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Ao Ilopaaxy nposeaenus ekcrepTusu
PEECTpaLiiHKMX MaTepiaiiB Ha JTiKapchKi
3aC00M, 1110 M0AIOTECS HA JIEPKABHY
peecrpalio (nepepeectpaiiipo), a TAKOXK
CKCIICPTH3H MaTeplajiB NPo BHECEHHS
3MIH JI0 peecTpauiiiHkx Marepiasip
MPOTATrOM JIii peecTpauiiHoOro
MOCBIAYEHHS

(myHKT 4 pozniny IV)

3BIT

Npo AOKJIIHIYHI Joc/TizKeHHA

1. Haspa nikapcekoro 3acofy (3a
HasABHOCTI - HOMEpP PeecTpauiiiHoro
MOCBIIYCHHS):

CIODOP" XR 500

1) T nikapeekoro 3aco0y, 3a iIKUM
poBoaMIacs abo MIaHyeThes
peectpartis

'EHEPUYHUM JIIKAPCHKUI 3ACIB

2) IpOBE/IEH] TOCIIIKEHHS

TaK X Hi

AKILO Hi, O0IPYHTYBATH

Hoxniniuni oocniodcenns ne nposoounics, ockinoku
peecmpayis 1ikapcbko2o 3acoby npoeooumsCa 3a munom

TEHEPHYHHH JIIKAPCHKH 34CIB.

2. MapmakoJioris:

1) mepBunHa hapmakoaMHaMika

He 3acmocoeno

2) BTOpHHHA (hapMaKoAMHAMIKa

\He zacmocoeno

3) papmakosnoris Ge3nexn

\He 3acmocoeno

4) GpapmakoauHamivyHi B3aeMoii

He 3acmocoeno

3. dapmMakoKiHeTHKA:

1) aHaiTHYHI METOUKH Ta 3BITH 1100
X Bamigauii

\He 3acmocosno




2) BCMOKTYBaHHs

\He zacmocoeno

3) posmoain

\He zacmocoeno

4) meTabotizm

\He zacmocogno

5) BUBE/ICHHS

\He 3acmocoeno

6) dbapMakoKiHETHYHI B3acMOil
(TOKTiHIYHi)

ﬁe 3ACMOCOEHO

7) iH1i apMakoKiHEeTHYH]
ITOCTTKEHHS

\He 3acmocoeno

4. Tokcukonoris:

1) ToKcHYHICTB y pa3si 0AHOPA30BOI0
BRE/ICHHA

\He sacmocogno

2) TOKCHYHICTB Y pa3i HOBTOPHHX
BBEJIEHb

\He 3acmocosno

3) reHOTOKCHYHICTh:
in vitro

\He 3acmocoeno

in vivo (BKIIOYAIOUYH JI0A4TKOBY OLIHKY
3 TOKCHKOKIHETHKH)

\He 3acmocoeHo

4) KaHUEPOTeHHICTB:

He zacmocoeno

[I0BFOCTPOKOBI IOCIIIZKEHHSA

\He 3acmocosno

L(OpOTKOCTpOKOBi JIOC/ILIDKEHHS
00 JOCIIIKEHHS CepeHboi
TPHBAIOCTI

He 3acmocoeno

ITOJATKOB1 JOCIIIKEHHSA

He zacmocoeno

5) penpoaAyKTHBHA TOKCHYHICTh Ta
TOKCHYHHH BIUIHB Ha PO3BUTOK
MOTOMCTBA!

He 3acmocoeno

BILUIMB HA (DePTUILHICTE 1 paHHii
eMOpiOHANbHHI PO3BUTOK

\He 3acmocoeno




eMOPIOTOKCHYHICTE

\He sacmocoeno

NpeHaTalbHa i TOCTHATAIbHA
TOKCHYHICTh

\He 3acmocoeno

IMOCTTIJUKEHHS, TIPH AKHX Hpernapar
YBOAHTBCS TIOTOMCTBY

OLIIHIOETBCSA BioaaneHa mis

(HecTaTeBO3piIMM TBApUHAM) Ta/abo

He sacmocoero

6) MiclEBa MEPEeHOCHMICTD

\He 2acmocoeno

7) 10AATKOBI JAOCIIKEHHS
TOKCUYHOCTI:

\He 3acmocoeno

AHTHI'CHHICTh (YTBOPECHHS AHTUTII)

\He 3acmocoeno

IMYHOTOKCHYHICTh

\He 3acmocogHo

I10CIIJPKEHHA MEXaHI3MIB i1

\He 3acmocoeHo

UTIKapCchKa 3a1eKHICTh

\He 3acmocoeno

TOKCHYHICTHE METAOO0IITIR

\He zacmocoeno

TOKCHYHICTE JOMIIIOK

He sacmocoeno

\HILIE

He 3acmocoerno

5. BHCHOBKH 111010 IOKJIIHIYHOTO
BUBUYEHHS

\He zacmocosno

3asABHMK (BIACHHUK
peecTpauiitHoro

704

MIOCBIIYEHHS )

(niamuc)
IIpencraBuuk 3assHuka Apneenko T. JI.

(TII.1.B.)

(miarmmc)

HDQJ/CA;}HI/IK z3asBHMKa Jlamackina A. B.

(I.1.B.)



Annex 30

to the Procedure for Conducting Expert |

Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-

Registration) and for Expert Evaluation |

of Materials about Introduction of

Changes to Registration Materials during

the Validity Period of Registration
Certificate (item 4 sectionIV)

Clinical study report

1. Name of medicinal product SIOFOR® XR 500
(registration certificate Ne, if available

)

2. Applicant Berlin-Chemie AG

3. Manufacturer Manufacturing “in bulk™:

Centaur Pharmaceuticals Private Limited, India
Manufacturing “in bulk” and batch control:
BERLIN-CHEMIE AG

Tempelhofer Weg 83, 12347 Berlin, Germany

Packaging, batch control and batch release:
BERLIN-CHEMIE AG, Germany
Glienicker Weg 125, 12489 Berlin, Germany

4. Studies conducted:

yes no if no, please justify

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

Metformin hydrochloride extended release 500 mg — generic product

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

An open-label, randomized, single-dose, two-treatment, two-
sequence, two period, two-way

crossover bioequivalence study of Metformin hydrochloride
extended release 500 mg

tablets manufactured by Centaur Pharmaceuticals Pvt. Ltd., India
(Test) with

GLUCOPHAGE* SR 500 mg prolonged release tablets (containing
Metformin

hydrochloride 500 mg as a sustained release) of Merck Serono Lid,
BedFont Cross, Stanwell

Road, Feltham, Middlesex, TW14 8NX, UK (Reference) in healthy,
adult, male, human

subjects under fed condition.

Study code: LSB-007-15

6. Phase of clinical trial

IPhase I — bioequivalence study

7. Period of clinical trial

from 15.07.2015 till 24.06.2015

8. Countries, where clinical trial has
been conducted

India

9. Number of trial subjects

planned: 24 subjects
actual: 22 subject completed as per protocol

10. Objective and secondary endpoints
of clinical trial

Primary ohjective:

To evaluate, whether there exists any bioequivalence between two
formulations i.e. oral tablets of Metformin hydrochloride extended
release 500 mg tablets manufactured by Centaur Pharmaceuticals
Pvt. Ltd., India (Test) and with GLUCOPHAGE* SR 500 mg

rolonged release tablets (containing Metformin hydrochloride 500
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mg as a sustained release) of Merck Serono Ltd, Bedfont Cross,
Stanwell Road, Feltham, Middlesex, TW 14 8NX, UK (Reference)
following single dose of one tablet of test or reference formulation in
healthy, adult, male, human subjects under fed conditions with at
least 07 days washout period by meansof rate and extend of
absorption.

Secondary endpoint

To monitor the safety of the participating subjects in this
bioequivalence study determined by means of clinical biochemistry,
physical examination and AE/SAE monitoring.

11. Clinical trial design

Open-label, randomized, single-dose, two-period, two-treatment,
two-sequence, two-way crossover, two-stage study design, under fed
conditions.

12. Main inclusion criteria

* Healthy. as justified by normal or clinically insignificant findings
in physical, 12-1ead ECG, chest X-ray and clinical laboratory
investigations.

» Sex: male,

» Age: 18-45 vears.

» BMI: 18.0-24.75 kg/m’

* Informed consent given voluntarily and willingly in written form.

* Non-smokers [Not smoking or having quit smoking for last 3
years].

13. Investigational medicinal product,
mode of administration and strength

Metformin hydrochloride extended release 500

mg tablets

Oral administration of one tablet with 240 mL of 20% glucose
solution

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

GLUCOPHAGE™* SR 500 mg (Metformin hydrochloride prolonged
release tablets 500 mg)

Oral administration of one tablet with 240 mL of 20% glucose
solution

15. Concomitant therapy

Concomitant medications were generally not allowed from the
viewpoint of pharmacokinetic interference with the study drug.
However, if necessary, such as part of adverse event management,
they were allowed, but had to be documented in the adverse event
form and informed to the bioanalytical department.

16. Criteria for evaluation efficacy

[Efficacy is not part of study, since this a bioequivalence study:
IPrimay parameters

Cusxand AUCy, and AUC,.¢ [after log-transformation]
Secondary parameters

e, Kci, tt/,, AUCQ_tlAUCQ_inf

17. Criteria for evaluation safety

* AE/SAE/SUSAR profiles following administration of both test and
reference formulations

» Change in the clinical laboratory parameters [hematology and
clinical chemistry] of screening determined by investigation at
PSSA

« Vital signs examination [Pulse, BP and temperature] and well-
being assessment

* Blood glucose examination will be done at 3.00, 7.00, 12.00 and
30.00 hrs. after IMP administration in both periods using in-house
glucometer.

18. Statistical methods

Statistical software:

Statistical analysis was performed on PK parameters of metformin

using SAS, version 9.4.

Descriptive statistics: Following pharmacokinetic parameters of

metformin were computed using plasma concentration values of

metformin - Cyax, AUCq, AUCoing lnaxs te, Ko and AUCq ! AUC,.

inre Geometric mean, L.SM ratio and intra-subject CV were calculated
n-transformed data of primary target parameters of metformin, i.e.
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Cmax . AUCU-h AUCO-inf-

ANOVA: Analysis of variance was applied to logarithmically
transformed data of Cmax, AUCy,and AUCinr of metformin using
SAS GLM procedure. The analysis of variance model included
sequence; subjects within sequence, period and treatment as factors,
employing 2.94% level of significance using the mean square error
as the error term. Probability (P) values were derived from the Type
11 sums of squares. For all analyses, effects were considered to be
statistically significant if the probability associated with "F" was less
than 0.0294 for period, treatment and sequence.

Confidence Interval [CI]: Because of a two-stage study design an
p-adjustment of the significance level was done with the method of
Pocock. For the calculation of the confidence intervals, o was
considered as 0.0294 instead of 0.05 for the interim and the

final statistical analysis and therefore a 94.12% confidence interval
were calculated instead of a 90% confidence interval using the ratio
[Test/Reference] of the LS means of the log-transformed primary
target parameters of Cpax, AUCo and AUC.iy¢ of metformin.
Acceptance eriteria: The 94.12% CT of the ratio [Test / Reference]
of the geometric least square means of the primary target parameters
of Log-transformed Cppq, AUCy and AUCq.inrof metformin had to
be within 80-125% to establish bioequivalence, when rounded off to
two decimals.

Analysis of ty.y: Additionally, considering ty,. as a discrete
variable, which could have presented with many equal values occur
preventing a meaningful analysis, therefore, t,,, was evaluated using
the non-parametric Mann-Whitney-Wilcoxon test.

Re-estimation of sample size for stage II: In the first stage, the datal
of all the evaluable subjects who complete the study as per protocol
had to be analyzed for determination of bioequivalence using
94.12% confidence interval. If bioequivalence could be assessed at
stage I (interim analysis) the study had to be stopped. If
bioequivalence could not be assessed at stage 1 the decision of
stopping the study or of continuation of the study with stage 2 had to
be based on the sample size re-estimation considering the statistical
procedures described in literature. However, the bioequivalence was
achieved in the stage I, and hence, no stage Il was needed.

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

22 male subjects

Average age: 27,67 years
Average height: 168,59 cm
Average weight: 62,8 kg
Average BMI: 22,08

Race: Indian

Non-smokers, non-alcoholic

20. Efficacy results

[Efficacy is not part of study, since this a bioequivalence study

Mean data [untransformed] of primary and secondary
pharmacokinetic parameters [n=22] of metformin:

" Metformin (mean £ SD)

s | Test (T) i Reference (R} =]
Conan (/L) 1 665.10727 = 108,02002 [ 606,55091 = 9746121

AUC,, (nghim L) | 76140.97659 = 1119.82716 7963.01839 = 107932683
| AUCqwtugvimL) | 7717389522 110881770 S0B0.40961 = 12731697

s () B | 677273 s 133048 811364 = 1.99950

i (h) i 78181 & 0.40233 [3.97130 £ 044799

K (h 0.18513 2 D.01838 0.17626 x 0.01631

AUCy) AUCam | 099010 000370 0.98397 = 0.00673

21. Safety results

A total of 14 AE symptoms were recorded by 4 subjects in the
confinement period of the study. Similarly nine [9] abnormal values

NPEACTFuHAK
3A

El
ABHUKA 3 IPHA
AAMACKIHA A.B &

c‘_}‘)



with clinical significance were noted for 6 subjects.

22. Conclusion (summary)

* The study was performed in compliance with the protocol and the
ICH-GCP guidelines.
= As established from the results of the stage I of this study that
94.12% confidence intervals of the ratio [T/R] of the primary
target parameters of Cpax, AUCq. and AUCqinr [after log-
transformation] of metformin were within the acceptance limits of
80-125%. when rounded off to two decimals: thus, denoting
absence of significant difference in the rate and extent of absorption
of the Test formulation to that of Reference formulation, following
single-dose under fed condition, thereby demonstrating
biocquivalence.
» Therefore. in compliance with guidelines
"CPMP/EWP/QWP/1401/98, REV. 1 CORR**
COMITEE JANUARY 2010, laid down by the EMA", it is
concluded that the "Test" formulation, i.e. Metformin hydrochloride
extended release 500 mg tablets manufactured by Centaur
Pharmaceuticals Pvt. Ltd, India and "Reference” formulation, i.e.
GLUCOPHAGE" SR 500 mg prolonged release tablets
(containing metformin hydrochloride 500 mg as a sustained
release) of Merck Serono Ltd. Bedfont Cross, Stanwell Road,
Feltham. Middlesex, TW 14 8NX, UK, are bioequivalent
following single dose administration in fed condition.
« As the bioequivalence is demonstrated in the stage 1 of the study,
the second stage of the study was not nccessary in compliance with
the protocol and guidelines CPMP/EWP/QWP/1401/98, REV. 1.
CORR** COMMITEE JANUARY 2010.
» No new safety information emerged during the

study.
Applicant (registration certificate
holder) g
(signature)
Anja Pagenkopf
(full name)

{Pr;ak;cfu_re amended by new annex 30 according to MoH Ukraine Order Ne 1528 0f 27.06.2019 }




Honatok 30

o Ilopsaaxy mpoBe/ieHHs eKCEPTH3H
peecTpauifiHix MaTepiajiB Ha Jlikapchbki
3aco0H, 110 MOJAIOTLCS HA AePIKABHY
peecTpatito (nepepeecTpaliiio), a Takox
EKCIIEPTH3U MaTepialliB Mpo BHECEHHS
3MiH 0 peecTpauiiiHux MaTepianis
npoTAroM Aif peecTpauiiiHoro
MOCBiMYEHHs

(myHKT 4 posniny IV)

3BIT
1po KJiHiYHe BUNpoOyBaHHS

1. Ha3pa nikapchkkoro 3aco0y
(3a HasABHOCTI - HOMEP
eeCTpaLifHOro MOCBiTUeHHS)

CIO®OP® XR 500

2. 3aABHUK

Bepnin-Xemi AT’

3. Bupobuux

Bupobuuymeo “in bulk”:
Cenrayp ®apmaueyrikans [Mpaiiser Jlimiten, Inuis

Bupotnuymso “in bulk” ma konmpone cepii:
BEPJIIH-XEMI ATI', Himeuuunna
Temnenbxodep Ber 83, 12347 Bepuin, Himeuunna

Haxysauns, konmpons ma eunyck cepiii:
BEPJIIH-XEMI AT, Himeuuuna
I'ninixep Ber 125, 12489 Bepnin, Himeuanuna

4. IpoBeieHi ToCTiTKEHHS:

X TaK 0 Hi KO Hi, HABECTH OOIPYHTYBAHHA

1) Tun jpikapcbKoro 3acofy, 3a
SIKAM NPOBOAMIacs abo
[JIAHYETHCS PEECTpaLlis

I'enepuynuii mikapcbkmii 3acio

5. IToBHa Ha3Ba KniHiYHOTO
BUINPOOYBaHH:A, KOI0BaHHIA
HOMeEp KJIiHIYHOro
BUINpPOOYBaHHA

Binkpute, paHmomizopane, 3 OJHOKPAaTHWM MNpPHUIOMOM JABOX MNpenapatie, 3 IBOMA
MOCiIOBHOCTAMH, B JBA TEPiojM, MOJBIHHE mNepexpecHe NOCIiMKeHHsS Uil OLiHKH
GioekBiBaneHTHOCTI MpemapaTy MeTdOpMiHy riapoxiopui, TabaeTKH MPONOHTOBaHOT Aii
no 500 wmr, BHpoOHHK Centayp ®apmaneyrikans [lpadiser Jlimiten, Inmis
(mocnmimxysanuii mpenapar) Ta mpenapary [JIIOKO®AX® SR 500 mr, Tabnetku
posioHroBanoi Aii (MicTaTe MeTdopMiny rizpoxmopux 500 mr, nponoHrosaHoi Aif),
BHpoOHuK Mepk Cepono Jlta (Merck Serono Ltd), Ben®pout Kpoce, Cransen Poyg,
@entxem, Mimnceke (BedFront Cross, Stanwell Road, Feltham, Middlesex), TW14
8NX, BenukoGpuTaHis (npenapaT MOPIiBHAHHA), MPH TpHiOMi Ticaa ki 3M0poBUMH
JIOPOCJIMMHU BOJIOHTEPAMH YOJIOBIYOT CTaTi.

Kon mocnimkenns: LSB-007-15.

6. ®@a3a KJIiHIYHOTO
BUNPOOYBaHHA

®@azal - gocaimkeHHs 0i0EKBIBANIEHTHOCTI

7. Tlepion npoBeneHHA
KNiHIYHOTO BUNPOGYBaHHs!

3 15.07.2015 mo 24.06.2015

8. Kpaiuu, ne npoBomunocs
KJTiHiuHe BUIpOGyBaHHs

Innis

9. KinbKicTh ZOCHIIKYBaHHX

3aIlaHoBaHo: 24 yuaCHHMKH
axTiyuHO: 22 y9aCHHKH 3aBEPUIMIHN yUYacTh BiNOBIIHO 0 BUMOI NPOTOKOIY

10. Mera Ta BTOpHHHI 1T
KIIiHIYHOTO BUNPOOYBaHHS

IepBuHHAa 3aa4a:

Oninka HasBHOCTI GioekBiBaieHTHOCTI ABOX Tpemaparis, a came, MeTdopMiHy
rigpoxnopuny, TabneTk mponmoxropaHoi aii mo 500 Mr ans  nepopashbHOro
3acTocyBants, BupoOHHK  CeHrayp ®apmaueytikans I[lpaiiser Jlimiten, Inmis
(mocnimxymanmii mpenapar) Ta npenapary [JIIOKO®AX® SR 500 mr, Tabnetku
NpoNOHroBaHoi aii (MicTaTe MeTdopmiHy rimpoxsopun 500 Mr, NpoJOHroBaHOT mii),
BrpobHuk Mepk Ceporo Jita (Merck Serono Ltd), Ben®pont Kpoce, Cransen Poyn,
®enrxem, Minncexc (BedFront Cross, Stanwell Road, Feltham, Middlesex), TW14
8NX, Benukobpuranis (npenapar nopisnsnns), npu npuifomi nicas ixi 3nopoBumu
JOPOCTUMH BOJIIOHTEPAMH 40JI0BI40T CTaTi, 3 MOHAMMEHIIE CeMHICHHHM TIEPIOIOM JUIA
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BHBEJICHHs PaHille OTPHMAHOrO Mpernapary, 3a MOKA3HHKAMM IIBHIKOCTI Ta 00’emy
abcopOuii,

Bropunni kinuesi Toukn

Mouitopur Gesneku 1A YYacHHKIB AOCTIMKEHHA Gi0eKBIBAIeHTHOCTI, OliHKA 3a

pe3yJbTaTaMu KIiHiuHUX GioXiMiuHMX aHami3ie, JTikapchKuxX 0GCTEKEHD Ta MOHITOPHHTY
H1/CHAL.

11. duzaiin knisiyHOrO
BUIPOOYBaHHS

Binkpure, panzomizoBake, 3 npuioMOM OZHi€I0 10300, B [Ba NEPIONH, 3 NPHAOMOM
ABOX MpenapaTiB, B 1B TOCMIZOBHOCTI, MOIBiliHE mepexpecHe, B [Ba eTamu
JOCHiIDKEHHS TIPH NIPHIHOMi npenaparis micis ixi.

12. OcHoBHI KpuTepii
BKITIOUEHHS

® 3N0pOBi BOJIOHTEPH, WO MiATBEPDKEHE HOPMAILHUMH pe3yIbTaTaMH (MOMKIMBI
KIiHIYHO ~He3Hauyuli BiIXWIeHHs) Jikapchkoro obcrexenns, EKI 3a 12
BilIBeICHHAMH, PEHTreHOTpadil rpy/HOT KIiTKK Ta KIiHIUHMX NabopaTOPHIX aHATi3iB.

e Crath: 4ONOBiya.

e Bik: 18 — 45 poxkis.

* IMT: 18,0 — 24,75 kr/m’

* JloGposinbHO HazaHa MoiHGOPMOBaHa 3rofa, IOKYMEHT, MiAIHCcaHnH Ge3 npumycy.

* He € kypusimu (He € KypusMM 4 KMHYJIH KyPHTH PUHANMHI 3 POKH 10 BKIIOYEHHS B
JOCIiIXKEeHHs)

13. DocnimkyBanuii
JiKapchKuii 3aci6, cnoci6
3aCTOCYBAaHHA, CHIIA il

Metgopminy rinpoxnopun, Tabietku nponoHroBaHoi Aii mo 500 Mr.
Iepopanehuii npuitom mo oaxiii Tabnetui 3 240 M 20% PO3YHHOM TTFOKO3H.

14. Tlpenapat nopisHAHHS,
103a, crocif 3acTocyBaHHs,
cuia mii

FJIIOKO®AXK® SR 500 mr, Tabnerku mnposnoHroaHoi aii (MicTsTh MeT(hOopMiHY
rigpoxnopun 500 Mr, NponoHroBaHoi Aif).
Tepopanbuuit npuiiom no oamiii TaGuerwi 3 240 ma 20% PO3UHHOM TJTFOKO3H.

15. CynyTHs Teparnis

OnHovacHe 3acTocyBaHHA IHIIMX JIIKAPCHKMX Tpenapatis, Sk npasuno, Oyno He
JI03BONIEHE, Yepe3s MOXKJIHMBICTb BIUIMBY Ha (apMAKOKIHETHYHI XapaKTepHCTHKM
IOCTiIKYBaHUX NpenapatiB. MeHIie 3 THM, B MexkaX JTikyBaHHS HeOaKaHUX SBHLL TXHil
npuiiom OyB 103BOJIEHHH, 110 caix Gy/10 3apeecTpyBaTi B KapTui HeGakaHMX ABHIL TA
NOBiOMUTH GioaHamiTHYHIIT Bigmim.

16. Kpurepii ouinkn
e(peKTUBHOCTI

OuiHka eQeKTMBHOCTI He BXOIMIAa B 3a1adi NOCHIJKEHHS, OCKLTBKH MPOBOXMIH
JocnimxeHHs 010eKBiBAIEHTHOCTI:

IlepBuHHI napameTpu

Cmax 7@ AUCo; 1@ AUC)i (pO3paxyHok 3a norapudMiuHo TpaHC(OPMOBaHHMHM
JAHUMH)

Bropunni napamerpu

tmaxs Kc]’ AUCO-l / AUCU-M

17. Kpurepii oninkn 6e3nexu

* [poine HA/CHS/minosproBanux HeowikyBaHMX CepHO3HHX HeGakaHMX peakwiit
nic/is npuifoMy 10CHi/KyBaHOTO MpeniapaTy Ta NpenapaTy TOpIBHAHH.

* 3Mina mapameTpiB KiiHiYHMX nabopaTopHUX aHani3iB (KTiHiYHWH Ta GioXiMiummii
aHalli3 Kposi), B MOPIiBHAHHI 3 NOKA3HUKAMH Ha eTalli CKPMHIHTY, BH3HAYEHHS Ha eTari
OUIHKH Ge3TeKH TCHs OCTITKEHHA.

® OliHKa TONOBHMX TOKAa3HUKIB JKHTTEMIANBHOCTI OpraHisMy (uacToTa mMyJIbCy,
aprepiarbHAR THCK Ta TeMIIepaTypa Tifa) Ta CaMONoUyTT.

® OuiHka BMicTy IIIOKO3H B Kposi wepes 3,00; 7,00, 12,00 ta 30,00 rogms micis
NpUHOMY  JIOCITI/UKYBAaHOTO  JIiKapChbKOro —mpemapatry, B ofumBa mepiomw, 3
BHKOPHCTAHHAM BJIACHOTO TIOKOMETpA.

18. CratucTHuHi MeTOIH

IIporpamue 3a6e3nedenns 15l CTATHCTHYHOTO AHAJI3Y

Bys nposeneHuii cratucTuunmii ananis manmx mono ®K napamerpie metdopminy 3
BHKOPHCTaHHAM nporpamuoro 3abesneueHns SAS, sepcis 9.4,

OnmucoBa cratuctuka: Gynu pospaxosani HacTynHi (apmakokiHeTHuHi mapamerpu
MeT(OpMiHY 3a NOKA3HUKAMH KOHLEHTpaLl MeTdopMiHy B mnasmi KpoBi: Ca, AUCo,
AUCq.int 5 tmaxs ti2, Ko Ta AUCoy / AUCq.ine. Bynu pospaxopani TEOMETPHYHI cepeaHi
3HAYeHHd, CIIBBIAHOWIEHHS HafMEHIIHX CepeiHiX KBAaIpaTiB Ta iHIMBIdyaTbHMH
koe(iuienT Bapianii 3a norapumMiyHO TpaHCHOPMOBAHMMH TAHHUMH MO0 TIEPBUHHHX
UiIbOBYX MapameTpiB MeThopMiny, To6T0, Cpay. AUCqr, AUCq.ins.

ANOVA: aHanis papiauii GyB npoBeneHuii 3 BHKOPHCTAHHAM JOTapHPMIiUTHO
TpaHc(hopMoBaHHX AaHUX WOA0 Cpae AUCe, AUCq MeT(opMiHy 32 NpOLEIYPOD
SAS GLM. [lo moneni amamisy Bapiauii Gyna BKmoYeHa MOCHiZOBHICTH mpHiOMY,
TAIEHTH B MOC/iNOBHOCT, MepioA Ta mpenapar, Ak (akTOpH, 3aCTOCOBAHMH piBeHb
BiporiaHocTi 2,94% Ta cepeHbOKBAaApaTHYHA MOMHJKA B AKOCTi TEPMiHy MOXHOKH.
3HaveHHd #moBipHOCTI (P) Oymm Bm3HaueHi 3a cymow ksampatie tuny III. Tpu
NpOBENEHHI aHalisy edekT KIacHOIKyBallH, fK CTATHCTHYHO BIpOTimHMii, AKIIO
iiMOBIpHiCTh, acouilioBana 3 «F», cranoBrna menmwe 0,294 s nepiony, npenapary Tta
HOCTiOBHOCTI.
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Nosipyuii inTepsasn (I1): uepes aoetanHuil TM3aiiH 10CTiHKeHHS Oyno npoeezeHo -
KOPHTYBaHHs piBHA BiporiaHocTti 3a Metomom ITokoka. Jlys PO3paxyHKy AOBipyoro
iHTEpBasTy 3HA4YCHHA 0. BpaxoByBany, ak 0,0294, a e 0,05, NpH MPOBEIEHHI MPOMIKHOIO
Ta (iHAJBHOrO CTATHCTHYHOIO aWamisy, oTke, OYB pospaxoBanuii 94,12% noeipuwnii
inTepsan samicts 90% noipuoro imTepeamy, 3 BUKOPHCTAHHAM CIHiBBiIHOIIEHHS
(mocnimkyBauwii Mpenapat / npenapat MOPIBHAHHA) CepeiHiX HAHMEHIIHX KBaJpariB
JOrapHPMIuHO TPaHCHOPMOBAHMX [AHHX WIOJAO NEPBMHHHX LUUIbOBHX napaMeTpiB
MeThopMiHy, T06T0, C gy, AUC., AUC.ins.

Kpurepiii npHiinaTHOCTE: 3HauenHs 94,12% chiBBigHOMEHHS (mocmimKypaHuii
mpenapar / mpenapat AOPIBHAHHA) FEOMETPHYHMX CepelHIX HalMeHIIHX KBaJparis
JOTapudMiYHO TPaHCHOPMOBAHMX [aHMX MO0 NEPBUHHUX [MLTHOBHX napaMeTpiB
MeTdopminy, T06T0, Cyyx, AUCq, AUCy ¢ TIOBHHHI BKIAAATHCh B ianazon 80 — 125%
AN OiATBEp/UKEHHA OGiOCKBIBANEHTHOCTI, 3HAuUEHHA OyNH OKpyIJeHi 40 IBOX
NEeCATHHHUX 3HAKIB MicJis KOMH.

AHaniz 3HayeHpb tg,,: Ha JOJATOK, BPaxOBYKOUH, IO ty, € AHCKPETHOIO 3MIHHOIO, sKa
Moxke Oyri BinoGpaxena GaraThMa OIHAKOBHMH 3HQYEHHSMH, IO MEPEIIKOIKAE
3HAUYIIOMY QHANi3y, 3HAYEHHH tp,, OLIHIOBANM 3a HENApPaMEeTPHIHHM KpuTepiem
ManHa-YitHi-BinkokcoHa.

IoBTopHa ouinka 06’emy Bubipkn st erany Il: Ha mepmomy erami gami ycix
MALI€HTIB, WO Oy/1M NPHHHATHAMA IS aHANi3y, AKi 3aBEPUIMIH Y4acTh BiANOBIAHO 10
BUMOT NpOTOKONY, OylH mpoaHami3oBaHi s OLIHKM OiOeKBiBANEHTHOCTI 3
ypaxyBanHam  94,12% posipuoro inmtepBamy. ko GioeksiBaneHTHicTh Oyita
MiATBEpIKeHa Ha eTami I (mpoMikHWIl aHanis), mojanblue MPOBEICHHA AOCIiIKEHHS
NOBUHHO Oyno OyTn npunueeHo. SAkmo GioeksiBaneHTHiCTs He Gyaa MiATBepIKEHA HA
eTarti I, pilueHHs WO/I0 NPUIHHEHHS Y1 [0JANBIIOTO TIPOBEICHHS JOCTiIKEHHS, eTamy
2, cnin Gyno CXBallOBaTH 3 YpaxyBaHHSM IOBTOPHOI OUiHKH 06’eMy BuGipkH, i3
3aCTOCYBAHHAM IIPOLEIYP CTATHCTHYHOTO aHali3y, ONMCAHHX B JITEPaTYpHHX
mwxepenax. Meuue 3 TuM, GioeksiBajeHTHiCTh Gyna minTBepKeHa Ha erami I, oTxe,
norpeda nposencHus eramy II Gyna BigcyTns.

19. lemorpaciusi noxkasHuku
JOCHIKYBAHOT TOMYJIsLiT
(crars, Bik, paca, TowIO)

22 yyacHMKH Y0JIOBiYOi cTaTi
Cepenniii Bik: 27,67 pokis

Cepenniit 3pict: 168,59 cm

Cepenns maca Ttina: 62,8 kr

Cepenniit IMT: 22,08

Pacosa npuHanexHicTb: iHmgycu

He € kyplsAMH, He BKHBAIOTE AJIKOTONIb

20. Pesynbraru e()eKTHBHOCTI

EdexTuBHiCTh B IBOMY HOCIIUKEHH] HE OUIHIOBANH, OCKUTBKH 3a1adelo 10C/TiDKeHHS
OyJia oLliHKa GioeKBiBaNIEHTHOCT.

Cepenni  3HaueHHs  (He  TpancdopmoBaHi)
apMaKoKiHETHYHHX NapameTpis (n = 22) MeThopMiHy:

NEPBUHHHAX Ta BTOPHUHHUX

Tapaneips Metdopmin (cepeaHe + cTanaapTHa noxuGKa)
Jocnixxysaunii npenapart (T) |[Ipenapat nopieusinns (R)

Conax (HI/MT) 665,10727 + 108,02092 606,55091 +97,46121

AUC (ur*rop/mn)  |7640,97659 = 1119,82716 7963,01839 + 1079,32683

AUCy.ipr (Br*rom./mm) |7717,38952 + 1128,81370 8080,40961 + 1127,37697

tmex (TOIL.) 6,77273 + 1,83048 8,11364 + 1,99959

ti (ron.) 3,78181 + 0,40235 3,97130 £ 0,44799

K (ron.™) 0,18513 +0,01838 0,17626 +0,01631

AUCy./ AUCq.ins 0,99010 £ 0,00370 0,98597 + 0,00673

21. Peayneraru Oe3nexu

B winomy, 14 cumnromis HS Gynm 3apeecTpoBaHi y HOTHPBOX YYacHHKIB B nepion
nepedyBaHHA B KJiHiLi B mepion xochimkenua. KminiuHo 3Hauymi aHOMasbHi
pe3y/IbTaTh aHalizi Oynu BiAMideHi y WiCThOX y4acHHKIB.

22. BUCHOBOK (3aK/TIOUEHHS)

e [locmikenHs Oya0 npoBeieHe BiANOBITHO [0 BHMOT NMpOTOKOJy Ta HacTtaHoB ICH-
GCP (Mixnaponsoi kondepeHuii 3 rapmonizauii BUMOr 10 HalexHO! KIiHiYHOT
MIPAKTHKH).

e Sk Oys10 BCTAHOBIIEHO 3a pesysnbTaTaMu eTary | nboro poctimkenns, 94,12% JOBipui
inTepBany cnisinnomenns (T / R) NepBHHHMX LiNBOBMX MapameTpis MeT(hOopMiHy,
Ciax, AUCq., AUCq.inse (norapudmiuno TpanchopMoBaHi naHi), Bianosizamm Mexkam
npuiiHATHOro nianasoHy 80 — 125%, micns OKpYIVIEHHS 10 APYrOro AECATHHHOTO
3HaKa MiC/IA KOMY, 10 03HAYA€ BiJACYTHICT Biporianoi pisHumi weHaKoCTi Ta 06’ eMy
abcopbuii  nocnimKkyBaHOro npemapaTy Ta  mpenapaTy  JOCHiKEHHS,
OZIHOPa30BOMY MpHifoMi micys Tk, 10 CBIAMHTE Mpo TXHIO GioeKBiBATCHTHICTS.

© OTxe, 3TiHO 3 BUMOTaMH HACTAHORH

npH

«CPMP/EWP/QWP/1401/98, PEJL.1, BUTIPABJIEHE% = 1 1= 1~ oy
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KOMITETY, sin ciuna 2010, cxsanenoi EMA» (€sponeiichka areHis 3 KOHTPOJIO
JiKapchkuX 3aco6iB), 3po0NEHO BHCHOBOK, IO JOCTiIKyBaHHH Tpenapar, a came,
MeT(QOpMIHY riIpoXnopu, TabneTky MPOIOHroBaHoi Aii mo 500 mr, BupoGuuk CenTayp
@apmaueytikans Ilpaiiser Jlimiten, Iemis Ta mnpenapatr mHOpiBHSHHA, a came,
ITIIOKO®AXK® SR 500 mr, tabmeTkn HpONOHTOBaHOT Aii (MicTaTe MeThopMiHy
rizpoxnopua 500 mr, nposnonrosanof aii), Bupo6ruK Mepk Ceposo Jita (Merck Serono
Ltd), ben®pont Kpoce, Cransen Poya, ®enrxem, Minnceke (BedFront Cross, Stanwell
Road, Feltham, Middlesex), TW14 8NX, BemukoOpuranis, € 6ioekBiBaleHTHUMH IIpH
® Ockinbku GioexpiBaneHTHICTE Gyna NMPOAEMOHCTPOBaHa 3a pesyibraTamu | etamy
JOCIiKEHHSI, HeoOXiNHICTL IPOBeICHHS APYTOro eTany A0CTimKeHHs Gya BiacyTHs,
3TiIHO 3 BHMOraMu MpOTOKONYy Ta HactaHoBu CPMP/EWP/QWP/1401/98, PEJI1,
BHUITPABJIEHE** KOMITETY, Bin ciuns 2010,

® 3a pesyJbTaTamMy 10C/IiKEHHA HOBa iHdopMallis 3 Oe3neku BUsBIEHa He GyJia.

3asBHHUK (BIACHUK
peecTpaiiifHoro nocsiueHHs)

(mrigmmc)
(Ans [Marenkond)

(I.1.B.)
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