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 IV)

REPORT
on clinical trial

1. Name of medicinal
product (if available -
Registration Certificate
number)

Letrozole Accord Tablets 2.5 mg

2. Applicant

Accord Healthcare Polska Sp. z 0.0., Poland

3. Manufacturer

Intas Pharmaceuticals Ltd.
Plot No. 457, 458,
Village — Matoda, Bavla Road,

Tal. Sanand,
Dist. Ahmedabad — 382 210,
Gujarat, INDIA

4. Conducted studies:

Yes

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

This application is for generic.

5. Full name of clinical
trial, code number of
clinical trial

Open-label, balanced, randomised, two-treatment, two-period, two-
sequence, single dose, crossover, comparative oral bioavailability study
of two formulations of Letrozole 2.5 mg Tablets in healthy, adult,
human male subjects under fasting conditions.

Protocol No.: 045-06

6. Clinical trial phase

Phase [ (Bioequivalence study)

7. Period of clinical trial
conduction

22 June 2006 to 04 August 2006

8. Countries where

India
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clinical trial has been
conducted

9. Number of enrolled
population

Planned: 30
Actual: 32 (including two additional subjects)

10. Aim and secondary
goals of clinical trial

Efficacy

To compare the bioavailability and characterise the pharmacokinetic
profile of the sponsor’s formulation with respect to that of the reference
formulation (Femara® 2.5 mg tablets) in healthy, adult, human male
subjects under fasting conditions and to assess the bioequivalence.

Safety

To monitor the safety of the subjects.

11. Design of clinical
trial

An open-label, balanced, randomised, two-treatment, two-period, two-
sequence, crossover, single dose, comparative, oral bioavailability study
in healthy, adult, human male subjects under fasting conditions

12. Main criteria for
enrollment

Healthy, willing male volunteers, aged between 18 and 55 years (both
inclusive), having a Body Mass Index (BMI) between 18.5 kg / m” and
24.9 kg / m* (both inclusive), having no significant diseases or clinically
significant abnormal laboratory values during screening, medical
history, physical examination, chest X-ray (postero-anterior view), 12-
lead ECG recordings or laboratory evaluations, able to communicate
effectively with the study personnel and able to give written consent for
participation in the trial were enrolled in the study. Subjects who
satisfied all the inclusion and exclusion criteria were enrolled in the
trial.

13. Investigated
medicinal product,
method of
administration, strength

Investigated medicinal product: Letrozole tablets 2.5 mg
Strength: 2.5 mg

Method of administration: One tablet was administered orally to each
subject except for the discontinued subjects (Subject Nos. 21, 22 and
26) with 240 + 2 mL water, while in sitting posture, after an overnight
fast of at least 10 hours. This procedure was followed by a mouth check.
The subjects were not to be allowed to lie down for the first three hours
after dosing.

14. Reference product,
dose, method of
administration, strength

Reference product: Femara® 2.5 mg tablets (Letrozole 2.5 mg tablets)
Dose and strength: 2.5 mg

Method of administration: One tablet was administered orally to each
subject except for the discontinued subjects (Subject Nos. 03, 11, 15,
21, 22 and 26) with 240 + 2 mL water, while in sitting posture, after an
overnight fast of at least 10 hours. This procedure was followed by a
mouth check. The subjects were not to be allowed to lie down for the
first three hours after dosing.

15. Concurrent therapy

INot applicable
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16. Criteria for
efficiency assessment

The criteria for evaluation were based on the pharmacokinetic
parameters, Cpay, AUCq and AUCy., of the letrozole data. The two
one-sided 90% parametric confidence intervals were constructed for the
un-transformed and In-transformed pharmacokinetic parameters, Cpmax,
AUC and AUCy.,, of the letrozole data.

Bioequivalence of Test Product-B vs. Reference Product-A was
concluded if the 90% confidence interval fell within the acceptance
range as defined below for In-transformed pharmacokinetic parameters,
Crmaxs AUCprand AUCy.«, for letrozole.

Parameters Range of In-transformed
90% CI
Cinax, AUCp.rand 80-125%
AUCy.

17. Criteria for safety
assessment

Safety was assessed from the screening period to the end of the study. It
was assessed through clinical examinations, vital signs assessment
including checking for Electrocardiogram (ECG), chest X-ray, Clinical
laboratory parameters (e.g. biochemistry, electrolytes, hematology,
immunology and urine analysis) and well-being.

18. Statistical methods

All statistical analyses were performed for letrozole using PROC
MIXED of SAS® Release 9.1.3 (SAS Institute Inc., USA).

ANOVA, Two One-Sided tests for Bioequivalence, Power and Ratio
Analysis for un-transformed and In-transformed pharmacokinetic
parameters, Cpax, AUCq.r and AUC..,, were computed for letrozole.

19. Demographic
indicators of the
investigated population
(gender, age, race, etc.)

Gender: Male;

Age: Between 18 to 39 years of age (both inclusive);

Race: Indian

The mean £ SD of age, weight, height and BMI of 30 subjects
(Subject Nos. 01-27, C-28 and 29-30), who were dosed in the study

is as below:
Mean = SD
Parameter (Units) n=30

(Dosed Subjects)

Age (years) 24.6 £5.26

Weight (kg) 59.56 + 7.895

Height (cm) 166.87 = 7.397
BMI (kg / m%) 91373+ 22555

20. Results of efficiency

The pharmacokinetic parameters were derived individually for each
analysed subject from the concentration vs. time profiles of letrozole in
plasma. Data set for the estimation of pharmacokinetic parameters was
to be prepared using WinNonlin Professional Software (Version 5.0.1).
Actual timepoints were used for the estimation of pharmacokinetic

T BIPHA

UBIE
s |

e
A XS]

1 1/ Vi

I




parameters for samples, which were collected beyond 02 minutes of the
scheduled time.

The mean pharmacokinetic parameters of letrozole for Reference
Product-A and Test Product-B of twenty-three subjects are summarised
in the following tables.

Descriptive Statistics of Formulation Means for Letrozole (n=23)

Mean + SD

(Un-transformed data)

Parameters (Units)
Reference Product- Test Product-B

A
ey 2.500 2.000
Cinax (ng/mL) 35.084 +7.4431 38.092 +5.7102
AUCo.(ng.h/mL) 1850.993 + 753.8270 | 1889.448 = 796.0305

1962.081 + 2008.286 +
AUCo. (ng.h/mL) 856.7941%* 884.6797
A (1/h) 0.0181 = 0.00701** | 0.0179 = 0.00656
s () 44701 £ 18.5194%* | 44.059 = 15.9612
0

Et/‘*;c—ﬂ’ Extrap, obs 4753 + 3.3481** 5.174 +3.7410

**n=22

* Median values reported for T,y

Note: Descriptive statistics for the pharmacokinetic parameters like AUCqnp, Az, ti
and AUC_Extrap obs was computed and analyzed for those subjects whose
extrapolation area for AUCs was < 20%.

Geometric Least Squares Mean, Ratios and 90% Confidence

Interval for Letrozole (n=23)

Geometric Least Squares Mean 90%
Parameters Test Ratio | Confidence
(Units) Reference Interval
Product-A | Product- B/ .
B A% (Parametric)
Crnax (ng / mL) 34323 | 37.697 | (09.8% 111072;;’;;
= . 0
AUC. (ng.h/ 5 97.31-
i) 1727.292 | 1747.323 | 101.2% 105.16%
KOMSA BIPHA
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AUCo.. (ngh/ | 1650 6554+ | 1843.805 | 99.6% 96.52-

mL) 103.05%
Note: **n=22
Pharmacokinetic Parameters of Letrozole (n = 23)
Cmax
The mean Cpax values of letrozole are:
. Reference
Parameter (Unit) ———— Test Product-B
Conax (ng / mL) Un- 38.092 +
-
transformed Aes: == fataal 5.7102

FORMULATION effects were found to be statistically significant on
un-transformed and In-transformed scales with p =0.0423 and 0.0326
respectively.

SEQUENCE and PERIOD effects were found to be statistically
insignificant on un-transformed and In-transformed scales.

The significant formulation effect observed on un-transformed and In-
transformed could be attributed to low intra-subject variability i.e.
12.7%, 14.0% and (B/A) ratio of 108.5%, 109.8%.

PK-Parameter Reference Product-A | Test Product-B
Crnax(Un- 35.084 +7.4431 38.092 +5.7102
transformed)
LnCpax (Ln- 3.534 + 0.2266 3.629 + 0.1490
transformed)

This minimal increase of 8.57% on un-transformed scale and 2.69% on
In-transformed scale would not be clinically significant and thus would
not have any significant impact on the final conclusion of the study
results.

The ratio of geometric least squares mean, 90% confidence interval and
intra-subject CV (%) for In-transformed Cpax are as follows:

C Test Product-B vs. Reference
max Product-A

Ratio of Geometric Least 109.8%

Squares Mean

90% Confidence Interval 102.35-117.85%

Intra-Subject CV (%) 14.0%

AUC

The mean AUC,.; values of letrozole are:
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. Reference
Parameter (Unit) Prodiict-A Test Product-B
AUCq. (ng.h / mL) Un- 1850.993 + 1889.448 +
transformed 753.8270 796.0305

FORMULATION, SEQUENCE and PERIOD effects were found to
be statistically insignificant on un-transformed and In-transformed
scales.

The ratio of geometric least squares mean, 90% confidence interval
and intra-subject CV (%) for In-transformed AUC. are as follows:

AUCo, Test ProdI:l::;dl'Bl :ts-A Reference
e
90% Confidence Interval 97.31-105.16%
Intra-Subject CV (%) 7.6%

AUCj.»

The mean AUC.., values of letrozole are:

Parameter (Unit) 11}:(:‘3:‘::?; L P]I;Odu‘:t

AUCy.» (ng.h / mL) Un- 1962.981 + 2008.286 +
transformed 856.7941%* 884.6797

Note: ** n=22

FORMULATION, SEQUENCE and PERIOD effects were found to
be statistically insignificant on un-transformed and In-transformed
scales.

The ratio of geometric least squares mean, 90% confidence interval
and intra-subject CV (%) for In-transformed AUCy.. are as follows:

Test Product-B vs. Reference
AUC)= Product-A
Ratio of Geometric Least 99 6%
Squares Mean
90% Confidence Interval 96.32-103.05%
Intra-Subject CV (%) 6.5%

Elimination Rate Constant (A,):

The mean elimination rate constants (A;) of Test Product-B and Referg
Product-A for letrozole is as follows:
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Parameter (Unit) ReferencZProduct- Test Product-B
Az (1/h) 0.0181 £ 0.00701** | 0.0179 + 0.00656
Note: ¥**n=22

Terminal half-life (ti2):

The mean terminal half-life of Test Product-B and Reference Product;
letrozole is as follows:

Parameter (Unit) ReferencZProduct- Test Product-B
44.059 =
o
tin (h) 44,701 £ 18.5194 15.9612
Note: **n=22

AUC_%Extrap_obs:

The mean AUC_%Extrap_obs area of Test Product-B and Reference
A for letrozole is as follows:

. Reference Test
Parameter (Unit) ProdiictA Product-B
: zk
AUC_%Extrap_obs (%) | 4.753 +£3.3481%%* 53 177 f 10

Note: **n=22
Tmax

The median Tpax of Test Product-B and Reference Product-A for
letrozole is as follows:

Parameter Reference
(Unit) Product-A TonPriduct-g
*Tmax () 2.500 2,000

*Note: Median Value

Power

The power of test for un-transformed pharmacokinetic parameters
Ciax, AUCq and AUCy., were found to be 99.9%, 100.0% and
100.0%, respectively while for In-transformed pharmacokinetic

parameters Cpax, AUCqy, and AUCy., it was found to be 99.9%,
100.0%, and 100.0%, respectively.

21. Results of safety

No serious adverse events were observed during the conduct of the

study. However, one significant adverse event occurred during the
conduct of the trial.

22. Conclusion

No serious adverse events occurred during the course of the study.




(assesment) Efficacy Conclusion

The Test Product-B (Letrozole tablets 2.5 mg-Intas Pharmaceuticals
limited, Matoda-382 210, Dist. Ahmedabad, India.) when compared
with the Reference Product-A (Femara® 2.5 mg tablets-Novartis
Pharma, GmbH, Nurenberg, Germany.) meets the bioequivalence
criteria with respect to the rate and extent of absorption as set in the

protocol.
Applicant P 4% a f[,,ﬂ,?/
(Registration
Certificate holder) (signature)

Patel Piyush

(surname, name, father’s name)




Annex 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
on preclinical studies

1. Name of medicinal product (if available
- Registration Certificate number):

Letrozole Accord Tablets 2.5 mg

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

This application is for generic.

2) conducted studies

yes no if no, justify

2. Pharmacology:

INo

The product meets the detenitin of a generic
medicinal products as defined in Article 10.1 (a) (iii)
of Directive 2001/83/EC as amended, since it has the
same qualitative and quantitative composition of the
active substance with reference product , the same
dosage form with reference product, no preclinical
studies were performed.

1) analytical methods and reports on their
validation

1) primary pharmacodynamics INA
2) secondary pharmacodynamics INA
3) safety pharmacology INA
4) pharmacodynamic interactions INA
3. Pharmacokinetics:

Yes,

Refer MV-133-06 (Main and Addendum-I) in
Appendix No. 16.4.2 of the final report.

2) absorption

INA
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in vitro

3) distribution INA
4) metabolism INA
5) elimination INA
6) pharmacokinetic interactions

Gpreclinioal) N
7) other pharmacokinetic studies INA
4. Toxicology:

1) single use toxicity NA
2) repeated doses toxicity INA
3) genotoxicity: NA

in vivo (including additional assessment on

toxicokinetics) R
4) cancerogenicity: INA
Long-term studies INA
Short-term studies

" : INA
or medium-term studies
Additional studies INA

5) reproductive and developmental toxicity:

INA

Effect on fertility and early embryonal

development b
embryotoxicity INA
Prenatal and postnatal toxicity INA
Studies where the product is administered

to offspring (immature animals) and/or INA
remote effect is estimated

6) local tolerability INA




7) additional toxicity studies: NA

antigenicity (formation of antibodies) INA

immunotoxicity INA

study of mechanisms of action INA

drug dependence INA

metabolite toxicity INA

impurity toxicity INA

other NA

: . s Th t lying for th ant of]

5. Conclusions regarding preclinical study 5B t.'oduc TR TR e
marketing authorization is the generic equivalent to
Femara® Tablets 2.5 mg manufactured by Novartis
Pharma GmbH, Germany, having the same
qualitative and quantitative composition in terms of]
active substance(s) as the comparator product.

Applicant (Registration
Certificate holder)

[ -t

(signature)
Patel Piyush

(surname, name, father’s name)




Honartok 29

1o IlopsAaky mpoBeIeHHSA €KCIEPTU3H
peecTpamiiHuX MaTepialiB Ha JTiKapchKi
3aco0H, 0 MOJAIOTECS HA IEPKABHY
peecTpaltiro (mepepeecTpariio), a Takox
eKCIIePTH3H MaTepiaiiB IIPO BHECEHHS
3MiH 0 peecTpaniftHuX MaTepiaiis
IIPOTArOM Ji1 peecTpaniifHoro
IOCBITYEHHS

(myHKT 4 po3ainy IV)

3BIT

PO JOKJiHIYHI J0CTiKeHH

1. HasBa nikapcbkoro 3acoby (3a
HASBHOCTI - HOMEP peecTpauifHoro
[IOCB1IYECHHS):

JleTpozon AKKop/I TabNeTKH 1o 2,5 Mr

1) Tun nikapcekoro 3acoly, 3a AKUM
MIPOBOIHIIACS a00 MIAHYETHCS PEECTPALLis

3asBKa HA TeHEPHYHMI JIKapChKHi 3aci0

2) mpoBeieH1 TOCIiIMKEeHHS

TaKk HiI  SKIO Hi, OOrpyHTYBaTH

2. ®apmaxoJioris:

Hi

[Ipemapar BiamoBiae BH3HAYEHHIO TI'€HEPUYHMX
nikapchKHuX 3aco0iB BiamomigHo go crarti 10.1 (a)
(iii) JwupextuBu 2001/83/EC i3 3miHamM# T4
JIOMOBHEHHAMH, OCKIIBKH BiH Ma€ Takud caMmuif
SKICHHI Ta KiIBKICHHH CKJIA Iif0901 PEYOBHHHU Ta)
TaKy camy JiiKapceky Qopmy, mo 1 pedepeHTHHH
[Iperapar, JOKITiHIYHI JIOCITi JDKeHHSI HE
TIPOBO/THITHCS.

1) nepuHHA (hapMaKoIHHAMIKa

He 3aCTOCOBYETBCH

2) BTOpHHHA (apMaKoAHHAMIKa

He 3acTtocoByeThes

3) dbapmaxosioris 6e3nexu

He 3aCTOCOBYETECA

4) hapmakoaEHAMIYHI B3aEMOIT

He 3acTocoBy€eThCs

3. ®apMakoKiHeTHKA:

1) aHayliTHYHI METOMKH Ta 3BITH 100 iX
BasTigamil

Tak,
TMocunaunss Ha MV-133-06 (OcHoBHuMii 3BIiT T4
Jlonaroxk-I) y omatky Ne 16.4.2 ocTarouHoro 3BiTy

2) BCMOKTYBaHHS

He 3acTocoByeThCd

3) po3moain

He 3aCTOCOBYETECA

4) metaboizm

He 3acTocoBy€eTECs

5) BUBeACHHS

He 3aCTOCOBYETECS

6) dhapMaKkoOKiHEeTHYHI B3aeMOIi1
(oKJIiHIYHI)

He 3acTocoByeTECS

7) 1601 GapMaKOKIHETHYHI TOCIIKeHHSA

He 3acTocoByeTECA

4. ToxkcHKOIIOTIA:

1) TOKCHYHICTE Y pa3i 0IHOPa30BOr0
BBEJICHHS

He 3aCTOCOBYETLCA

2) TOKCHYHICTb Y pasi HOBTOPHHUX BBEIEHB

He 3acTocoByeThes

3) reHOTOKCHYHICTh:
In vitro

He 34CTOCOBYETHCA




in vivo (BKJIIOYAI0YH JOJAATKOBY OLIIHKY 3
TOKCHKOKIHETHKH )

He 3acTocoByeThes

4) KaHIIepOTeHHICTh:

He 3aCTOCOBYETHCA

OBrOCTPOKOBI JIOCITIKEHHS

He 3acTOCOBYETBCS

KOPOTKOCTPOKOBI AOCIIKEHHS
ab0 MOCIIDKEHHS Cepe/lHbO] TPHBATIOCTI

He 3acTocoByeThCs

101aTKOBI JIOCITI IKEHHS

He 3acTocoBy€ETHCS

5) penpoayKTHBHA TOKCHYHICTE Ta
TOKCHYHHUI BIIUB HA PO3BHTOK
IOTOMCTBA:

He 3acTocoByeThCs

BIUTHB Ha (hepTHIIBHICTD 1 paHHIH
eMOpiOHATHHHUH PO3BHUTOK

He 3acTocoByeThCs

eMOpiOTOKCHYHICTD

He 3aCTOCOBYETLCA

[peHaTalbHa i HOCTHATAIBHA TOKCHYHICTh

He 3acTocoByeThCS

JTOCITIDKEHHS, TIPU KX IIpenapaT
VBOIHTHCS IIOTOMCTBY (HECTATEeBO3PILTUM
TBapHHAaM) Ta/ab0 OILHIOETHCS BijalieHa
s

He 3acTocoByeThCA

6) MicIeBa NepeHOCHMICTh

He 3acTocoByeThes

7) 1OATKOBI OCIIKEHHS TOKCHYHOCTI:

He 3acTocoByeThCS

AHTUTEHHICTD (YTBOPEHHS aHTHUTLI)

He 3acTocoByeThCs

IMYHOTOKCHYHICTH

He 3acTocoByeTnCs

TOCITIDKEHHS MEXaHi3MiB il

He 3acTocoByeTheA

JTiKapchKa 3aIeKHICTh

He 3acToCOBY€ETBCS

TOKCHYHICTE METab0IiTIB

He 3acTocoByeThCs

TOKCHYHICTB JOMIIIOK

He 3aCTOCOBYETECA

iH1IIE

He 3acTocoBy€eTHCS

5. BUCHOBKM 11010 TOKIIIHIYHOTO
BUBUYCHHS

OTpUMAaHHA

i0401(1IF0YHX)

PEYOBHHH(PEYOBHH),

[OPIBHSUIBHHH Ipenapar.

MOCBiTYEHHS,

1o

[Ipenapar, CTOCOBHO SKOTO MH IIOJaEMO 3asBKY Hal
peecTpaniiHoro
reHepHYHEM eKBiBaleHTOM mpemapary ®emapa®
tabnerku mo 2,5 mr BupobHunTBa HoBapric @apmal
['M6X (Novartis Pharma GmbH), Himeuunna, mio
Mae Takuil caMuil gKkicHHH Ta KiTBKiCHHE CKmaj

€

1

3asgBHUK (BIACHHK
PEECTPAIifHOrO TTOCB1I4EHHS )

/migmwc/

(mimmuc)
[Taten ITirom

(IL L. B.)

L]eii Ooxymenm nepeknadeHo Ha yKpaincoKy Mo6y nepeknadadem beanapan

Apymionisnoro



JonaTtok 30
1o TTopsiaky NpoBeieHHs eKCIIEPTH3H
peecTpalifHUX MaTepiaiB Ha JIiKapchbKi
3aco0W, 1110 MOJal0ThCs HA NEPKABHY
peecTpauito (nepepeecTpallito), a TAKOkK
eKCIIePTU3U MaTepialiB Mpo BHECEHHS
3MiH JI0 peecTpaliiH1X MaTepianip
MPOTAroM Aii peecTpalliiiHoro
MOCBIA4EHHSA
(nyHKT 4 pozniny V)
3BIT
Npo KJiHiuHe BHNPOOYBaHHS

1. Hazgpa
TiKapchKOro
3acofy (3a
HasBHOCTI -
HOMep
[peecTpaliiifHoro
MOCBIYCHHS)

Jlerposon Akkopa Tabnetku 1o 2,5 mr

2. 3aABHUK

Axkkopa Xeinckea [Tosncka Cr. 3 0.0., [Tonsima

3. BupoOuuk

Inrac @apmacerotikans JIta.
Tlinauku Ne 457, 458,

Ceno — Maropna, barna Poyn,
Tan. Canang,

Paiton Axmenabang — 382210,
I'ymoxapat, IH{LA

4. Ilporepeni
TOCITII3KEHHS:

Tak

1) Tun
MiKapchKOro
3aco0y, 3a AIKUM
npoBoaMiacs abo

3asBKa Ha reHepUYHHIT TiKapChKUii 3aci6

TIPOBOAUIIOCH

MIaHYETHCS

peecTpalis

5.IloBHa HazBa |Binkpute, 36amaHcoBaHe, paHIOMi3OBaHe, TEPEXpecHe IOPIiBHSIIBHE
KTIHIYHOTO pocnipkeHHa GiogoctynHocTi 1BoX Kommosuwiit Jlerpozony TabneTok 1o 2,5
BUNPOOYBaHHA, [MI i3 3aCTOCYBaHHSM MEPOPATbHOI OJHOPA30BOI MO3M 3 IBOMA CXeMaMmu
KOJIOBaHHH JIIKYBaHHs, IBOMa TOC/IiIOBHOCTSIMH, JBOMA TIEPIOJAMHU Y 3J0POBMX JOPOCITHX
HOMeEp Ccy0’eKTiB 40JI0BIYOT cTaTi 38 yMOB npuiioMy HaTineceplie

KJTIHIYHOTO [Iporoxon Ne: 045-06

BUIIPOOYBAHHS

6. @aza @a3a I (JocnimkeHHs GioeKBIBaIEHTHOCTI)

KJIiIHIYHOTO

BUIIPOOYBaHHS

7. Ilepion 3 22 yepBHs 1o 04 ceprinst 2006 p.

MPOBe/ICHHA

KJTiHIYHOTO

BUIIPOOYBaHHS

8. Kpainu, ne  (Iupis




KJiHIYHE
BUIPOOYBaHHS

9. Kinekicts

3aranoeana; 30

nocnimkysanux |Pakrtuuna: 32 (BKIOYA0OYH 2 10JaTKOBHX Cy0 €KTIB)
10. Mera Ta EdexTuBHICTD
BropuHHI Ui |[TopiBHATH OilofoCTynHICTE Ta oOxapakTepu3yBaTH (papMakOKiHETHUHHH
KJTIHIYHOTO npodine kommosuuii crioHcopa y mnopiBHsHHI npodineM 3 pedepeHTHO]|
BUIpoOyBaHHs  [komrosuuii (Pemapa® TabneTky mo 2,5 Mr) y 3/0pOBMX JOPOCIHX CYO’€KTiB
YOJIOBIYOi  cTATi 32 yYMOB TNpUHOMY  HaTileceple, Ta  OLIHWTH
010€KBIBaICHTHICTE.
besneka
KonTpomopath 6e3neky QocHiKyBaHHX Cy0’ €KTiB.
11. Muzaiin Binkpure, 30anaHcoBaHe, paHIOMI30BaHe, TEpeXpecHe IOpPiBHsJIbHE
KJIIHIYHOTO ocmiKeHHs 010JOCTYIHOCTI i3 3aCTOCYBaHHAM IEPOPaIBHOI OJHOPA30BO]
BUMPOOYBaHHA  |103U 3 ABOMa CXeMaMH JIiKyBaHH, JJBOMa MOCIIi IOBHOCTAMH, 1BOMA NepiofamMH

Yy 300pPOBHX HOPOCHHMX CYO'€KTIB YOJIOBIUOi CTaTi 3a YMOB THpUAOMY)|
HaTIIECepIe.

12. OcHoBHI

Jlo mocnimpkenns Oynn BKIFOYEH] 310pOBi JOOPOBOJBIII 4OIOBI4OT CTaTi BIKOM

KpUTepil Bia 18 1o 55 pokie (o6uaBa BKIOYHO), siKi MalOTh iHAekc MacH Tina (IMT) B

BKJIKOYEHHS mexax 18,5 — 24,9 kr/m? (o6uapa BKIIOYHO), B AKMX He OYyNO BHSBIEHO
KOJHOIO iCTOTHOrO 3aXBOPIOBAHHA YW KIIHIYHO 3HAYYLIMX AHOMAaJbHUX
nabopaTopHMX TMOKa3HHUKIB B aHaMHe3i, IiJl yac INPOBEIECHHS CKPUHIHTY,
KJIiHiYHOrO OOCTEXEeHHs, peHTreHorpadil rpyaHoi KIiTKH (BUTIan 33amy-
ciepeny), EKI" B 12 Bigsenenunsx abo naboparopHux OLiHIOBaHb Ta AKi Oynu
CIPOMO’KHI €()eKTHBHO KOHTAKTYBATH 3 TIEPCOHAIOM Ta JalH CBOK MUCEMOBY!
iHpOpPMOBaHY 3roJy Ha yd4acTk y BHMNpoOyBaHHi. Jlo mocmimkeHHS Oynu
3almydeHi cy0’eKTH, #AKi BIANOBiJaId BCIM KpUTEpisM BKIIIOYEHHs Ta
BUKITFOUEHHS.

13. JocnigxyBanuii npenapar: Jlerpozon Tabnerku no 2,5 mr

JlochimkyBanuii |[lo3yBaHHs: 2,5 Mr

nmiKapchKUii Crioci6 3acrocyBanus: OjHy TabneTKy AaBaju /Js NEPOPATBLHOTO MPHHAOMY

3aci0, criocid cy®’ekTy, KpiM cy0’eKTiB, AKi IPUITMHIIH y4acTs Y gocimkerHi (Cy6’ektu Ne|

3acTocyBaHHs, |21, 22 ta 26) pasom 3 240 = 2 M BoAM 11 3aMHBaHHA Y CHAAYIM mo3i miciis

cuna mif HIYHOTO TOJIOyBaHHS TNpPOTArOM MIoHakMeHme 10 rogun. 3a wi€w)

NPOLEAYPOXO ClIiyBajla IlepeBipka poToBoi nopoxHuHH. Cyb’extam He
103BOJIANIOCH JIATATH IIPOTATOM IMEPIINX TPBEOX rOAHH ricns I'lpHﬁOMy JO3H.

14. Ilpenapar

Pedepentuuii npenapar: ®emapa® tabnerku no 2,5 mr (Jletposon TabneTky mno

Teparnis

MOpPiBHSHHS, 2,5 Mr)

no3a, croci6 JlozyBaHHs: 2,5 Mr

3actocyBaHHs, [Cnoci® 3actocyBanHsa: OgHy TaOGneTKy naBaiu AJs HEPOPanbHOrO NpHHOMY

cunia Jii cy0’eKTy, KpiM cy0’eKTiB, AKI MPUMUHUIM y4acTs y gociimkerHi (Cy6’ extu Ne
03, 11, 15, 21, 22 ta 26) pasom 3 240 £ 2 My BOAM NS 3aNUBAHHS Y CHASYIN
1031 Mmic/sA HIYHOTO TOJIOYBaHHs NPOTAroM IioHaiMeHme 10 roguH. 3a wiero
MPOLCAYPOIO CllijyBaja repesipka poToBoi mnopoxxHuHH. CyO’extam He
103BOJIAIOCS NIATATH MPOTATOM MEPLIMX TPHOX TOAHH MICIs IPUAOMY J03H.

15. Cynytns He 3acTocoByeThcs




16. Kpurepii
OLLiHKH
e(heKTUBHOCTI

Kpurepil owiHoBaHHs 6a3yBanucsa Ha hapMaKOKiHETHYHHUX napamerpax, Cmax,
AUCot ta AUCo0, maHux Jnetpozony. JIBa oaHOCTOpOHHIX 90%-BHX|
napaMeTpUYyHHUX JOBIpYMX iHTEpBala PO3PaxOBYBAJIM JUlsl HEMEPETBOPEHMX i
norapuMivyHO nepeTBOpeHUX (papMakoKiHeTHUHHX mapaMeTpiB Cmax, AUC)-
Ta AUCo. TaHUX J€TPO30ITY.
bioekpiBanentHicts  JlocnipkyBaHoro nmnpernapary-B y nopiBHsHHI 3
OioekeianeHTHicTIO PedepenTHOro mnpemapaty-A ©ylno BCTaHOBIEHO 3
yMOBH, 10 90%-BHI [OBIpYMi iHTEepBall 3HAXOAMBCS B Mexkax Jiana3oHy
NPUAHATHOCTI, BHM3HAUEHOTO HIDKYE MJIs JIOTApU(MIUHO TEepeTBOPEHHX
(papMaKoKiHETHYHHUX MapaMeTpiB Cmax, AUCo-t Ta AUCo- IeTpo30iTy.
ITapamerpu Hianason norapudmiyno
nepereopenoro 90%-goro /11

80-125%

Cmax, AUC(}-t Ta AUCO-CO

17. Kpurepii
OIIIHKH Oe3neKku

besneky OWIHIOBAIM MMOYMHAIOYM 3 TEPiOLy CKPUHIHTY [0 3aKiHUeHHs
nmochimkeHHS. Ii OLHIOBAAM 3a JONOMOIrOK KIiHIYHOrO OBCTEXEeHHS,
MOKa3HUKIB KUTTEAisAnpHOCTI, Brrouatoun EKI, penrtreHorpadiro rpymHo]
KIITKH (BUIVIAZL 33a4y-criepeay), KiiHigHi naboparopHi NMokasHMKH (Taki sk
OioxiMis, eNeKTpoJIiTH, TreMarojoris, IMYHOJOris Ta aHamis ce4i) Ta
CaMOIOYYTTSI.

18. CraTtvcTuuHi
METOIH

Vel cTaTHCTHYHI aHalli3d CTOCOBHO JIETPO30J1y MPOBOAMIIH 3a JOTOMOTOK
PROC MIXED kommnanii SAS®, Bepcis 9.1.3 (SAS Institute, CILIA).
HMucnepciiumit ananis ANOVA, nBa 0AaHOCTOPOHHIX BHMpoOyBaHHsA Ha
OiOeKBIBAJIEHTHICT, AaHANi3 TOTYXHOCTI Ta  CHIBBIIHOWIEHHA  JUIs

(craTh, BiK, paca,

HEIIEPETBOPEHUX | JIorapu(MiuyHO TepeTBOpPeHHX (hapMaKOKiHETHYHHX,
napaMeTpiB Crmax, AUCo-t Ta AUCo. 0yJ10 NpoBeeHO WOI0 JETPO30.TY.
19. e (CTaTk: YOJIOBIKH;
Jlemorpadiudi  |e  Bik: Bix 18 10 39 pokiB (06HIBa BKIIOYHO);
OOKSHUKH |\&  Paca: implilicsxa
AOCIIDKYBAHOL | e Cepenne 3HaueHHs + cTaHAapTHe Bixxunenns (CB) Biky, Macu Tina, 3pocty
MOy AL

ta IMT 30 cy6’exriB (Cy6’exktu Ne 01-27, C-28 ta 29-30), saxi Opanu
y4acTh Y JOCJIPKEHHI, HABEJIEHO HIKYE:

TOILIO) Cep. 3Hauenns £ CB
IMapamerpn (Oguuuni) =30
(cy0’exTH, IO NpHIiMAJIH 103y NpenapaTy)

Bik (poku) 24,6 £ 5,26

Maca (kr) 59,56 £ 7,895

3pict (cMm) 166,87 + 7,397

IMT (kr/m?) 21,373 +£2,2555
20. Pesynbratn  [Hwiuenepemiveni  dapmakokiHeTHuHi  mapamerpu  Oynu  OTpuMaHi
eheKTUBHOCTI  |IHAMBiAyalbHO Ui KOXKHOTO —aHali30BaHOro maumieHta 3  npodinis

KOHUEHTpalil y MOpiBHAHHI 3 npodiniMu yacy serposony y miasmi. HaBip
IaHuX JUId  OLIHKK (apMaKoKiHeTHMYHHMX TapaMeTpiB MiAroTyBaid 3a




noromoror nporpamioro 3abesnevenHs WinNonlin Professional (Bepcis
5.0.1).

@DaKTHYHI YaCOBI TOYKH BUKOPHCTOBYBAJIUCH MUTS OLIHKH (papMaKOKIHETUYHUX
napaMeTpiB i 3paskis, sKki Oynu 3i0pani nicns 02 XBHIMH 3aIJIaHOBaHOIO
qacy.

YV HacrynHiit taGuMii yzaraabHeHO cepelHi (papMaKOKiHETHYHI NapaMeTpu
1eTpo30I1y Ajs pedepeHTHOrO Mpernapary-A Ta JoCIiHKyBaHOro npenapary-B
y ABAJLATH TPHOX MAI[i€HTIB.

OnucoBa CTATHCTHKA cePeIHiX 3HAYeHb Komno3uuiii Jlerposoay (n=23)

Cep. 3nauenns + CB
(nenorapugmivyHO nNepeTBOpeHi ani)

ITapamerpn (OanHHLI)

PedepenTHnii npenapar-J/locaikyBanuii

A npenapart-B
*Tmax (rom) 2,500 2,000
Cmax (ar/mn) 35,084 + 7,4431 38,092 + 5,7102
AUCO-t (ur.roa/mi) 1850,993 + 753,8270 1889,448 + 796,0305

AUCO0-00 (Hr.roja/mi)

Az (n/rom)

tY (ronm)

AUC_% Extrap_obs (%)

1962,981 + 856,7941**
0,0181 + 0,00701**
44,701 + 18,5194**
4,753 £ 3,3481**

2008,286 + 884,6797
0,0179 £ 0,00656
44,059 = 15,9612
5,174 = 3,7410

*Tmax npeacTaBieHUi Y MeJiaHHOMY 3HAY€HHI.
**n=22

IIpumiTka: Onucopa cTaTUCTHKA GapMaKOKiHETHYHHX MAPaMETPIB, TAKUX SK]
AUCo.inf, Az, t%2 Ta AUC_Extrap_obs, Gyna o6unciena Ta npoaHanizoBaHa aJs
THX Cy0'eKTiB, Iowma exctpanossuii skux g AUC craHouna <20%.

I'eomeTpuuni cepeani, po3paxoBani MeT010M HaliMeHIINX KBAAPATIB,
cuiBBiiHOmEeHHA Ta 90-BHii JoBip4Hii iHTepBaJ Jlerpososy (n=23)

Ilapa- (JTorapudmiuno nepersopeni) I'eomerpuuni | 90%-guii
MeTpH cepe/Hi, po3paxoBaHi MeTOAOM HaiiMeHIINX | AoBipumii
(Onuunni) | kpagparis inTepBan
Pedepentnnii | Jocmimkysanuii | Cunissinno- | (mapamer-
npenapar-A | npenapar-B IIeHHS pHYHHI)
(B/A)y %
Cmax 34,323 37,697 109,8% 102,35-
(Hr/min) 117,85%
AUCO-t 1727292 1747,323 101,2% 97,31-
(Hr.rog/mn) 105,16%
AUCO0-0 1850,655%* 1843,805 99,6% 96,32-
(Hr.roa/mm) 103,05%

[IpumiTka:**n=22
Papmakokinernyni napamerpu Jlerposoay (n=23)

Cmax

Cepenne 3HauenHs Cmax JeTpo30iTy HaCTyIIHE:




IMapamerp PedepenTHuii HJocaimkyBanui

(Oamuuns) npenapar-A npenapart-B
Cmax (Hr/mn) 35,084 £ 7.,4431 38,092 £ 5,7102
HETEPETBOPEHHIA

Epexktn @OPMVIJIIOBAHHS nns HemepeTBOpeHMX Ta JOrapugMiuHO
MIEPETBOPEHHX AaHuX OY/IM BH3HAHI CTATHCTHYHO 3Hauyywumu rpu p=0,0423
Ta 0,0326 BigmoeigHo.

Edexrn TIOCJIIJJOBHOCTI Ta I[IEPIOJIY pnns HenepeTBOpeHHX Ta
norapu(MidHO MepeTBOPEHMX JIaHUX BUSBHUIIUCH CTATUCTHYHO HE3HAUYIIUMHU.
3naunuii edext GopMysrOBaHHS U1 HENEPETBOPEHUX Ta JOTapUpMiuHO
[EpeTBOPEHUX JaHMX MOXKHa BIIHECTH [0 HM3bKOro KoedilieHTa
BHYTPIIIHBOIHAMBIIyaabHOT Bapialii, To6To 12,7%, 14,0% Ta cniBBiqHOIIEHHS
(B/A) 108.5%, 109,8%.

@apmakokineTHuHuii | PepepenTHuii JocaixKyBanmii
napamMerp npenapar-A npenapar-B
Cmax 35,084 £ 7,4431 38,092 + 5,7102
(HenepeTBOPEHM)

LnCmax 3,534 +£0,2266 3,629 £ 0,1490
(morapugmivno

NIEPETBOPESHHIA)

[le miHimManbHe 30inpIneHHs Ha 8,57% 3a MIKAJOK HENePEeTBOPEHUX JaHHX Ta
Ha 2,69% 3a wKanowo norapu@MiuHO NepeTBOPeHUX JaHuX He Oyae KIiHiYHO
3HAYYNIMM a, OT’KE, He MaTHMe 3HaYHOTO BIUTMBY Ha OCTATOYHHM BHCHOBOK
Pe3yIBTATIB TOCHTIIKEHHS.

CriBBiHOIIEHHA IEOMETPHYHMX  CEPEIHIX, pO3pPaxOBaHMX  METOAOM
HaliMEeHIOMX KBajpatiB, 90%-Buil moBipumit iHTepBan Ta KoedilieHT
BHYTpilIHBOIHAMBITyanbHOT Bapiawii (CV) (%) cy6’ekra a1 norapudmidHo
NepeTBOPeHOr0 Cmax HACTYITHI:

Cmax Hocaimxysanuii npenapar-B y
nopisusuui 3 PedepenTHum
npenaparom-A
CrnieBigHomeHnHss reomeTpu4Hux | 109,8%

CepelHiX, po3paxOBaHHX METOIOM
HalMEHIINX KBaJIpaTiB

90-Buii 1oBipunii inTEpBaN 102,35-117,85%
xoediuieHT 14,0%
BHYTPIIIHBOIHAMUBIAYaIBEHOT
Bapiauii (CV) (%)

AUCO-t

Cepenne 3nauennst AUCO-t sietpo3ony HacTymHe:
ITapamerp PedepenTHuii HocaimkyBanuii
(Onuunus) npenapar-A npenapar-B

AUCO-t  (ar/mm) | 1850,993 + 753,8270 1889,448 + 796,0305
HEIEPETBOPEHUH

Edexru  ®OPMVYIIIOBAHHS, TIOCJIJOBHOCTI Ta IIEPIOAY ans

HENEPeTBOPEHUX | JIOTapu(MiYHO NEPEeTBOPEeHHX MaHMX OyiM BH3HaHI
CTATHCTHYHO HE3HAYYIIHMH.

CriBBiIHOLIGHHS  TEOMETPHUYHHX CepelHiX, PpO3PaXOBAHHUX  METOJOM
HaHMEHIIMX KBajpatis, 90%-Buii mOBipumii inTepBan Ta KoedilieHT




BHYTpILIHBOIHMBIAyansHoi Bapiauii (CV) (%) cy6’ekta s norapumivHO
nepersopeHoro AUCO-t HacTymHi:

AUCO-t Hocnipxkyeanuii npenapar-B y
nopiBusHHi 3 PedepentHum
npenaparom-A

CruieBinHomenHs reomerpuanux | 101,2%
CepefiHiX, Po3paxOBaHHX METO/I0M
HalMEHIIHX KBaJIpaTiB

90-Buit JOBipUHi iHTEpBAT 97,31-105,16%
KoedilieHT 7,6%
BHYTPIIIHEOIHAURIAyalbHOT
Bapiauii (CV) (%)
AUC0-0
Cepenne 3HaueHHss AUCO0-00 1eTpo30/1y HaCTYyIIHE:
IMapamerp PedepenTHuii HocnipxyBanui
(Onuunus) npenapar-A npenapar-B
AUCO0-0 1962,981 + 856,7941** | 2008,286 = 884,6797
(ur.rog/mi)
HellepeTBOPEeHU i

[NpumiTka: **n=22
Edextn DOPMVIIIOBAHHA, TTOCIHIAOBHOCTI Ta IIEPIOAY nns
HEMEPETBOPEHHX 1 JOrapu(MIiyHO TEPETBOPEHHX MaHMX Oynu BH3HaHI
CTATUCTHYHO HE3HAYYILIMMH.

CrHiBBIOHOIIEHHsT TEOMETPUYHHX  CEpelHIX, pPO3paXOBaHHX  METOI0M
HaliMEHIIMX KBazparTiB, 90%-puii JoBipuMd iHTepran Ta KoedilieHT
BHYTpPilIHBOIHAUBITyanbHOI Bapiauil (CV) (%) cy6’exta mns norapumigHO
neperBopeHoro AUCO-co HacTyIHI:

AUC0-0 HocuimkyBanuii npenapar-B y
nopieHaHHi 3 PedepeHTHUM
npenaparom-A

CriBBigHOmeHHsT reoMeTpHuHuX | 99,6%
CepelIHiX, pO3paXxOoBaHMX METOIOM
HafiMEHIIMX KBaJIpaTiB

90-Buit noBipuuii iHTEpRAN 96,32-103,05%
KoediieHT 6.5%
BHYTPILIHBOIHAMBIAYaIbHOT
Bapiauii (CV) (%)
KoncranTa mBuakocri Busenenns (Az)

KoHcTanTta mBuakocti BuBeneHHs (Az) ocuimkysanoro npenapaty-B ta
PedepenTHOrO nMpenapaty-A [yist 1€TPO30J1y HACTYIIHA:

IHapamerp PedepenThuii JocaipxyBanuii
(Opnunus) npenapar-A npenapar-B
Az (n/rox) 0,0181 + 0,00701** 0,0179 £ 0,00656

[TpumiTka: **n=22

Kinuesnii nepion naniseueeenns (tiz2)

Kinuesu#i nepion wamiBeuBeenHs JlocmimkyBanoro mnpenapary-B Ta
PedepenTHoro npenapary-A st 1eTPo30I1y HACTYITHUIA:




IMapamerp PedepenTauii JocaixyBanmii
(Oanuus) npenapar-A npenapar-B
t¥ (ron) 44,701 £ 18,5194 ** 44,059 + 15,9612

[pumiTka: **n=22
AUC_%Extrap_obs

Cepenne 3naueHHs iomi AUC_%Extrap obs [locnimpkysanoro npenapary-B
ta PedepenTHoro npenapary-A Juis JI€TpO30J1y HACTYIHE:

IMapamerp
(Onuunns)

PedepenTanii
npenapar-A

HocaimxyBanni
npenapart-B

AUC _ %Extrap obs

4,753 £ 3,3481**

5,174 £ 3,7410

(%)

[Tpumitka: **n=22

Tmax

Meniana Tmax JlocnimpkyBaHoro npenapaty-B ta PedepentHoro npenapary-A
111 JIETPO30JTy HACTYITHA!

ITapamerp PedepenTnnii HocaipxyBanuii
(Oannunsa) npenapar-A npenapar-B

*Tmax (Tox) 2,500 2,000

*TIpuMiTKa: Me/lilaHHE 3HAYEHHS

IloTy:kHicTh

3a J0onoMoror0 BHUIpoOyBaHHA OyJI0O BCTAHOBIEHO, IO MOTYXKHICTh

HernepeTBOpeHuX (apmakokiHeTHyHUX napaMeTpiB, Cmax, AUCot Ta AUC).o
cTaHOBHTE 99,9%, 100,0% ta 100,0% BinnosigHo, TOAI AK 118 JorapupMidHO
repeTBopeHux - 99,9%, 100,0% Ta 100,0% BignosigHo.

21. Pesynbratu
Oesrexu

[lin wac npopeneHHs BUIPOOYBaHHS He OYJIO 3apeECTPOBAHO HOJHOTO
cepiiozHoro nobiuxoro sipuia. OnHak 6yn0 BUSABIEHO O/HE 3HAYYIIE MOOIuHe
SIBMILIE I1i]] Yac NMPOBEIEHHS BUIPOOYBAHHS.

22. BHcHOBOK
(3aKJIHOUEHHST)

B xoni BunpoOyBaHHA He Oy/0 3apeecTPOBAHO JKOMHOTO CEPHO3HOTrO
MOGIYHOro SIBHUILA.

BucHoBOK 010 eQeKTHBHOCTI

Hocnimxysanuii npenapar-B (Jletposon Tabnerku no 2,5 Mr BHpoGHHLTBA
[nrac @apmacerorikans Jlimitea, Matozna-382 210, paiion Axmenaban, Inais)
y TopiBHAHHI 3 Pedepentaum npenapatom-A (®emapa® Tabnerkn no 2,5 mr
BupoOnunTea Hosapric ®apma, I'm6X, HiopuGepr, Himeuumna) 3rigHo
MPOTOKOJTY BiANOBiga€ KpUTepisM Gi0eKBIBaIEHTHOCTI CTOCOBHO INBUAKOCTI Ta|

crynens abcopOuii.

3asBHUK (BIaCHUK

peecTpalliiiHoro
MOCBiT4EHHST)

Leii dokymernm nepeknadeno na ykpainceKy mosy nepexnadauem beznapan Anyw Apym

/minmac/
(migmuc)
ITareun [Tirom
(IL.1.B.)




