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BeeaeHue:

OueHka 61o3kBMBaNeHTHOCTH (“PapMaKkOKMHETUYECKOM IKBUBANEHTHOCTN") NEKAPCTBEHHbIX
CPeAcTB SBNSIETCA OCHOBHLIM BUAOM MeAMKO-B1ONOrMyecKkoro KOHTPONS KayecTea
BOCMPOU3BEAEHHBIX (FEHEPUYECKMX) CPEACTB, COAEePXKaLLMX Takoe ke KONNYeCTBO
NeKapCTBEHHOTO BELLECTBA, Kak B COOTBETCTBYHOLLEM OPUTMHANBHOM NEKAPCTBEHHOM
cpeactee. OueHka G1O3KBNBANEHTHOCTM NO3BONSET caenaTh 060CHOBAHHBIE 3aKITIOYEHNS O
KayecTBe CPaBHUBAEMbIX NIEKAPCTBEHHbBIX CPEACTB MO OTHOCUTENLHO MEHbLLEMY 0BbEMY
nepBuYHOI MHGopMaLMK 1 B Bonee cxaTble CPOKW, YeM NPY MPOBEAEHNN KITMHNYECKUX
“cenenoBaHuM.

Hacrosime MmeToamyeckue ykazaHus pa3paboTtaHbl B COOTBETCTBUM CO CT.21 KOHCTUTYLMM
Poccuinckoit ®epepauuu (PO), depnepanbHbim 3akoHOM «O nekapcTBEHHbIX CPELACTBAX» OT
22.06.1998 Ne86-03, denepanbHbiM 3akoHOM «O TEXHUNYECKOM PETYIMPOBAHNUNY OT
27.12.2002 No184-®3, MpaBunamm KMHUYECKON NpakTuki B PO (yTBEpXKAEHbI NPHKa3oM
MuHucTepCTBa 3APaBOOXPaHEHUS U coumanbHoro passutus PO o1 19.06.2003 Ne266,
XenbCUHCKOM feknapaumeil BceMmpHon MeauUMHCKON accoumalmm (peLakums, ogobpeHHast
52 ceccueit ['eHepanbHol accambnen B dauHbypre, Wotnanaus, 2000).

B HacTosiLen pefakuum METOANYECKUX YKka3aHMiA yTOUHEHa TEPMUHONOTUS, NPUMEHsSIeMas
npy OLEeHKe BUO3KBUBANEHTHOCTH, OrOBOPEHBLI 0COBEHHOCTI NPOBELEHUS UCCTIEA0BAHMIA
NeKapCTBEHHbIX CPEACTB, NMPUEM KOTOPbIX MOXET Bbi3blBaTb CEPbE3HbIE NOBOYHBIE 3ChEKTbI,
nT.a.

Introduction:

A bioequivalence (pharmacokinetic equivalence) assessment of medicinal products is a basic
method of medicinal-biological control of the quality of generic drugs, which contain the same
amount of active substance as the corresponding original medicinal product.

Bioequivalence assessments allow making well-founded conclusions about the quality of
medicinal products, which are intended to be compared, with far less basic information and in
shorter time, than usually is needed for clinical trials.

Present methodological instructions are based on cap. 21 of the Russian Federation constitu-
tion, on Federal Law “On medicinal products” N 86-FZ of June 22, 1998, on Federal Law “On
technical regulation” N 184-FZ of December 27, 2002, on rules for clinical praxis in Russia
Federation (stipulated/confirmed by Ministry of Health (MINZDRAV) N 266 of June 19, 2003)
and on Helsinki declaration of World Medical Association from 2000 (Edinburgh, Scotland).

The present methodical instruction provides more precide definitions pertinent to the assess-
ment of bioequivalence; additionally attention is focused on the peculiarities of the conduct of
the investigations of medicinal products, the administration of which might cause serious
adverse effects, etc.

1. Terminology:
BuopoctynHocTb

B1OAOCTYNHOCTb - OTHOCUTENBHOE KONMYECTBO NIEKAPCTBEHHOrO BELLECTBA, KOTOPOe
[0CTUraeT CUCTEMHOTO KPOBOTOKA (CTEemNeHb BCAChIBAHMA), U CKOPOCTb, C KOTOPOM 3TOT
MPOLIECC MPOMCXOAMT (CKOPOCTb BCACHIBAHMS).

AbcontoTHas 6MOJJ,OCTyFIHOCTb — TO Xe npn yCrnosuu, 410 KONN4eCTBO JIEKAPCTBEHHOIO
BellecCTBa, BCOCaBLUeroca nocne BHeCOCyauCToro BBeAeHnA B Mayqaemom ﬂeKapCTBeHHOVI
d)opme, COOTHOCUTCA C KONMYECTBOM NEKapCTBEHHOro BeLeCTsa, NOCTYNUBLLEro B
CUCTEMHbIN KPOBOTOK Nocne BHYTPMCOCYANCTOro BBEAEeHNA B TOM Xe fo3e.

OtHocuTenbHast 6I/IOJZlOCTyI'IHOCTb — TO Xe Npu yCnoBuK, 4To KONM4eCTBO NeKapCTBEHHOIO
BellecTBa, BCOCaBLUEerocd nocne BHeCOCyanCcToro BeeeHna n3y4aemoro nekapCTBeHHOro

1. Terminology:

Bioavailability

Bioavailability — bioavailability reflects the relative amount of unchanged active substance,
which reaches the systemic circulation {“absorption grade”} in relation to the dose adminis-
tered and the rate of this process {“absorption rate”}.

Absolute bioavailability (in the context of the above) is the relative (dosed-adjusted) amount of
the systemic availability of drug substance after an extravascular administration compared
with an intravascular administration.

Relative bioavailability (in the context of the above) is the relative amount {and rate} of the
systemic availability of drug substance for the extravascular administration of an investiga-
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CPefCTBa, COOTHOCUTCS C KONTMYECTBOM NIEKapCTBEHHOTO BELLECTBA, BCOCABLUErOCs nocrne
BHECOCY/NCTOrO BBEEHNS NEKAPCTBEHHOrO CPeACTBa (Npenapat cpaBHeHMs!).

BnoakBMBaneHTHOCTb

ﬂBa JleKapCTBEHHbIX npenapaTa B1O3KBMBANEHTHBI, €CINM OHW 0BEecneYnBaT OAVHAKOBYHO
6I/IOJZI,OCTyI'IHOCTb NeKapCTBEHHOro BellecTaa.

NekapcTBeHHble cpeacTBa, ABNSAWNECS (apMaLeBTUYECKM SKBMBANEHTHBIMM (OOMHAKOBOE
KONMYECTBO OAHOTO U TOTO e NekapCTBEHHOTO BELLECTBA B OAHOI 1 TOV e NeKkapCTBEHHON
(hopme) Unu hapMaLeBTUYECKN arnbTepHaTUBHBIMM (OAHO U TO Xe NeKkapCTBEHHOE BELLECTBO
B PasHbIX XMMUYECKUX hopMax UK B pa3HbIX NEKApCTBEHHbIX (hopMaXx) MOryT BbiTb, @ MOTyT
1 He ObITb B1O3KBMBANEHTHBIMM. [ocKoNbky dhapMalLleBTUYeckas IKBMBANEHTHOCTb WK
anbTepHATMBHOCTb HE rapaHTUPYET 3KBUBANEHTHOCTH (hapMaKo-KUHETUYECKON,
WcCneaoBaHns thapMaLieBTUYECKOI 3KBIBANEHTHOCTY HE PACCMaTpUBAIOTCS Kak
anbTepHaTiBa UCTbITaHUSAM BUO3KBIBANEHTHOCTH.

C [pyroit CTOpOHbI, BUO3KBMBANEHTHOCTb NEKAPCTBEHHbBIX CPEACTB NpeanoraraeT, YTo
(hapMaKoKNHETUYECKM SKBMBANEHTHbIE (6103KBMBANEHTHbIE) OpUrMHary Npenaparsl
0becneunBatoT OAMHAKOBYIO 3G)EKTUBHOCTL 1 GE30MaCHOCTL (hapMakoTepaniim, T.e. YTO OHM
TepaneBTUYECKN SKBUBANEHTHbI.

tional medicinal product compared with the extravascular administration of a reference me-
dicinal product.

Bioequivalence

Two medicinal products are bioequivalent, if they show identical bioavailability of the active
drug substance.

Medicinal products that are pharmaceutical equivalents (medicinal products that contain the
same amount of the same active substance in the same dosage form) or pharmaceutical
alternatives (medicinal products that contain the same active substance but in different
chemical form or in a different formulation) are either bioequivalent or not.

Since it is not guaranteed that pharmaceutical equivalents and alternatives are pharmacoki-
netically equivalent, the investigation of pharmaceutical equivalence is not an alternative to
the investigation of bioequivalence.

Additionally, the premise for bioequivalence testing is that bioequivalence of medicinal prod-
ucts guarantees the same therapeutic efficacy and safety i.e. they are therapeutic equivalents.

2. O6LeKThI UccnegoBaHUN:

Ob6bekTamu 1ccresoBaHWin SBASKOTCS BOCNPOMU3BEAEHHbIE 03MPOBaHHbIE NEKApCTBEHHbIE
CpeAcTBa, NpeHa3HaveHHble Anst BHECOCYANUCTOrO (MPUeM BHYTPb, HAKOXHAs annmimkaLus,
peKTarnbHoe BBEAEHME W [P.), HO HE NapeHTepanbHOr0 BBEAEHUS, NPY YCIIOBUM, YTO X

[AeliCTBIME ONOCPEOBAHO NOSIBEHNEM JIEKAPCTBEHHOIO BELLECTBA B CUCTEMHOM KPOBOTOKE.

OL|eHKa O103KBIBANEHTHOCTH npoBOAMTCA ANA BCEX NNEKAPCTBEHHbIX d)OpM,
06ecneqMBa|ou4mx HeMeAneHHOoe UNK NOCTENEeHHOE BbICBOOOXAEHNE JNeKapCTBEHHOro
BellleCTBa NN NeKapCTBEHHbIX BELLECTB (LII'IH KOM6VIHVIpOBaHHbIX JIeKapCTBEHHbIX Cpe,EI,CTB).

ViccnenoBaHus NpoBOAATCS B TOM Cryyae, KorAa npu perucTpaLym nekapcTBEHHOro
CpeacTBa He NpeACTaBNeHb! cYepnbiBatowye aaHHble 06 ero GMoaKBMBaNEHTHOCTY Ny,
Korga npefcTaBneHHble JaHHbIE NMPU3HaHbI HeyA0BNETBOPUTENBHBIMM CeLnanM3MpoBaHHoN
Komuceueit no knuHnyecko dapmakonorn 'Y «HayuHbIn LeHTp aKenepTusbl CPpeacTs
MeanLMHCKOro NpuMeHeHusy. B Tom cnyyae, koraa nekapcTBeHHOE CPeACcTBO He
3apEerucTprUpOBaHo B CTpaHe-Npou3BoauTene, He0bX0aMMbIM YCNIOBUEM ANS MPUHATUS

2. Objectives of the bioequivalence studies:

Bioequivalence studies are to be studied for generic medicinal products to be taken by ex-
travascular non-parenteral administration (taken orally, via dermal application or rectally, etc.)
on condition that their effects are mediated by the appearance of active drug substance in the
systemic circulation.

Bioequivalence assessment is to be carried out for all (oral) immediate-release formulations,
medicinal formulations with modified release, {transdermal therapeutic systems; rectal and
vaginal suppositories} and {fixed-dose} combined medicinal products {(with regard to their
lead components)}.

Investigations are to be performed when at application for marketing authorisation insufficient
data on bioequivalence are available or when the related documentation is considered insuffi-
cient by the Expert Committee of Clinical Pharmacology {“Federal state institution “Scientific
Center for Expertise of Medical Products” of the Federal Service On Surveillance In Health-
care And Social Development Of Russian Federation"}.
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PeLLeHns 0 NpoBeaEHUM OLiEHKM B1oaKBIBaneHTHOCTH B PO sBnsieTcs Hanuune
NONOXMUTENbHBIX PE3YNbTATOB JOKMMHUYECKOrO U3y4YeHNs BUOJOCTYNHOCTU NEKAPCTBEHHOMO
cpeacTsa.

B kayecTBe npenapata CpaBHeHHs CrieayeT UCToNb30BaTb COOTBETCTBYIOLLEE OPUTMHANBHOE
EKapCTBEHHOE CPECTBO, ECIM OHO 3aperucTpUpoBaHo B PO, unu ero aHanor,
B103KBMBANEHTHOCTb KOTOPOTO OPUTMHAMBHOMY NEKapCTBEHHOMY CPEACTBY YCTaHOBMEHa
paHee 1 KOTOPbIA YCMIELHO NPUMEHAETCS B MEAULIMHCKMX yupexaeHusix PO, Heobxoanmbim
YCrOBMEM NMPUEMIIEMOCTM Pe3yrbTaToB OLEHKM GOIKBMBANEHTHOCTM NIEKAPCTBEHHOIO
CPefCTBa, 3aperucTpUpOBaHHOTO B CTpaHe-NPON3BOANTENE, ABNSETCS UCMONb30BaHMe B
KayecTBe npenapata cpaBHEHUS OPUTMHANBHOTO NTEKAPCTBEHHOTO CPeACTBa.

CopepxaHne nekapCTBEHHOTO BELLEeCTBa B MCCNEAYEMOM NEKapCTBEHHOM CPEACTBE 1
npenapare CpaBHEHWS He JOIMKHO OTNINYaTLCs Bonee yem Ha 5%.

If the medicinal product does not hold marketing authorisation in the country of its manufactur-
ing, positive results from preclinical studies on bioavailability must be available for the conduct
of bioequivalence investigations in the Russian Federation.

If the corresponding original {“originator”} medicinal product is registered in the Russian Fed-
eration then this product should be taken as reference. If the original {“originator”} medicinal
product is not registered, then its registered generic analogue, for which bioequivalence has
been demonstrated (in the past) should be taken as reference, provided it is used “success-
fully” in the medicinal institutions of the Russian Federation. In order to be acceptable as
sufficient, this “analogue” reference should have been authorised in the country of its origin
and should have been shown to be bioequivalent with the originator product.

The difference in content of active ingredient between the investigational medicinal product
and the reference {“comparator”} should not exceed 5%.

3. UcnbiTyemble:

OueHka 6103KBMBaANEHTHOCTM BCEX NIEKAPCTBEHHbIX CPEACTB 3a UCKIIOYEHEM psaaa
MCUXOTPOMHbIX, MPOTUBOOMYXOMNEBbIX N CPEACTB, NPUMEHSIEMbIX Npy BUY-nHDekunsx,
NPOBOAWTCS Ha 3A40POBbIX 406POBONbLAX.

CooTBeTCTBYHOLLME UCCHEN0BaHNS NEKAPCTBEHHBIX CPEACTB, OTHOCALLMXCSA K YKa3aHHbIM
thapMakonormyeckum rpynnam, NnpoBoasTCs Ha 6OMbHbIX, KOTOPbIM OHM MOKa3aHbI, eCIN He
PEKOMEHAO0BaNHO MHoe KoMUCCHen no KIMHUYECKO (hapMakonoriu.

B Tex cnyuasx, korga oueHka 6103KBMBaNEHTHOCTM TakuxX NMPenapaToB HEBO3MOXHA,
peLLeHne 06 X peructpaLum NPUHAMAETCS MO PesyrbTaTam KIMHUYECKUX UCTIbITaHWIA.

3. Participants of bioequivalence studies:

Bioequivalence studies should be conduct in healthy volunteers for all medicinal products,
except psychotropic drugs, oncology drugs and drugs used for HIV. Bioequivalence studies
for psychotropic drugs should be carried-out in psychotic patients in remission, and for HIV
drugs in HIV-infected patients.

For such medications, bioequivalence investigations should be carried-out in patients of these
indications unless recommended differently by the Expert Committee of Clinical Pharmacol-
ogy. In the event that such studies are not possible, decisions re. marketing authorisation are
based on the outcome of clinical studies.

3.1. Kputepum BKnoYeHMs 4OOPOBONbLLEB B UCCNeAoBaHUS:

B kauecTBe 300poBbIX JOOPOBOMBLLEB MOMYT NPMBMEKATLCS NMLA 060€ro nona B BO3pacTe oT
18 0o 45 neT, oTBevaloLLMe CreayoWwmuM KpUTepusm:

o BepuUdULMPOBaHHBIN AMArHO3: «300POB» MO AaHHBIM CTaHOAPTHBIX KIMHUYECKMX,
nabopaTopHbIX U MHCTPYMEHTarbHbIX METOA0B 06Cnes0BaHms;

O Macca Tena He BbIXxoauT 3a npenernbl +15% no BECO-POCTOBOMY NUHAOEKCY Ketne;

O AN XeHLWH - OTpI/ILtaTeJ'IbeIPI TEeCT Ha GepeMeHHOCTb 1 cornacue npuaepxmBaTbca
afleKBaTHbIX METOA0B KOHTPaLenuuu; B clyv4ae MCnonb3oBaHUA ropMOHanbHbIX

3.1. Criteria for subject inclusion:

Female and male healthy subjects, 18 — 45 years of age, which comply with the following
criterions:

o verified (diagnosis) to be “healthy” on the basis of standard clinic, laboratory and instru-
mental investigation

o body weight should not exceed 15% of Kettle’s weight-height index {=BWgram/BHcm}

o for females — negative pregnancy test and consent of practising adequate contraception
methods; hormonal contraception, if used, should be withdraw not later than 2 months
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KOHTPALIENTUBOB, OHU AOMKHbI ObITb OTMEHEHBI HE MEHEeE YeM 3a 2 Mecslia 10 Havana
“ccnenoBaHns.

before beginning of BE investigation.

3.2. Kputepum ncknoyeHus 4oOpoBonbLEB U3 UCCeaoBaHUN:

O  OTAOW|EHHBIN anyieproriorMyeckmii aHamHes;
o - NeKkapcTBeHHas HenepeHocMMOCTb
O  XPOHM4ecKue 3a6omneBaHNs CepaeyHO-COCYANCTON, BPOHXONEroYHON,

HEVIPOSHHOKDMHHOVI CUCTEMbI, a Takxke 3aboneBaHns Kenyao4HO-KMLEYHOro TpakTa,
nevyeHwu, NoYeK, KpoBuU;

O XUPYpPruyeckue BMeLLaTeNbCTBA Ha XKey404HO-KULIEYHOM TPaKTe (3@ UCKIIOYEHNEM
anneHasKToMuK);

O OCTpble MHDEKUMOHHBIE 3aD0oneBaHNst MeHee YeM 3a 4 Hefenu 0 Havana
“cenenoBaHus;

O perynsipHblii NpUeM NekapCTBEHHbIX CPEACTB MEHEE YeM 3a 2 Hefenu 0 Havana
“ccneaoBaHns;

o MpUEM NeKapCcTBEHHbIX CPeaCTB, OKasblBaOLLMX BbIpaXeHHOE BMMsIHWE Ha
reMoAMHaMmKy, yHKLMIO nederu u ap. (6apbutypatbl, OMENPA3on, LUMETUANH U T.4.),
MeHee YeM 3a 30 gHel 40 Havyana uccneaoBaHns:;

o [oHopcTBO (450 mn kpoBK N Nnasmel 1 6onee) MeHee YeM 3a 2 MecsiLa 4o Havana
nccnenoBaHus;

o npvem bonee yem 10 eq. ankorons B Heaento (1 ed. ankorons akeuBaneHTHa %2 N nuea,
200 mn BuHa UK 50 Mn cnnpTa) U aHaMHECTUYECKWE CBEAEHNS 00 ankoronmame,
HapKkoMaHuw, 3noynoTpebneHy NekapcTBEHHbIMM CPEACTBAMM;

o KypeHue 6onee 10 curapet B A€Hb;

O Yy4yaCtue B I d)ase KITMHWYECKOro UCnbITaHWA NeKapCTBEHHbIX CPEACTB MEHEE YEM 3a 3
mMecdla 0o Havyana uccnenoBaHus.

3.2. Criteria of subject exclusion:
o history of {relevant} allergy
o intolerance of medicinal products

o chronic illnesses of cardiovascular system, bronchopneumonal, neuroendocrine system
and also ilinesses of gastrointestinal tract, liver, kidney, blood

o surgery on gastrointestinal tract with exception of appendectomy
o acute infection less than 4 weeks before beginning of trial
o regular intake of medication within 2 weeks before beginning of trial

o intake of any medication with marked {*relevant’} hemodynamic effect, effect on liver
function and other specific medication such as barbiturates, omeprazol, cimetidin, etc.
within 30 days before beginning of trial

o donation of blood or plasma (450 mL or more) within 2 months before beginning of trial

o intake of more than 10 Units of alcohol weekly (1 Unit of alcohol is equivalent to % L of
beer, 200 mL wine or 50 mL ethanol) or history (in anamneses) of abuse of alcohol, {so-
cial} drugs or medications

o smoking more than 10 cigarettes/day

o participation in {another} phase-I clinical trial within 3 months before beginning of the
{present} trial

3.3. ATyeckmne acneKkTbl OLeHKN BUOIKBUBANEHTHOCTH:

Yyactue 3[0POBbIX UCMbITYEMbIX U 0O0nbHbIX B OLeHke OVO3KBIBANEHTHOCTH JNNeKapCTBEHHbIX
cpeacTs sBnsieTcs 4obpoBonbHbIM. [Jobposonel, (BONOHTEP) MMEET NPaBo 0TKa3aTbCst OT
y4acTtua B NpoBOAUMbIX MCCNEOOBaHNAX Ha ntodon ero CTagun. ATnyeckme HOPMbI

3.3. Ethic aspects of BE assessments:

Participation of healthy subjects and patients in bioequivalence trials {“assessments} is volun-
tary. Volunteers can withdraw from the study at any time {"in any phase of the trial’}.

The ethical principles pertinent to bioequivalence studies are regulated by the respective
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NPOBEAEHNS OLIEHKN BMOSKBMBANEHTHOCTM PErNaMEHTIPOBAHbI COOTBETCTBYHOLLMMM
DOKYMEHTaMU. ITUYECKYIO SKCNIEPTU3Y KITMHUYECKON OLIEHKU BMOSKBUBANEHTHOCTM
NeKapCcTBEHHbIX CPeSCTB NPOBOAMT KOMUTET MO 3THKe Npn (heaepanbHOM OpraHe KOHTpons
KauecTBa nekapcTBeHHbIX cpeacTs. [0BpOBONbLbI, BKIIOYEHHBIE B UCCNEL0BaHME,
NOANMCHIBAIOT NUCbMEHHOE MH(OPMMPOBAHHOE COrnacue, OANH K3IEMNMAP KOTOPOro
BblgaeTcs A06poBonbLy Hapsay ¢ «MHdopmaLmen Ans 4o6pOBONbLEB, YHACTBYIOLLMX B
oLieHke B1O3KBMBANEHTHOCTH NekapCcTBEHHOO cpeacTaay (Mpunoxenns 1 um 2).

documents. Bioequivalence studies are subject to the ethical expertise {review and approval}
by the Ethics Committee of the Federal Body of Quality Control of Medicinal Products.

Volunteers, who were enrolled into a bioequivalence trial, sign informed consent. One copy of
{the signed consent form} remains with the volunteer. Volunteers also are provided with a
copy of the information form (“Information for volunteers who participate in bioequivalence
trials” - Appendix 1 & 2).

3.4. 'pynna uccnegoBarenen-KMMHULMUCTOB:

[ns npoBefeHus uccnenoBaHus BbIAENSIOTCS COTPYOHUKN, KOHTPONMPYHOLLME COCTOSHME
300p0OBbS A0OPOBOILLEB, COBNIOLEHUE PEXUMA, OPraHU3aLMI0 NMUTAHMS, YCTaHOBKY
kaTeTepos, 0TOOp 06pa3LoB KpoBYM 1 MX 0BpabOTKY; OKasbiBaoLLME MPK HEOHXOANMOCTH
9KCTPEHHYI0 MELMLIMHCKYIO MOMOLLb. B coctas rpynnbl 06513aTeNbHO JOMKHbI BXOAUTH BpaY-
nccnegosatens (1-2) n meguumHckas cectpa (1-2).

3.4. Investigators:

For the conduct of bioequivalence trials, personnel should be assigned for the surveillance of
the volunteer’s health, for adherence with the study schedule (‘regime”), catering {“provision
of food"}, positioning of catheters , sampling of blood and handling of the samples, and provi-
sion of emergency medical care. The study team for a bioequivalence trial should consist of
physician-investigator (1-2) and medical study nurse (1-2).

3.5. PopmupoBaHmMe b6aHKa 100pPOBONbLLEB:

BaHk 106p0BOIIbLIEB (hOPMUPYETCS B COOTBETCTBUM C KPUTEPUSIMU BKITIOYEHNS B
WccneaoBaHmue 1 UCKIOYEHUS U3 UCCIIeA0BaHMS, ykasaHHbIMM B pasaenax 3.1 1 3.2,

B 6ecepe ¢ Bpavom-uccnegosatenem SO6poBOMEL, AOIPKEH MOMyYMTb CrieLy LYo
WHopmaLmio:

O Lienb 1ccneaoBaHus;
Hanu4ue paspelleHna Ha npoBeaeHne nccnegoBaHud,

ANWUTENBHOCTb UCCNEeAoBaHNS;
ycnosws otbopa npob kposu;

yCnoBus, B KOTOPbIX 6y,qu HaxoauTbecA ,qo6posoneL| BO BpemA “ccnenoBaHun,
NULLIEBOM N BOOHOM peXxnve,

O O O O

OorpaHun4yeHns B npueme NnekapcTs BO BpeMs UCCIeaoBaHNS;
BO3MOXHOCTb OKa3aHKA Me,El,VILWIHCKOI;I nomMoLLM BO BpemA 1 nocne “cenenoBaHum;
O YyCnoBuA CTpaxoBaHWA U BO3HarpaxneHus.

Ecnu ,qo6posoneL| BKMNOYaeTCs B OaHK JaHHbIX, HA HEro 3aBOANTCS MHOnBMAYanbHas

3.5. Foundation of volunteer’s database:

A volunteer database is built based on the inclusion and exclusion criteria of sections 3.1 and
3.2.

{In order to be included into the database} the subjects should be provided by the investigator
with following {general non-study specific} information:

o Objective of the trial

o Information that the clinical trial has been approved for conduct

o Duration of the trial

o Conditions of blood sampling

o Study conditions (time schedule, directives and instructions regarding meals and bever-
ages)

o Restrictions with regard to the use of any {other} medication (co-medication) during the
trial

o Provisions for medicinal care {*help”} during and after the trial

o Conditions of insurance and compensation

Once a volunteer has been included into the database, an individual dossier {“card”} is kept

Non-literally translation (Dr. L. Turchanowa [ACPS-Network]) — Based on in-depth content review, translator's comments were put in {} brackets; reference to original wording
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Page 5/21




Memoouueckue ykazanus

Ouenka bBuosxeusanenmunocmu Jlekapcmeennuix
Cpeocme (2008)

Methodical Instructions:
Assessment of Bioequivalence of medicinal
products (2008)

KapTa, rae ykasblBalTCs:
o ©.1.0., Bo3pacrt, agpec, TenedoH, NacnopTHble AaHHbIE;

O MeJMLMHCKMI aHaMHe3 (C yKazaHWeM XPOHUYECKIUX 3a60neBaHuMin 1 annepronornieckuin
aHamHe3);

o NepeHeceHHble 3abonesaHys, N0 NOBOAY KOTOPbIX A0BPOBOMEL, HAX0AUNCs Ha
CTaLMOHAPHOM NEYEHMM.
B wHavBMayanbHOi kapTe perncTpupyeTcs yyactue Lo6poBONbLa BO BCEX KIMHUYECKUX
UCCNeAOoBaHMsX NEKaPCTBEHHbIX CPEACTB.

with the following information:
o volunteer's name, age, address, telephone number, passport data
o medical anamneses (with indication of chronic illnesses and allergologic anamneses)
o previous illnesses, which required volunteer’s hospitalisation

In this individual dossier, records are kept about all participations in clinical trials.

3.6. DopmupoBaHue rpynnbl 406POBONbLLEB ANA NPOBeAeHUS OLIEHKU
0M03KBMBaNEHTHOCTU KOHKPETHOrO NIeKapCTBEHHOro cpeacTBa:

3a 1 Hegento 4o Havana ucnbiTaHUi 40BPOBObLbI, NPUBEKAEMbIE K NCCIEA0BaHNAM
KOHKPETHOrO NTekapCTBEHHOrO CPEACTBA, NPUIMALLAIoTCs B UCCrea0BaTeNbCkii LeHTp. Bpau-
nccneposartenb NPOBOANT C HUMK Beceay, B X0ae KOTOPON NOBTOPHO coBupaeTes
MEeAMULMHCKWI aHaMHe3 1 MPOBOANTCS OLiEHKa COOTBETCTBUS A0OPOBONbLLIER KPUTEPUAM
BKIMIOYEHUS B UCCMeoBaHue (B cooTBeTCTBUM ¢ nn. 3.1 1 3.2.).

3atem pobpoBonbLy NpeaocTaBnseTcs MHopMaLms o:

@) ¢)apmakonormquK017| rpynne, K KOTOpOVI OTHOCUTCA uccnegyemoe nekapCcTseHHoe
CpencTso;

MEeXaHW3me ero AencTBus;

NnoKasaH1sX K MPUMEHEHUIO NIEKaPCTBEHHOTO CPEACTBA;
BO3MOXHbIX HEXenaTenbHbIX addekrax;

nyTV BBEAEHUS U [03€;

pexvMme NUTaHNs nepeq Havyanom UcCnesoBaHns;
pexumMe HS BO BPEMS NPOBEAEHNS UCCEN0BaHMS;
BpEMeHM NpubbITUS B MCCIIEA0BATENBCKUI LIEHTD;
ANUTENBHOCTI UCCHENoBaHNS;

pasmepe BO3HarpaxaeHus 3a y4actue B UCCNEeA0BaHUM;

O 0O 0O 0O O O O O O o

YCNoBKAX CTpaxoBaHUA, KOMNEHCaUnn 1 nneYeHua B cnyvae Npu4nHeHua ymepGa

3.6. Constitution of the group of volunteers for the conduct of a specific bioequivalence
assessment:

One week before of beginning a specific bioequivalence trial, the volunteers are invited to the
investigational site. The physician-Investigator interviews repeating the medical anamneses
and assessment of compliance with the eligibility criterion is repeated (in accordance to 3.1
and 3.2).

Then the volunteers get the information about:
o pharmacological class, to which the investigational product belongs

mechanism of action

indications of the medicinal product

possible adverse effects

administration (route and dose)

meal schedule prior to admission

schedule during the trial days

time of arrival at the trial site {for admission}

duration of the trial

remuneration for participating in the trial

conditions of insurance, compensation and treatment in the event of damage to the sub-

o 0 o o o o o o o ©o

Non-literally translation (Dr. L. Turchanowa [ACPS-Network]) — Based on in-depth content review, translator's comments were put in {} brackets; reference to original wording
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30P0OBbIO B CBA3KN C NpoBEAEHNEM NCCNEJOoBaAHNA.

[Jlo6poBoribLly rapaHTUPYIOT, YTO Npi HeobX0AMMOCTM eMy GYAET okasaHa
KBan1ULMPOBaHHas MeaMLMHCKas MOMOLLb, Kak BO BPEMS, Tak 1 Mocrie NpoBeaeHus!
WCCMeaoBaHus, a TaK ke 0 TOM, YTO MHChOpMaLMs O HEeM, MoNyYeHHast B XOA€ UCCrefoBaHus,
OyneT MMETb KoHMaEeHUMANbHbIN xapakTep. [ocne aToro 4o6poBonel ANs yyacTust B
nccnenoBaHnM OMKeH noanmcath «MHopMUpoBaHHOE cornacue 4oGpPOBONbLAY, KOMus
KOTOpOro Bbiaaetcs [oGpoBonbLy Hapsaay ¢ «MHdopmalmeit ans [oGpoBosbLEs,
y4acTBYIOLLMX B OLiEHKe BUOIKBMBANEHTHOCTY NEKapCTBEHHOMO CPELCTBaN

ject's health caused by participation in the trial

The volunteer is ensured that he will receive qualified medical care during and after the bio-
equivalence trial as needed. He is also ensured that all information gained during the trial will
be kept confidential.

Subsequently, the volunteer should provide consent by signing the “Informed consent of
volunteer” form, a copy of which is handed out to the volunteer along with a copy of the “The
information for volunteers participating in a bioequivalence trial of medicinal products”.

3.7. CkpuHMHroBoe obcneaoBaHne 4OGPOBONLLEB 4O HAaYana UCCneaoBaHuNA:

Mocne noanncaHunsa VIH(*)OpMI/IpOB&HHOFO cornacus npoBoauTCA KnMHU4Yeckoe u
napaknuHuyeckoe obcnenosaHme 4O6POBONBLLEB, BKIHOYAOLLiEe BpadebHbIil OCMOTP €
y4eTOM 0COBEHHOCTEN OXMAAEMOro JENCTBIS N3y4aeMOro NekapcTBEHHOTO CPEACTBa, a
TaKke cregytoLe nabopaTopHble TECTbI:

O KIMHWYECKWUA aHanm3 KPoBY;

O KMUHUYECKUI aHanm3 Moyu;

o Broxumnyeckuin aHanna kposm (06LLmit Genok, BunmpybuH, KpeaTuHH,
acnapTaTamMHOTpaHcdepasa, anaHHaMmMHoTpaHcdepasa, LenoyHas docdatasa,
FMI0KO3a, XONECTEPUH);

o aHanus kposu Ha BWY, cudpmnmc, BupycHbiit renatut B u C;

o OKT;

O [N151 KEHLMH TeCT Ha 6ePEMEHHOCTb

Ecnu n3secTHo, 4T0 UcCnegyeMoe NekapcTBEHHOE BELLECTBO NOABEPraeTCs
OuoTpaHchopmaLmm, KOHTPONMPYEMOIA rEHETUYECKM NONMMOPHLIMI U30hepMEHTaMM
yutoxpoma P-450 (CYP2C9, CYP2C19, CYP2D6), anst CHUxeHust BapuabenbHOCTU
hapMaKoKMHETUYECKMX NapaMeTPOB LienecoobpasHo reHOTUNMpOBaHUe A06POBONbLLEB C
Lienbto UCKIKYEHNS Y4acTUS B UCCNELOBAHNM ML, C FEHOTMNaMM "MeAneHHoro" u "ébicTporo
meTabonuama.

PesynbTaTbl 06cnenoBaHus 3aHOCATCS B MHAMBUAYamNbHbIE KapThl JoBpoBonbLeB. 1o

pesynbTaTtam KIMHUYECKOro 0CMOTpa U NabopaTopHbIX TECTOB Bpay-WcCneaoBaTenb aenaet
3aKIIYeHe, Ha OCHOBaHWM KOTOPOTO A0BpOBONeL| JONYCKAETCS UMK He AonycKaeTes K

3.7. Screening of volunteers before beginning of trial:

After signing of the “Informed Consent” form, clinical and paraclinical examinations are carried
out including medical examinations accounting for the possible effects of the investigational
medication, and following clinical laboratory tests:

o haematology analysis of blood
o {clinical} chemical analysis of urine

o biochemical chemistry analysis of blood (total protein, bilirubin, creatinine, ALAT, ASAT,
ALP, glucose, cholesterol)

o analysis of blood for HIV, Syphilis, hepatitis B & C
o ECG
o pregnancy test for females subjects

If the investigational drug substance is known to be metabolised by cytochrome P450 path-
ways sensitive to polymorphism (CYP2C9, CYP2C19, CYP2D6), genotyping should be per-
formed in order to reduce variability

The results of these tests are recorded in the subject’s individual dossier {“card” —see 3.5}.
Based on these clinical examinations and laboratory tests, the physician-investigator will
make a decision regarding the subject’s eligibility in the bioequivalence trial.

Non-literally translation (Dr. L. Turchanowa [ACPS-Network]) — Based on in-depth content review, translator's comments were put in {} brackets; reference to original wording
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uccnefoBaHuio. Bpay-uccnenosatenb COCTABMSET CIMCOK JOOPOBONbLEB U NepeaaeT ero
Ny, OTBETCTBEHHOMY 3a NpoBeaeHe UCCnenoBarms. MpoBoauTes paHooMU3aLms
[A06POBOIbLEB, MOCIE YETo KaKOOMY U3 HUX MPUCBAUBAETCS HOMEP, PETUCTPUPYEMbIN B
WHOMBUAYANbHON KapTe.

The investigator will then draw a list of {eligible} volunteers for the study and will hand out this
list of volunteers to the person, who is responsible for carrying out the trial.

Volunteers are randomised; once randomised {for the specific trial} the randomly assigned
{subject} number is recorded in the subject’s individual dossier {“card” -see 3.5}.

3.8. MoarotoBKa KNMHUYECKOro broka:

KnuHudeckuit 6nok, rae 6yayT HaxoanTbes A0BPOBONbLbI, LOMKEH BKIOYaTL CrieAytoLme
MOMELLEHMS: NanaThbl Anst NpOXMBaHWs A0BPOBONbLLEB, NPOLEAypPHas, CTONOBas!, KOMHaTa
0TAblXa, AyleBas v Tyaner. [lepea rocnutanusaumeil B ykasaHHbIX MOMELLEHUSIX AOMKHA
ObITb NpOBeA€eHa caHuTapHas 0bpaboTka. Obs3aTenbHLIM TpeBoBaHNEM K MPOBEAEHMIO
nccnefoBaHmii GOSKBUBANEHTHOCTY SBNSIETCS HanMuYMe Gioka MHTEHCUBHOM TEpanumu Unu
PEaHMMALMOHHOIO OTAENEHHS..

3.8. Preparation of trial site:

The trial site where the volunteers will stay should include following facilities: room where the
volunteers stay, room for medical procedures, canteen, {recreational} room, shower room &
WC.

Before admitting subjects for in-house care thorough cleaning {sanitation} of the facilities
should take place. It is mandatory that site holds facilities for inten-
sive/lemergency/reanimation.

3.9. Opranusauus nuTaHus So6poBoNbLUEB:

[o6poBonblibl B X0A€ UCCNeaoBaHMs AOMKHbI NOMyvaTb 406pOKaYeCTBEHHOE,
cbanaHcmpoBaHHoe NuTaHue. Kak npaBuno, B MEHIO BKITOYaKTCa aueTnyeckue bnioaa,
UCKITIOYAETCS JKUPHAS W XXapeHas NuLLa 1 HanuTKK, coaepxatuue kodenH. MeHto
COCTaBSAETCS HakaHyHe UCCReaoBaHNs U noaaeTcs B nuLLebnok. YkasbiBaeTcs Bpems, K
KOTOPOMY [OMMKHa ObITb rOTOBA NWLLA, Ha3BaHWE 6MKA U KONMYECTBO NOPLMA.

3.9 Organisation of on-study meals:

During the trial, the volunteers should be provided with well-balanced nutrition of good quality.
As a rule, the menu consists of light {well-digestible / dietary} food; fat and roasted food is
excluded and caffeine-containing beverages are prohibited. The menu should be composed
before the trial and the kitchen should be instructed accordingly including the schedule of the
meals, the type of food and the number of portions to be prepared.

3.10. OT60p Npo6 KpoOBMU:
Mpu oT60pe Npob KpoBM AOMKHLI COBMIOAATLCS CrieaytoLMe YCIOoBUS:
O KpoBb 0TOMpPaeTCs U3 NOKTEBO BeHbl Yepes kybuTanbHbIi kateTep;

o nepBasi NopLus KpOBM (1CXoaHas!, T.e. 40 Npuema npenapata) 6epeTcs yTpom,
HaToLak, Yepes 5-10 MUHYT nocne yCTaHOBKM kaTeTepa;

O WCMbITYeMblil MPUHUMAET MCCIeLyeMbIiA Mpenapat Unu npenapaT CPpaBHEHWS, 3annBas
ero 200 mn KunsveHoi BoAb!;

o Bpems oTBopa nocneaytoLux npod COOTBETCTBYET NpOrpamMmMe UCCEeA0BaHMS
o npobupkyn 4ns otbopa npob AOIMKHBI UMETb MAPKMPOBKY C YkadaHueM Lwudpa
WCMbITyeMOro, Homepa npobbl M Ha3BaHus Npenapata;

[¢) O6pa3leI O1ONOrMYECKON XMAKOCTU AOMKHbI XPaHUTbLCA NpK TeMnepaType He Bbille -
20°C;

3.10. Blood sampling:
For {pharmacokinetic} blood sampling following rules should be adhered to:
o blood is taken from an elbow vein by means of an {ante}cubital catheter

o afirst sample (baseline, before drug administration) is to be taken in the morning,
fasted, 5-10 minutes after putting the catheter

o The test or reference medicinal products are then administered with 200 mL of boiled
water

o Further sampling should be scheduled in accordance with the study protocol {program}

o Sample tubes should be labelled with the individual subject code, {study period}, the
sample number and the name of the medicinal product

o Samples of biological fluid should be stored below -20°C

Non-literally translation (Dr. L. Turchanowa [ACPS-Network]) — Based on in-depth content review, translator's comments were put in {} brackets; reference to original wording

of the russian text that was not translated literally was put in {,} brackets.

Page 8/21




Memoouueckue ykazanus

Ouenka bBuosxeusanenmunocmu Jlekapcmeennuix
Cpeocme (2008)

Methodical Instructions:
Assessment of Bioequivalence of medicinal
products (2008)

o NepBbIi NpueM MUY AomkeH ObiTb He paHee, Yem Yepes 4 4 nocne npuema
NeKkapCTBEHHOTO CPeacTBa;

O NPY BO3HWUKHOBEHWM 3KCTPEMAITbHO CUTYaLm (YXyALLEHNE CAMOYyBCTBUS,
MCUXNYECKNE HAPYLLEHMS, XXEeNaHWe UCMbITYEMOrO BbIMTY 13 1ccnenoBaHns) 0Toop
npob npekpallaeTcs;

O NpU BO3HUKHOBEHMM HENPEBMAEHHbBIX CUTYaLWI, UCKIHOYAIOLMX BOSMOXHOCTb 0TOOpa
KPOBU B YCTAHOBINEHHOM BPEMEHHOM MHTEpBane, paboTa ¢ AaHHbIM UCTbITYEMbIM
NPOAOIMKAETCS, HO LWiKMchpoBaHHas Npobupka ocTaeTcs NyCcTom;

o npoGbl KPOBM C COMPOBOAMTENbHBIM HaNpaBreHUeM, B KOTOPOM Ykasbiatotcst PUO
WCMbITYEMOro, NOM, BO3PAcT, Macca TeNna, pocT, COOTBETCTBYIOLLME WIMDPY Ha
npoGupke, NPeAOCTaBNATCA B (hapMakoKUHETUYECKYH0 TaGopaTopuio

o The subjects should remain fasted until 4 hours after dosing when a first meal is served

o Ifan extreme situation arises (worsening of wellbeing, psychotic disturbance, subject’s
wish to withdraw from the study), blood sampling should be stopped

o Ifan unexpected situation arises, which makes it impossible to sample blood for a cer-
tain time, sampling continues afterwards and empty labelled tubes will be kept for the
missed samples

o Blood samples will be transferred to the pharmacokinetic laboratory with a referral letter
specifying the volunteer's name {“first and family name”}, gender, age, body weight,
body height as corresponding with the subjects’ ID on the sample tubes labels.

3.11. OnHamunyeckoe HabnogeHwe 3a Job6poBonbLaMK B X04e uccnegoBaHus:

[JuHamuyeckoe HabnogeHue 3a fLobposonbLamm B nepuog otbopa 06pasLos Kposw
OCYLLIECTBIISIETCS BPA4OM-MCCNEA0BATENEM U BKIHOYAET:

O KNWUHUYECKUA 0cMOTp Kaxable 3-8 Y (B 3aBMCUMOCTM OT (hapMakonornyeckux
ocobeHHoCTeN npenapartay;

O M3MepeHie ypoBHeN apTepumaribHOro AaBneHnst U YacTOTbl CepAEYHbIX COKPALLEHNN.
PesynbTaThl 06CNefoBaHMS 3aHOCATCS B MHAMBUAYamNbHblE KapTbl 4OGPOBONbLEB.

Mo okoHYaHWUW NepBOro nepruoaa UCCNefoBaHWs NoCne yaaneHus KaTetepos NPOBOAUTCS
3aKNKYMTENbHbIN Bpa4yebHbIN 0CMOTP A0BPOBONbLEB. [py OTCYTCTBIUM OTKIOHEHWI B

Mepen BTOPbIM NEPUOLOM MCCREN0BaHMS MPOBOAMTCS NOBTOPHOE 06CneaoBaHme
A00poBorbLEB, BKITHOYaloLLee BpauebHbI 0CMOTP, U NPy HEOBXOAMMOCTM, KIMHUKO-
WHCTpYMeHTanbHble uccnegosanus (KN n gpyrve) n nabopaTopHble TECTLI:

O KIWHWYECKMIA aHANN3 KDOBY;
O KIUHUYECKMIA aHaNM3 MOUY;
o BMOXMMUYECKMIA aHANN3 KPOBY;
O

ONA XEeHLLUMH TeCT Ha 66peMeHHOCTb;

COCTOAHUN ﬂO6pOBOJ’IbLleB nX OTNycKarT [OMOM [0 Havana BTOPOro nepuofa mnccrnenosaHua.

3.11. Schedule of on-trial investigations:
The schedule {“dynamic”} of the investigations of the trial subjects during the pharmacokinetic
profiling period conducted by the physician-investigator consists of:
o clinical examination every 3-8h (depending on the pharmacological properties of the
drug)
o measurement of blood pressure and pulse rate

The results of these examinations should be recorded in the subject’s individual dossier
{“card” —see 3.5 / or CRF “UHauBuayansHas peructpaumonHas kapta; PK"?}

After completion of the first study period, the blood sampling catheters should be removed
and a conclusive clinical examination of volunteers should be carried-out. Provided, there are
no safety-limiting findings the subjects can leave the study clinic and go home until admission
for the second study period.

Before starting the second trial period, the volunteers are evaluated again including, if indi-
cated, clinical-instrumental examination (ECG and other) and laboratory tests:

o haematology analysis of blood
o {clinical} chemical analysis of urine
o biochemical chemistry analysis of blood

Non-literally translation (Dr. L. Turchanowa [ACPS-Network]) — Based on in-depth content review, translator's comments were put in {} brackets; reference to original wording
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o upopyrve.

Ha ocHoBaHWu pesynbTaToB 06CrefoBaHIs Bpay-UcCneaoBaTeb JONnyckaeT Uik He
AonyckaeT [06POBOIbLEB KO BTOPOMY NEpHOy UCCTefoBaHus.

HabniogeHue 3a fobpoBonbLamm B Te4eHWe BTOPOro neprnoaa otbopa 06pasLos Kposm
OCYLLeCTBNAETCA TaK Xe, Kak 1 B NepBOM Nepuose.

Mocne 3aBepLUEHNs BTOPOrO NeprUoaa UCCef0BaHUs MPOBOAMTCS 3aKITOUNTENbHBIN
BpayebHbIit 0CcMOTP. [1pu OTCYTCTBUN OTKMOHEHWIA B COCTOSIHUM LOOPOBOMBLEB, UX OTMYCKaOT
JIOMOA.

[ns obecneyeHuns 6e3onacHOCTL UCCNea0BaHUs BpaYOM-UCCries0BaTenieM NpoBoanTCs

MOHWUTOPMHT HeXenaTenbHbIX SBneHuit. Cryyan BO3HUKHOBEHMUS HeXenaTenbHbIX SBNEHUI
PETUCTPUPYIOTCS B MHAMBMAYAMNbHOI KapTe 40OPOBOMbLA U COOTBETCTBYIOLLEH hopme

o pregnancy test for females subjects

o and other
Based on the findings of these investigations, the investigator will decide whether the subject
can participate in the second study period.
The subjects are then investigated during this second period {“of blood sampling”} in the same
fashion as described for the first study period.

At the end of the second period, a final clinical examination should be performed. Provided,
there are no safety-limiting findings the subjects can leave the study clinic and go home

To ensure the safety of the subjects during the bioequivalence trial, the investigator should
survey adverse events. Adverse events are to be recorded in the subject’s individual dossier
{“card” -see 3.5/ or CRF “HguBmayanbHas peructpaunoxHas kapta; MPK™?} and in a spe-
cial form.

3.12. UHTepBan Mexay nepuogamMu uccnegoBaHum:

B nHTepBane BpemeHM Mexay nepBbiM 1 BTOPbIM NEpUoAaMu nccnenosaHns 4o6posonbLbl
JOMKHbI cobntogaTh yCTaHoBMEHHbIe npasuna. MPoAoIKNTENBHOCTL MHTEPBana
onpesensieTcs B 3aBMCMMOCTY OT (hapMaKOKMHETUHECKNX CBOMCTB M3y4aemoro
nexkapcTBeHHOro cpeacTaa (06bI4HO 7-14 gHen).

3.12. Time interval between trial periods:

In-between study periods, the subjects should adhere to the established restrictions and
directives. The duration of the {washout} interval between the two trial periods depends on the
pharmacokinetic properties of the investigational medicinal products (usually 7 to 14 days).
{see also 4.4}

3.13. ly6nepbl 4OOPOBONLLEB:

B xofzie NoaroToBKM K 1CCIef0BaHUI OCYLLECTBAETCSA Takke noabop aybnepos Ha cryyait
3aMeHbl BbIObIBLUMX W3 UCCIIeA0BaHMs 06poBonbLeB. [ybrepsl Ao Havana uccnenoBaHus
[OIKHbI MOANMCATb MH(OPMUPOBAHHOE COTTacue 1 NPoiTh 06CnefoBaH1e B TOM ke
obbeme, 4To M 406poBONbLbLI. Yncno aybrepos cocTasnseT 4-6 Yenosex.

3.13. Replacement subjects:

When setting-up the study, potential replacement subjects are screened in the same way as
the scheduled trial subjects. They should sign the informed consent form and then proceed
through the trial investigations in the same way as the subjects they replace in order to com-
plete the study in the same way as the other volunteer subjects.

The number of replacement subjects is 4 to 6 subjects.

4.1. Obuwias cxeMa uccnegoBaHuUi:

WccnenoBaHns nekapCcTBEHHbIX CPEACTB OCYLUECTBATCS MO OTKPLITON,
PaHOO0MU3MPOBAHHON M NepeKpecTHo cOanaHCcpOBaHHON CXEME - KaXablil NCTIbITYEMbIi
nocrnegoBaTenbHO NoNyyaeT Uccneayemoe nekapcTeeHHoe cpeacTso (T) u npenapat
cpaBHeHust (R) unu HaobopoT (cxema “RT/TR).

4.1. Overall scheme of the trial {design}:

The {reference and test} investigational medicinal products are studied in a randomised, open,
within-subject cross-over fashion with period-balanced sequences; each trial volunteer subject
is investigated for both the investigational medicinal product ({test} T) and reference compara-
tor product (R) in this or in reversed order (scheme {TR/RT} “RT/TR").

Non-literally translation (Dr. L. Turchanowa [ACPS-Network]) — Based on in-depth content review, translator's comments were put in {} brackets; reference to original wording
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4.2. Yncno ucnbiTyemsix:

B nccnenosanme BOMKHO BbITb BKITIOYEHB! UCTILITYEMbIE B KONUYECTBE AOCTATOYHOM LIS
obecneyeHns CTaTUCTUYECKON 3HAYMMOCTY UccrnefoBaHms. Mpu 3TOM MOLLHOCTb
CTaTUCTUYECKOrO TeCTa ANs NPOBEPKM BUOIKBUBANEHTHOCTW JOMKHA NOAAEPKNBATLCS Ha
ypoBHe He MeHbLue 80% Ans BbisgBneHns 20%-HbiX pasnuyuil Mexay nokasarensmu
cpaBHeHus. MuHUManbHOEe YMCIO BKMIOYEHHBIX MCMbITYeMbIX - 18 yenosek. bonbluee yucno
NCMbITyeMbIX MOXeET NoTpeboBaThes ANs CPaBHEHNS NpenapaTtos, obnagarowmx
3HauuUTeNbHOM BapnabenbHOCTLI0 (hapMakoKMHeTUYeCKUX napameTpos. [pu nnaHupoBaHum
JKCMEPUMEHTA anpuOpHbIE 3HAYEHNS BapuaLym OCHOBHBIX NokasaTenen cpasHeHns (AUC v
Cmax), HeobxoauMble Ans pacyeTa Ymcna UCTbITyeMbiX, MOryT BbITb OLEHEHbI N0
pesynbTatam CXOAHbIX MCCNEA0BAHWIA, MMTEPATYPHBIM AaHHbLIM, Pe3yrbTaTam MUNOTHOro
nccnegoBaxus, a npeasapuTenbHas OLeHKa HeobXoaMMOro YMcna UCTIbITYEMbIX MOXET BbITb
noryy4eHa ¢ NOMOLLbI0 Tabnnubl.

Ecrm npwn npoBedeHnn CTaTuCTu4eCckoro CpaBHEHUA YpOBEHb MOLLHOCTU T€CTa OKa3alcAd
Hxe 80%, B TeX Ccny4yasnX, Korda cpaBHMBaeMble npenapatbl OKa3anncb
HebMO3KBMBANEHTHBIMM, AN NPUHATNA 000CHOBaHHOTO 3aKIO4YeHNS O
HebMO3KBMBANEHTHOCT HEODXOAMMO BKITOUNTL B UCCNEAOBaHMe BonbLuee Yncno
NCNbITYyEeMbIX.

MogpobHee a1 BONPOCHI paccMOTPeHb! B Mpunoxerun 3.

4.2. Number of subjects:

The number of subjects included in the trial should suffice to meet the statistical objectives of
the trial. The statistical test power should not be less than 80% for showing differences of at
least 20% for the main characteristics of the investigated formulations.

The minimum sample size should be 18.

Larger samples may be required for the comparison the medicinal products, which show
considerable variability of the pharmacokinetic parameters. When planning the study refer-
ence should be taken upon a priori values of the variability of the main characteristics for
comparison (AUC or C_max) in order to calculate the sample size; information on the prod-
ucts’ variability can be derived from the results from similar trials, literature data, and results
from pilot trials.

Based on this information, the initial sample size can be estimated by means of Table 1.

If then, when carrying out the statistical analyses for the study, test power is found to be less
than 80% and the medicinal products were found not to be bioequivalent, a larger number of
subjects should be studied in order to be able to draw a reasonable conclusion with regard to
the absence of bioequivalence of the medicinal products

More in details on these aspects are discussed in Appendix 3.

Non-literally translation (Dr. L. Turchanowa [ACPS-Network]) — Based on in-depth content review, translator's comments were put in {} brackets; reference to original wording
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Memoouueckue ykazanus
Ouenka buoiskeusanenmnocmu Jlekapcmeennvix
Cpeocme (2008)

Methodical Instructions:
Assessment of Bioequivalence of medicinal
products (2008)

Yucno ucnbiTyembix, Heobxogumblx ans obecneyeHns 80%-0 MOLLHOCTH CTaTUCTUYECKOIO
KpUTEPMS B CRyyae NOr-HOpMasnbHOro pacnpeaeneHus (rpaHuLbl BOBEPUTENBHOTO MHTEpBana
0,80 - 1,25; ypoBeHb 3HaunmocTty - 5%)

Tabnuua. Yncno ucnbiTyemblx, Heobxoaumbix ans obecneyeHns 80%-0i MOLLHOCTM
CTaTUCTUYECKOTO KPUTEPMS B CIyyae Nor-HopManbHoro pacnpegenexus (rpaHuLp
poseputensHoro nHTepeana 0,80 - 1,25; ypoBeHb 3HauMmocTy - 5%):

CV (%) L_T/u_R

085 | 090 | 095 [ 100 | 105 [ 110 | 115 | 120
5.0 12 6 4 4 4 6 8 22
7.5 22 8 6 6 6 8 12 44
10.0 36 12 8 6 8 10 20 >48
12,5 >48 16 10 8 10 14 30 >48
15.0 >48 22 12 10 12 20 42 >48
17.5 >48 30 16 14 16 26 >48 >48
20.0 >48 38 20 16 18 32 >48 >48
225 >48 46 24 20 24 40 >48 >48
25.0 >48 >48 28 24 28 48 >48 >48
27.5 >48 >48 34 28 34 >48 >48 >48
30.0 >48 >48 40 32 38 >48 >48 >48

CV=[exp(sigma2)-1](0.5), where sigma’ = residual variance
LT — population mean of the test characteristic of the investigational product (test)
p_R — population mean of the test characteristic of the comparator product (reference)

4.3. [lo3a neKkapcTBEHHOro BeLlecTBa:

OueHka 61o3KBMBANEHTHOCTM NPOBOAMTCA C OAHOM 40301 AAHHOTO BOCMPON3BELEHHOIO
NeKapcTBEHHOTO BELLECTBA B AaHHOW NEKapCTBEHHOM hopMe, Aaxe ecniu Ans peructpauum
OHa 3asBneHa B HECKOMbKUX JO3MPOBKaX, Npy COOMIOAEHNN CieayIoLLmMX YCIOBUA:

O KayeCTBEHHbI COCTaB J'IeKapCTBeHHOI7I d)OprI, co,qep»(au.l,eﬁ pa3nnyHoe Konn4ecTBo
JIeKapCTBEHHOr0 BellecTBa, OANHAKOB,

O COOTHOLLEHWE MEXAY COAepKaHNEM NEKAapPCTBEHHOO BELLECTBA W BCIOMOTaTeNbHbIX
BELLECTB B flekapCTBEHHON hopMe, cofepxallen pasnniHoe Konn4ecTBo
NeKapCTBEHHOTO BELLECTBA, OAMHAKOBO (B CMyyae NpenapaToB, COAepaLuux Marble

4.3. Dose of medicinal product (multi-strength):

For the conduct of a bioequivalence assessment only one dose of the medicinal product is

selected even if registration is intended for more than one strength, provided following condi-

tions are met:

o similar qualitative composition of the product otherwise containing different quantitative
amounts of active substance

o similar proportion of the content of active substance and excipients comparing products
with different content of active substance; for products with very low content of active

substance (less than 5%), there also should be similar proportions between excipients

Non-literally translation (Dr. L. Turchanowa [ACPS-Network]) — Based on in-depth content review, translator's comments were put in {} brackets; reference to original wording

of the russian text that was not translated literally was put in {,} brackets.
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Methodical Instructions:
Assessment of Bioequivalence of medicinal
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KONMW4ecTBa NEKAaPCTBEHHOMO BellecTBa (MeHee 5%), - MeXay COAepKaHnem
BCNOMoraTenbHbIX BGLI.LGCTB);

O TEXHONorua Npon3BoAcTBa NEKapCTBEHHbIX CPEACTB, COAEPXaLlMX pa3finyHoe
KOJTM4YECTBO NNEKAPCTBEHHOIO BELLIECTBa, OANHAKOBA,

O KMHETMKa pacTBOPEHUS NIEKAPCTBEHHOO BELLECTBA [N15 NeKapCTBEHHbIX CPEACTB C
pasnW4HON O3MPOBKON LOMKHA ObITb SKkBUBANEHTHON (ITpunoxeHue 4);

@) d.)apMaKOKVIHETMKa NeKapCTBEHHOro BelecTsa NMHENHa B TepaneBTUYECKOM
Anana3soHe.

Ecnu B NocneacTaimi TeM xe Npon3BoauTeneM NekapcTBeHHOE CPEACTBO 3afBnseTca Ans
PEervucTpaLum B HOBOI JO3MPOBKe (B Npeaenax paspeLleHHOro AnanasoHa 4os), U Bce

BroakBMBaneHTHOCTb NEeKapCTBEHHbIX CPEACTB B NNEKAPCTBEHHbIX (popmax
NPOJIOHTMPOBAHHOIO JencTens oueHmnBaeTca ana Kaxgoi 4o3bl.

B uccneposaHusx ¢ MHOIOKpaTHbIM BBEEHWEM NEKAaPCTBEHHOro CpeacTsa cxema ero
[103MpOBaHNA HE JOJTXXHa OTNNY4aTLCA OT peKOMeHﬂOBaHHOﬁ(bIX) B UHCTPYKUWAW NO
MeaNLMHCKOMY NPUMEHEHNIO.

nepeyvncneHHble Bbllle yCnoBua cobnoaeHsl, OLEHKa OMO3KBMBANEHTHOCTM He npoBOANTCA.

o no difference in production technology between products of different strength
o equivalent dissolution properties (Appendix 4)
o linear pharmacokinetics of the drug substance within the therapeutic range

No bioequivalence investigations are required if the applicant holds authorisation for another
dose-strength of the same drug substance, provided all of the above apply and the new dose
strength lies within the approved therapeutic dose range.

For prolonged-release medicinal products, bioequivalence should be demonstrated for each
dose strength.

For bioequivalence trials with repeated {rather than single} dosing, the dosage regimen should
be in accordance with the recommended regimen of the SmPC.

4.4. UHTepBan BpeMeHU Mexay NpUemMoMm NekapCTBeHHbIX CPeACTB:

WHTepBan BpeMeHu Mexay npuemMoM NekapeTBEHHbIX CPEACTB 3aBUCUT OT ANUTENLHOCTH
LMPKYNALMM NEeKapCTBEHHOTO BELLECTBA B OpraHu3Me, onpeaensemoil nepuonom
nonysbiBeaeHus (T1/2), n gonxeH cocTaBnsaTh He MeHee 6 T1/2.

4.4. Time interval between drug administration:

The interval between drug administrations depends on the duration {of the residence} of the
drug substance in the circulation as characterised by the half-life (t1/2), and should not be less
than 6 time 11/2 {see also 3.12}.

4.5. Buabl Guonoruyeckoro Matepmana, Ucnonb3yeMoro ans onpegenexus
KOHLIEHTpaLun nekapcTBEHHOro BellecTsa:

Mpy NpoBeAeHUM OLiEHKM B1O3KBMBANEHTHOCTH KOHLIEHTPALINS NEKAPCTBEHHBIX BELLECTB
onpenenseTcs B nNnasme, CbIBOPOTKE UMK LieNbHON KPOBU, ECNI HE PEKOMEHI0BAHO NHOE
Komwceueit no KnuHndeckon dapmakonoruu.

4.5. Biological medium for the determination of the concentrations of active substance:

The concentration of active substance should be determined in plasma, serum or in whole
blood, unless recommended differently by the Expert Committee of Clinical Pharmacology.

4.6. Cxema oT60pa npob:

Cxema ot60opa npob onpenenseTcs hopMoi KpMBOA "KOHLIEHTPALUS NNEKAPCTBEHHOMO
BeLLeCTBa - Bpemsi". Boibop MomeHTOB BpemeHn oTbopa npob gomkeH obecneunsatb
nonyyeHne HECKONbKUX TOYEK ANS KaAoro parMeHTa (hapMakoKMHETUHECKOMN KPUBOWA - He
MeHee 3 — Ans hasbl NepBOHAYanbLHOMO BO3PaCTaHUs KOHLEHTPALMM U He MeHee 5 - ans

4.6. Schedule of blood sampling:

The schedule of blood sampling is to be determined by the {expected} shape of the “concen-
tration of active substance vs. time” curve. Sampling time points should be such that sufficient
information can be derived for each {relevant} segment of the pharmacokinetic curve — not
less than 3 for the ascending phase and not less than 5 for the descending phase.

Non-literally translation (Dr. L. Turchanowa [ACPS-Network]) — Based on in-depth content review, translator's comments were put in {} brackets; reference to original wording
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asbl €€ CHKEHUSI.

B cnyyae nekapcTtBeHHbIX hopM, obecneumBatoLmx GbicTpoe BbicBODOXEHME
NeKapCcTBEHHOTO BeLLecTBa, 06Las NPOJOMKMTENBHOCTL HABMIOAEHNS 3a ero
KOHLiEHTpaLeit npu OGHOKPaTHOM NMpueme AoMKHa BbiTb He MeHee YeMm B 4 pasa 6onblue
nepvoga nonysbiseaeHns. B cnyyae nekapcTeeHHbIX DOPM NPOOHMMPOBAHHOO AeiCTBISA
NPOJOIKUTENBHOCT HabNtofeHNs fomkHa obecneynBaTh CpaBHEHNE NIEKapCTBEHHbIX
CpeacTB B NEPUOA, KOraa KOHLEHTPaLMs NekapCTBEHHOO BELLECTBA NOCTOSHHA
(oTHOCUTENBHO MOCTOSHHA), & TaKke B NEPUOA MOCHEAYIOLLEro CHUKEHWS €r0 KOHLEHTPaLUM.
Bpems HabniogeHns 3a ypoBHAMM NEKapCTBEHHONO BELLECTBA B 3TON (hase LOMKHO ObiTb B 4
pa3a borblue nepuoaa ero nonysbiBegeHVs). [py OHOKPATHOM NpUEMe ANUTENbHOCTb
HabntofeHns cuMTaeTcs JOCTaTOuHON, €CAM ANS YCPeAHEHHOrO hapMaKoKMHETUYECKOTO
npoduns BeNUYMHa NAOLWAAN NOA KPUBOW “KOHLEHTpaLWS - Bpems” B pegenax oT Hyns 4o
MomeHTa oTbopa nocneaHen npobel coctaensieT He meHee 80% oT nonHow nnowaau. Mpw
MHOTOKPaTHOM NpUeMe NekapCTBEHHOTO CPEACTBA ANUTENLHOCTL HAbMoAEHNS 3a
CTaLMOHaPHBIMU YPOBHAMM KOHLIEHTPALMN TEKaPCTBEHHOMO BELLECTBA OnpeaenseTcs
WHTEpBaroM JO3MPOBAaHMS.

For single-dose studies with inmediate-release medicinal products, the duration of the phar-
macokinetic profiling should not be less than 4 x t1/2. For prolonged-release formulations,
investigations should be carried-out {with repeated-dosing} at (relative) steady-state and
during the decline of the concentrations after ending dosing up to 4 x t1/2.

For single-dose studies, the AUC of the time course of the mean concentrations up to the last
profiling time point should not be less than 80% of the total AUC. For repeated-dose (steady-
state) studies, the duration of the profiling at steady-state depends on the dosage interval.

5. AHanuTu4eckun meton:

[ins onpenenexus KOHLEHTPaLMN TEKapCTBEHHbIX BELLECTB B Na3me, CbIBOPOTKE Miu
LienbHOM KpoBM MOTYT BbITb MCMONb30BaHbI pasniyHble MeToab! (PU3MKO-XMMUYECKUE,
MMMYHOSOMMYECKME, MAKPOBMONorMyeckme 1 ap.), obecneunsaroLLme BO3MOXHOCTb
NOMyYeHUs JOCTOBEPHBIX AaHHbBIX O KOHLIEHTPALMM NEKapCTBEHHOIO BELLECTBA Npu
BbIOpPaHHbIX YCrOBUSX hapMakOKMHETUYECKOTO UCCNEAO0BaHMS, B YaCTHOCTH, €10
ONUTENBHOCTH, M 0TBeYatoLLe 0BLym TpeboBaHNAM CENEKTUBHOCTH, TOYHOCTH,
BOCMPOM3BOAMMOCTH.

Ecnwv BcneAcTBie NpecucTeMHON anMMUHaLWM NEKapCTBEHHOTO BELLECTBA, OHO He
0BHapyX1BAeTCA B KPOBM B HEM3MEHEHHOM COCTOSIHUM M (M) He 0BnaaaeT Bronornyeckoit
aKTMBHOCTLIO (MPONEKapCTBO), HEOBX0AUMO OMPeAEensTb KOHLEHTPALMI0 Bronornyecki
akTueHoro metabosnuTa. Mpw oLeHke BUOKBMBANEHTHOCTU KOMOMHUPOBAHHBIX
NeKapCTBEHHbIX CPELCTB CriefyeT ONpeaensTb KOHLEHTPALMIO KaXLoro IeKapCTBEHHOIO
BELLECTBa, BXOAALLErO B COCTaB npenapara, eCiu He PeKOMenHA0BaHo MHoe Komuceuei no
KIUHUYECKON hapMakonoruu.

5. Analytical methods:

Concentrations of active substance in plasma, serum or in whole blood can be determined by
means of several methods (physical-chemical methods, immunological, microbiological and
other methods), which guarantee reliable data on the concentration of active substance under
the experimental conditions of the trial, particularly with regard to the duration of the profiling,
while complying with the established general requirements regarding selectivity, precision,
reproducibility.

In the event of pre-systemic biotransformation of a drug substance {parent compound}, which
itself has no pharmacological activity, but leads to the formation of active metabolites (pro-
drug), the concentrations of the active metabolite(s) should be determined.

For the assessments of bioequivalence of fixed-dose combination products, the concen-
trateions of each component should be determined unless recommended differently by the
Expert Committee of Clinical Pharmacology

6. AHanu3 chapMaKOKMHETMHECKNX AAHHbIX:
OueHka 61UOAOCTYNHOCTM NTEKAPCTBEHHOTO BELLECTBA UK €70 OCHOBHOIO BKONIOr1yeckm

6. Analyse of pharmacokinetic data:
The assessment of the bioavailability of the drug substance or its main biologically active
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aKTMBHOrO MeTabonuTa (ecnu u3y4yaemble NekapcTBEHHbIE CPEACTBA NPeACTaBNAT coboil
NponekapcTBa) OCHOBLIBAETCS HA CPABHEHUN 3HAYEHMIA hapMaKOKMHETUYECKIX NapaMeTpoB,
OL|eHEHHbIX HEMocpeaCcTBEHHO MO AaHHbIM "koHueHTpauwus (C) - Bpems (t)" ans
Wuccneayemoro nekapcTBEHHOrO CPeACTBa W Npenapata CPaBHEHMS.

metabolite (if the investigational drug is a pro-drug) is based on the comparison of the phar-
macokinetic parameters derived from the “concentration — time” curve for both the investiga-
tional and reference medicinal products.

6.1. OnHoKpaTHOe BBeEeHWe NeKapCTBeHHbIX NpenapaTos:

ViHaomBuayanbHble 3HaYEHWs NOLLAaAM Nog KpMBbIMK "kKOHLEHTpaums - Bpems” - AUC (kak B
npegenax AnuTenbHOCTM HabMoAEHNs 3a KOHLEHTpaLmei NekapcTBEHHOrO BELLECTBa -
AUCH, tak 1 B npeaenax ot 0 go = - AUCe), MakcumanbHom koHueHTpaummn (Cmax) v
BpeMeHu ee JocTxeHus (fmax) cnegyeT OLeHWUTb BHEMOAENbHBIMIA METOAAMM MO AaHHbIM
“KOHLIEHTpaLysl - BpeMs”, yCTaHOBINEHHBIM Y KaX4Oro UCMbITYEMOrO s KaXgoro n3
M3yyaeMbIX NEKaPCTBEHHBIX CPEACTB. 3HayeHNs napameTpoB Cmax 1 tmax OLEHMBAKT Kak
Hanbonbluee 13 N3MEPEHHbIX 3HA4YEHWIA KOHLIEHTPALWMN 11 COOTBETCTBYIOLLEE BPEMS
Habrniogaemoro Makcumyma. Benuunny AUCE paccunTbiBaloT npy NOMOLLM METOAA 06bIYHbIX
unm norapucmuyeckux Tpaneumin. 3Havenns AUCe onpegensiot no dopmyne: AUCe =
AUCt + Ct/kel, rae Ct v kel — pacyeTHble 3Ha4eHUS KOHLIEHTpALN NIEKAPCTBEHHOTO BeLLecTBa
B nocnegHen npobe 1 KOHCTaHTbI AMMMUHALMKM, COOTBETCTBEHHO. [1n1s Bblumcnerus Ct u kel
KOHEYHbI (MOHO3KCMOHEHLMarbHbI) Y4acToK (papMakoKMHETUYECKOM KPUBOW OMUChIBAKT C
MOMOLLbI0 HEMMHENHOTO PErpeCcCHOHHONO aHanuaa.

Mpw gocTatouHol AnuTensHoCTH HabnogeHus, korga AUCE > 80% AUC (cm. pasnen 4.6),
[O015 OLiEHKM MONHOTHI BCAChIBAHWS MCCNEAYEMOro TekapCTBEHHOMO CPeAcTBa creayeTt
ncnonb3oBath 3HayeHus AUCE, a npu ycnosuu, 4to AUCE < 80% AUC, - 3HaueHuss AUC.

Mocneayiowwmit aHann3 papMakoKMHETUYECKUX AaHHbIX NPELyCMaTpPUBaeT BblYUCTIEHNE
nHanBMAyanbHbIX oTHowweHn AUCE unn AUC (cooteeTcTBEHHO f' 1 f - oLieHkm
OTHOCMTENBHON CTeneHn BcacbiBaHus) 1 Cmax (f') - 4ns niobbix nekapcTBEHHbIX (opM,
oTHoweHuin Cmax/AUCt nnm Cmax/AUC kak xapaKTepucTuK CKOPOCTW BCaChiBaHus - AN
06bI4HbIX POPM, @ AN1S POPM NPONOHTMPOBAHHOO AENCTBUS — MPOLOMKUTENBHOCTL NEpUoaa
BPEMEHM, B TEYEHWE KOTOPOro KOHLIEHTpaLMs NTekapCTBEHHOTO BeLLecTBa NpeBbiwaeT 75%
ot Cmax (T>75%Cmax).

6.1. Single administration of medicinal products:

The individual “concentration-time” curves for investigational each medicinal product should
be analysed non-compartmentally {*model-independent”} with regard to the following:

area under the curve— AUC (both AUC_t: until the last profiling time and AUC_ infinity: from
time 0 to infinity), maximum observed concentration (C_max) and time of C_max (t_max).
The values of C_max and t_max parameters are defined by the height and time of the maxi-
mum observed concentration value.

The AUC should be calculated by means of the linear {*normal”} and log-linear trapezoidal
rule. The value of AUC_infinity will be calculated as: AUC_t + C_t/k_el, where C_t and K _el
are the “fitted” values of the concentration in the last sample and the elimination rate constant,
respectively. For the calculation of C_t and K_el, the terminal (mono-exponential) segment of
the pharmacokinetic curve is analysed by means of non-linear regressions analysis.

In order to be sufficient, AUC_t > 80% AUC _infinity (see 4.6); for the assessment [compari-
son} of the amount of bioavailability of the drug substance, the AUC_t should be used unless
the AUC_t < 80% AUC_infinity, in which case AUC_infinity is to be used instead.

Further analysis of the pharmacokinetic data should include: individual ratio of the AUC_t or
AUC_infinity {for test to reference} (corresponding f and f — relative amount of bioavailability)
and of C_max (f"); additionally, for all conventional {IR?} medicinal products, the
C_max/AUC_t- or C_max/AUC_infinity-ratio is to be calculated as a measure of {differences
in } the rate of bioavailability; furthermore, for prolonged-release formulations, the time when
concentrations of the drug substance exceed 75% of C_max (T>75%C_max) should be calcu-
lated..

6.2. MHorokpaTHoe BBeAeHM1e JIeKapCTBEHHbIX NpenaparoB:

B tex cnydvasax, Koraa seBuay HEO0CTaToO4HON YyBCTBUTENTbHOCTU aHanNnTU4eckoro metToaa
Nony4mTb NOJNIHOLIEHHbIE cbapmaKOKMHequecme I'IpO(*)I/IJ'II/I nocrie 0gHOKpaTHOro BeeaeHnA
JIEKapCTBEHHOIO CpeAcTBa HEBO3IMOXHO, a TakXe Korga BHYTpuuHaMBhayanbHasa

6.2. Repeated administration of medicinal products:

In the case, that the full characterisation of the pharmacokinetic profiles is not possible after
administration of a single dose of the medicinal products due to insufficient sensitivity of the
analytical method, or in the event of high inter-individual variability of the concentrations after
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BapVIa6eJ'IbHOCTb KOHLEHTpaLuKn nekapCTBeHHOro BeLLecTBa npu 0aHOKpaTHOM BBEAEHNN
BbIlLIE YeM npu ero AnnTenbHOM BBEAEHNN, OLIEHKa O1O3KBNBANEHTHOCTH JIEKapCTBEHHbIX
CpencTs NpoBOANTCA NOCHE NX MHOrOKPaTHOro BBEAEHNA.

B cTaumoHapHbIx yCnoBusX (SS), peanuayoLmxcs npy NOBTOPSIIOLLEMCS BBEAEHUN
NeKapCTBEHHbIX CPELCTB B OAMHAKOBOM [03€ C OOHUM M TEM XE MHTEPBaNOM A03MPOBaHMS
(1), MHOMBMAYanbHble hapMakoKMHETUYECKIE NPOUN CrieyeT OXapaKTepU30BaTh
3HAYEHMAMM NNOLLAAN NOA KPUBOM "KOHLEHTpaums - Bpems" B Npeaenax uHTepeana
[03VPOBaHMS NOCAE YCTaHOBNEHWS CTaLMOHAPHOTO pacnpeseneHus NekapCTBEHHOrO
Bewectea - AUCT,ss, Cmax, Cmax/AUCT,ss, 3Ha4eHUIMN MUHUMaTbHON KOHLIEHTPaLK
(Cmin — KOHLEHTPaLWS B KOHLie MHTEpPBana A031POBaHNS), a TakKe PasHOCTU MEXay
3HayeHmaMn Cmax u Cmin, OTHECEHHOW K CpeHeN CTauMoHapHOM KoHueHTpauum (Css =

AUCr,ss/T).

Tarke BbIMMCIIAOT MHAMBIMAYaNbHbIE 3Ha4eHNs oTHoweHuid AUCT,ss n Cmax ans
nccneayeMoro nekapcTBEHHOrO CPeACTBa 1 npenapata CPaBHEHNS (COOTBETCTBEHHO f' 1
).00n5 hopM NPONOHIMPOBAHHOTO AENCTBUS PACCUUTLIBAIOTCH NPOSOMKUTENBHOCTD
neproaa BPEMEHH, B TEYEHWE KOTOPOrO KOHLEHTPaLMs NekapCTBEHHOTO BELLeCcTBa
npeBbILLAEeT CpefHee cTaunoHapHoe 3HayeHne Css (T>Css), a Takke T>75%Cmax.

single doses, bioequivalence should be assessed after repeated-dosing

Repeated administration of a fixed dose of medicinal product with constant dosage interval
{(v)} leads to establishment of steady state conditions (ss) for the drug blood concentrations.
Under such conditions, the individual PK profiles should be characterised by the area under
the concentration-time curve over the course of one full dosage interval - AUC_ t,ss, C_max,
C_max/AUC_t,ss, minimum concentration (C_min — concentration at the end of dosing-
interval), and also difference between C_max and C_min divided by the average concentra-
tion in steady-state (C_ss = AUC_z,ss/t).

Test and reference medicinal products should be contrasted by means of the estimated
treatment ratios (test/reference) for AUC_ 1,ss and C_max (f and f”).

For prolonged-release formulations, following further criteria are to be analysed: time (within a
dosage interval) during which the concentrations of the drug substance exceed the average
concentration (T>C_ss) and during which they exceed 75% of C_max (T>75%C_max)

7. CtaTucTH4ecKas oLeHka OU03IKBUBANIEHTHOCTU:

OueHka B103KBUBANEHTHOCTW NPOBOAMTCS MO NapamMeTpaMm CPaBHEHMS, BbIOpaHHbIM B
COOTBETCTBUM CO CXEMOW BBEAEHMS NeKapCTBEHHOrO CPELCTBa (OQHOKPATHOE U
MHOTOKpaTHOE BBEAEHWE) W ero NekapCTBEHHON POPMON (06bIYHAS MMM MPOMOHTMPOBAHHOTO
LencTams).

CratucTuyeckuii aHanu3 npoBOAAT B NPEAMONOXEHNM O NIOr-HOPManbHOM pacnpeseneHumn
napameTpos AUC, Cmax 1 Cmax/AUC 1 HopmarbHOM pacnpeaeneHun ocTanbHbIX
napameTpoB 3a UCKNKoYeHreM tmax. B npeanonoxeHny o nor-HopmanbHOM pacnpeaeneqiy,
CpaBHEHWE CPefHMX 3HaYeHI NapaMeTPOB ANs UCCIeAyeMOro NekapCTBEHHOO CPeaCTea 1
npenapara cpaBHEHWs NPOBOANUTCS HA OCHOBE MYNbTUNNNKATUBHOM MOAENH, a
[OBEPUTENbHbIE MHTEPBAbI CTPOSATCS ANS OTHOLLEHWUA COOTBETCTBYHOLLMX CPEAHNX
3HaueHui. Mocne NpoBeAeHUs norapudM14ecKoro npeobpasoBaHmns 3TV nokasaten
aHanuaupyTcs ¢ NOMOLLBIO AncnepcnoHHoro aHannsa (ANOVA; napameTpuyeckunii MeTog).

[inst 06bI4HOI paHAOMU3MPOBAHHON NEPEKPECTHOM CXEMbI CTATUCTUYECKAs MOLENb
AVCIEPCMOHHOTO aHanM3a JOMMKHA BKIoYaTh criepytoLune hakTopbl, BHOCALME BKaf B

7. Statistical assessment of bioequivalence:

For bioequivalence, the pharmacokinetic criteria to be compared depend on the regimen
(single- or repeated-dosing of drug substance) and the pharmaceutical properties (immediate
{“conventional} or prolonged release) of the medicinal products.

The statistical analyses are performed under the assumption of a log-normal distribution for
parameters such as AUC, C_max and C_max/AUC and a normal distribution for the other
parameters with exception for {_max. In assumption of a log-normal distribution, the treatment
means for the investigational test and comparator medicinal products are compared assuming
a multiplicative model, and confidence intervals are constructed for the {estimated} ratio of the
corresponding mean values. These contrasts are calculated by analysis of variance (ANOVA,
parametric method) using the log-transformed values.

For a conventional randomized cross-over design, the {“statistical’} model of the analysis of
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Habnogaemyo BapuaLmio JaHHbIX:
O pasnnyna mexny nekapCrtseHHbIMU CpeacTeamu,
O pasnuumMs MeXay UCTIbITYeMbIMU (MEXUHAMBUYaNbHbIE Pa3nnyus),
O nocneaoBaTesibHOCTb Npuema NekapCTBeHHbIX CPeacTs,
o Mepuoabl UCCNEaOoBaHMS.

[ncnepcnoHHbIit aHanu3 NPUMEHSETCS ANs NPOBEPKM TMNOTE3 O CTaTUCTUYECKON 3HAYMMOCTH
BKIaZa Kaaoro 13 ykasaHHbIX (hakTopoB B Habntogaemyto BapuabensHocTb. MonyyeHHas ¢
MOMOLLIbIO AWCMIEPCUOHHOTO aHanu3a OLeHKa 0CTaTOYHOM BapuaLyi UCNoNb3yeTcs Npu
pacyeTe [OBEPUTENbHOTO MHTEPBana Ans OTHOLLEHNS CPEOHUX 3HAaYEHUA COOTBETCTBYHOLLErO
napawmerpa.

MpoLeaypa CTaTUCTUYECKOrO CPABHEHWS COCTOUT B BbIYMCNEHUN NapaMeTPUYECKIX
AByCcTOPOHHUX 90%-Hble [OBEPUTENBHBIX MHTEPBAIOB AJ151 OTHOLLEHWA COOTBETCTBYHOLLMX
CPEeQHUX 3HAYEHUI 411 UCCMEeAYEMOro NekapCTBEHHOTO CPEACTBA W npenaparta CPaBHEHUS.
TekapCTBEHHbIE CpeaCTBa CUNTAKOTCH BUOIKBMBANEHTHBIMM, ECMIW FPAHNLbI OLIEHEHHOTO
poseputensHoro nHTepeana ans AUCt unm AUC, a Tarke AUCT,SS HaxoasTcs B npegenax
80 - 125%. [Ans nokasateneit Cmax 1 Cmax/AUCt, Cmax/AUC unn Cmax/AUCT,ss,
XapaktepuaytoLLuxcs 6onbLuer BapuabensHOCTbIo, 3TV Npedenbl cocTaBnsT 75 — 133%.

variance should include following factors {*which take effect on the variability of data”}:

o difference between medical products

o difference between subjects (inter-individual differences)

o sequence of drug administration

o periods of investigation
Analysis of variance is used to test the hypotheses of statistically significant effects of the
factors of this model. The residual variance of the ANOVA is then used to calculate the confi-

dence intervals {of the estimated mean differences of the log-transformed data backtrans-
formed to the mean ratio of the nontransformed data}.

Basis for the biostatistical comparisons {between the formulations} are the parametric 2-sided
90% confident intervals of the ratios of the mean values for test relative to reference medicinal
product. Medicinal products are bioequivalent, if the boundaries of these confidence intervals

do not exceed 80 — 125% for AUC_t or AUC_infinity, or AUC_t,ss {as applicable}.

The zone of tolerance is broadened to 75-133% for C_max and C_max/AUC_t,

C_max/AUC _infinity or C_max/AUC_,ss since these are characterised by higher variability.

8. UcknioyeHue pe3ko BblaensAWMXcs HabnoaeHUN:

Mpw NpoBeAeHNM OLIEHKN BMOIKBUBANEHTHOCTU MOXKET BbITb OBHAPYKEHO, YTO Y OGHOTO MK
HECKOIbKIX MCMbITYEMbIX Pa3nnymns Mexay napameTpamm uim ux OTHOLIEHUSMW 3HAYMMO
OTNINYAKOTCS OT TAKOBbIX Y OCHOBHOM rpynnbl (pe3ko BbiAenstowuecs Habnogexus — “out-
liers”). BbisieneHme Takux HabniogeHMin NPOBOANTCS NPU MOMOLLM CreLnanbHbIX
CTaTUCTUYECKNX TECTOB. [11151 JEMOHCTPaLMM HAanmnuus Takux HabrioaeHunin NpuBOASTCS
rpacuky MHAMBUAYaNbHBIX CTAHAAPTU30BAHHbIX Pa3nnymii (LlEHTPUPOBAHHBIX MO CpeaHeMy
3HAYEHUI0 1 HOPMUPOBAHHbIX MO CTAHAAPTHOMY OTKIIOHEHMIO).

Pe3ko BblaensioLmecs HabniogeHns MoryT He MPUHUMATLCS B PaCHET Npy OLEHKe
O1O3KBMBANEHTHOCTM NPW YCIIOBIUMN, YTO CNPaBEANMBOCTb UCKIIOYEHNS STUX AaHHbIX
A0Ka3aHa.

8. Exclusion of “outliers”:

In bioequivalence assessments, the variables for one or more trial participant might be found
to be outlying in comparison to the other subjects either with regard to the values for the
specific formulations or their ratio. Outliers should be identified by of special {“statistical”}
tests. Such observations might be detected by graphs of individual standardized differences
(centred on the average and normalised for standard deviation {z-Score}).

Outliers could be excluded from the calculation of the bioequivalence contrasts, but such
exclusion should be well founded.

9. [pynna nccnegosarteneii-cneLuanucTos B 06nacTv hapMaKOKMHETUKM:
[lns npoBefeHns UCCrefoBaHNs BblAENATCA COTPYAHUKM, oBnagatoLime

9. Expertise in pharmacokinetics:
Specialists with expertise in quantitative analysis of medicinal products in biomaterials and
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I'IpOCbeCCI/IOHaJ'IbeIM OnbITOM B 06MacTh KONMYECTBEHHOTO aHanuaa JNeKapCTBEHHbIX
BelleCcTB B 6V|omaTepMane M MatemaTu4ecKkoro aHanusa q:)apMaKOKVIHeTVI‘-IeCKVIX [aHHbIX.

mathematical analysis of pharmacokinetic data should be available.

10. Mporpamma npoBefeHUs UccrneqoBaHui:

o

O O O O O

O O O O

B nporpamme gomxHbl GbITb OTpaXeHsb!:

cBefeHNs 06 13yyaeMbix TeKapCTBEHHbIX CPEACTBAX (NeKapCTBEHHas hopma,
COfepKaHne NekapcTBEHHOrO BeLLeCTsa, hmpma-npon3BoanTenb);

cBefieHust 06 UCnbITyeMbIX M 06 UX KONU4ecTBe;

nnaH paHLoMm3aLuy;

032 U PeXUM [03MPOBaHMS,

WHTEPBan BPEMEHN MEXAY NPUEMOM NEKapPCTBEHHbIX CPEACTB;

6MOMaTepMaJ’l, B KOTOpPOM npeanonaraetca onpeaenAatb KOHUEHTpaLuio
JIEKapCTBEHHOIO BELLECTBA;

cxema otbopa npob, yCroBus MX XpaHeHus:;

CcBefieHVst 06 aHanUTMYeCKoM METOAE;

CBEAEHMS 0 MeTofax hapMaKOKMHETUYECKOTO aHanu3a;
CBELIeHWsl O KPUTEPHSIX BUOIKBMBANEHTHOCTH.

10. Bioequivalence clinical trial protocol:

The following should be specified in the protocol {“program”}:

(0]

0O O O O O

0O O O O

information about investigational medicinal products (pharmaceutical form, content of
active substance, manufacturer-producer)

information about the volunteers and their number

randomization plan

scheduled administration of investigational treatment (time-schedule)
time intervals between the administrations of the medicinal products

medium {“biomaterial”}, in which the concentration of active substance should be meas-
ured

schedule of blood sampling and conditions of their storage
information about analytical method

information about methods of pharmacokinetic analysis
information about criteria of bioequivalence

11. OTyeTHasA QOKYMEHTaLMS:

@)

O O O O

B otyeTe 06 oLeHKke G1MOIKBUBANEHTHOCTY AOMKHBI ObITh NPELCTaBNEHbI:

yTBEPXKOEHHas NporpamMma NPOBEAEHNs UCCTeNoBaHNS;
Ha3BaHWsA UCCreayeMbIX NeKapCTBEHHbIX CPEACTB;

HauMeHOoBaH1e (MPM-3roToBUTENEN;

HOMepa Cepuit UCCreyeMblX NEeKapCTBEHHbIX CPEACTB, AaHHbIE O CPOKE UX FOOHOCTY;

CBeLleHNA 0 CoAepXaHUN NeKapCTBEHHOro BeLLeCTBa B U3y4YEHHbIX NEKapCTBEHHbLIX
cpencTteax;

,qemorpacbmqecme M aHTPONOMeTpUYeCKne AaHHbIe UCNbITYEMbIX;

KITMHWYECKNE NaHHble (ech “ccneaoBaHne B1O3KBMBANEHTHOCTM NpoBeAEHO Ha

60ﬂbeIX), B KOTOPbIX YKa3blBa€TCA aHaMHe3 3aboneBaHusi, anarHos, XapakTtep
NopaXxeHnd BHYTPEHHUX OpraHoB U UX beHKLLI/IOHaﬂbHOG COCTOAHME Ha MOMEHT

11. Bioequivalence clinical trial report:

The following should be specified in the report:

o

o O O O O O

information about the final {approvedy} trial protocol

name of investigational medicinal products

manufacturer name

batch number of investigational medicinal products and their expiry dates
information about content of active substance in investigational medicinal products
demographic and anthropometric data of study participants

clinical data (if the bioequivalence trial was performed with patients), reflecting medical
anamneses (medical history), diagnosis, character of organ damage and their functional
condition at the time of study conduct
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NPOBEAEHNS UCCIEA0BAHNS;
o Cnocob BBEEHWS NEKAPCTBEHHBIX CPEACTB U A03bI;
nnaH paHgoMu3aLum;

o MeToayvka oT6opa GuomaTepuana u ero npeLapuTenbHO 06paboTku, ycrnosus
XpaHeHus npao;

O ONMCaHMe aHaNMTUYECKOrO METOAA, BKIOYatOLLEe METPONIOMYECKIE XapaKTEPUCTMKIA U
AEMOHCTPALMOHHbIE XPOMATOrpamMMbl, ECII UCTOMb30BaHbI XpoMaTorpagnieckie
METOb!;

O onucaHwe npouenyp (bapMaKOKMHeTVI‘-IeCKOFO aHannsa n oLeHKn O1O3KBIBANEHTHOCTH
C yKa3aHnem MCcnonb30BaHHbIX MPOrpaMMHbIX CPEACTB,;

o pesynbTaThl ONpeAeneHns CoaepxaHIs NekapcTBEHHOMO BelliecTaa B Guonpobax,
COOTBETCTBYIOLLNE CPEAHNE 3HAYEHMUS W BEMUUYMHBI CTAHAAPTHBIX OTKMOHEHWIA;

O WHAMBUAYyarnbHbIE (hapMakoKMHETUYECKMe Npotuny;
O YycpeaHeHHble (hapMaKoKUHETUYECKWE Npotuny;

O WHOMBMAYalbHbIE 3HAYEHNA NapameTpoB (bapMaKOKI/IHeTVIKVI, COOTBETCTBYHOLLINE
cpefHue 3Ha4YeHns U BEeNMYUHbI CTaHAaPTHbIX OTKMOHEHMUIA;

O CPemH1e reOMETPUYECKME 3HAYEHWS NOT-HOPMAbHO pacrpeaenieHHbIX NapaMeTpoB
(hapMaKOKUHETUKM, COOTBETCTBYHOLLME UHTEPBAMNbHBIE OLEHKU;

O pesynbTaTbl AUCNIEPCMOHHOIO aHanmu3a, 3Ha4eH!si COOTBETCTBYLUMX KOIPULMEHTOB
BapuaLmu;

O CTATUCTUYECKME KPUTEPUM, UCMIONB30BaHHbIE 1Sl OLEHKM OUOIKBMBANEHTHOCTY, U
peaynbTaThbl 3TOM OLIEHKM;

O BbIBOAbI.

o mode of administration of investigational medicinal product and dose
random plan

o methods and procedures of sampling {“of biomaterials”}, sample handling and sample
storage

o information about analytical method, including metrological characteristics and demon-
stration of chromatograms, if the chromatographic methods were used

o methods of pharmacokinetic analysis and bioequivalence assessment with indication of
software used

o results of determination of active substance in biomaterials, corresponding average val-
ues and values of standard deviations

o individual pharmacokinetic profiles
o mean pharmacokinetic profiles

o individual values of pharmacokinetic parameters, corresponding average values and
values of standard deviations

o geometric mean values for pharmacokinetic parameters with log-normal distribution and
corresponding interval estimates

o results of analysis of variance, assessment of the effects of the model factors {*values of
the corresponding coefficient of variation”}

o statistical criteria, which were used for bioequivalence assessment

o conclusions

OcHoBHas nuTepartypa:

1. Xepaes B.I1., KonbiaHos I.6., Jluteux A.A., Capues A.K. — FapMoHM3aLms npoBeaeHus
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peLLeHe. JKkcnepum. 1 KnuHud. papmakon. 2003, Ne2, ¢. 60-64.

2. Xeppes B.I1., KonbieaHoB I".6., [luteuH A.A. — «Koppensuus in vitro — in vivo»: MoxeT nn
TECT «PacTBOpeHne» 3aMEHNTb UCCIIef0BaHUS DUOIKBIMBANIEHTHOCTY NEKAPCTBEHHBIX
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nccnefoBaHWin GMO3KBMBANEHTHOCTY JIEKAPCTBEHHBIX NPENapaToB: BOMPOCH! 1 X BO3MOXHOE
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Mpunoxenue 1:
OCHOBHbIE MPUHLMNbI COCTaBNEHUS MHAopMaLum Ans 4o6poBobLa ¢ hopMoi
WHEOPMUPOBAHHOTO Cornacus

dopma MHEHOPMMPOBAHHOTO cornacus JoGPOBONbLa (BONIOHTEpA) Ha y4acTue B OLeHKe
B1O3KBIUBANEHTHOCTI NEKAPCTBEHHOrO CPeACTRa.

Appendix 1:
Basic principles of composition of the subjects’ informed consent

Template of the informed consent form for the subjects participating in bioequivalence studies
on medicinal products..

Mpunoxenue 2:
WHdopmaums anst foOpoBONbLEB, Y4aCTBYIOLMX B OLEHKE BUO3KBMBANEHTHOCTY
NeKapCTBEHHOTO CpeacTBa.

Appendix 2:
Information to be included in the (general) information form for the participation of volunteer
subjects in bioequivalence trials

MccnenoBaHust KMHETUKM pacTBOpeHUsA NeKapCTBEHHbIX BELLECTB.

Mpunoxenue 3: Appendix 3:
Bonpockl nnaHnpoBaHus OLEHKN B1O3KBUBANEHTHOCTU NIEKAPCTBEHHbIX CPEACTB. Questions re. the planning of bioequivalence trials of medicinal products.
Mpunoxeue 4: Appendix 4:

Investigations of dissolution kinetics of medicinal products.
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