHOBOK, 0 (apmakokinetnuni mapamerpu (AUCo~) Ta (Cmax)
BCMOKTYBaHHA  KapOOLHMCTEIHY T@pH NpUioMi  JOCHiIKYBaHOTo
[penapary (EpOHX060C® Karcyiu TBepm no 375 mr) Ta npenapary
nopiBHAHHEA (Mikoauu®, kancynau Tepai mo 375 Mr), € HOpiBHAHAMH.
3HaYeHHs 90%-a1ux JIOBIpYHX IHTEepBAaJiB norapudmivHo
TpacopmoBanux 3HaveHb AUCo Ta Cmax KkapGonucTeiny,
BINOBiIAlOTh KpuTepisM GioeksiBamentHocTi 80,00% - 125,00%,
BKazaHux B IIporokoni mocmimkxenns (dinamsna penakuia 1.0). Ioxo
BTOPHHHOTO (papmakoKkiHeTHUHOTO KpuTepito, 3HaueHHS AUC(o-w)
KapOoumcTeiny,  3HadeHHS  90%-HUX  JOBipuHMX  iHTepBamiB
rorapuMivHo  TpaHC(OPMOBAHMX 3HAYEHb, TAKOX BiAMOBIAAIOTH
mianasony npuifHATHOCTI. He Oyi0 BHSBIEHO KIHIYHO 3HAYYIIO]
pi3HHUII TepeHOCHMOCTi Ta Ge3leKkM mHpemapaTiB. BiOeKBiBaNEHTHICTH
npenapatie Bpouxo6oc®, kancymu tBepai mo 375 mr, ta Mikoaur®
Karcynd TeBepAi mo 375 Mr, mpoAeMOHCTpoBaHa MpH mnpuitomi 30
300POBHMH YOJIOBIKaMH, €BPONEHIIMH, IBOX 103 (2 x 375 wMmr
KapOoLUCTeTHY KOJKHA) HATIIECEPIIE.

3agBHHUK (BJIACHUK
peecTpartiitHoro

MOCBITYEHHS)

(nionuc 6id pyxu)
(migmuac)
JupekTop po3ainy po3pobku Ta peecTpamii
Maiis Yepaniy (Maja Ceranic), 6akanasp dapmartii

(I1.1.B.)
(kpyrna neuaTtka koMmnanii BocHanek)




